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Special Report

The International Consensus Classification of Mature
Lymphoid Neoplasms: a report from the Clinical
Advisory Committee
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Cutaneous lymphomas

WHO 5ed

Mycosis fungoides & variants

Sézary syndrome

Adult T-cell leukemia/lymphoma

Cutaneous CD30+ lymphopr. disorders
Cutaneous anaplastic large cell ymphoma
Lymphomatoid papulosis

Subcutaneous panniculitis-like T-cell lymphoma

Cut. extranodal NK/T-lymphoma, nasal-type

Cutaneous y/6 T-cell lymphoma

Aggressive epidermotropic CD8+ CTCL

SMPCD4+T-cell lymphoprolif. disorder

Acral CD8+ T-cell lymphoproliferative disorder

Systemic chronic active EBV disease

Peripheral T-cell ymphoma, NOS

Cutaneous marginal zone lymphoma

Cutaneous follicle center lymphoma

Diffuse large B-cell ymphoma, leg-type

Intravascular large B-cell lymphoma

EBV+ mucocutaneous ulcer

International Consensus Classification 2022

Mycosis fungoides & variants

Sézary syndrome

Adult T-cell leukemia/lymphoma

Cutaneous CD30+ lymphopr. disorders
Cutaneous anaplastic large cell ymphoma
Lymphomatoid papulosis

Subcutaneous panniculitis-like T-cell lymphoma

Cut. extranodal NK/T-lymphoma, nasal-type

Cutaneous y/6 T-cell lymphoma

Aggressive epidermotropic CD8+ CTCL

SMPCD4+T-cell lymphoprolif. disorder

Acral CD8+ T-cell lymphoproliferative disorder

Chronic active EBV infection

Peripheral T-cell lymphoma, NOS

Cutaneous marginal zone lymphopr. disorder

Cutaneous follicle center lymphoma

Diffuse large B-cell ymphoma, leg-type

Intravascular large B-cell lymphoma

EBV+ mucocutaneous ulcer




Mycosis fungoides

Represents the most common cutaneous T-cell
lymphoma and is characterized by a chronic,
indolent course. Histology shows in early stages
band-like, epidermotropic infiltrates, sometimes
with formation of intraepidermal collections of
lymphocytes (Darier nests). The phenotype is
mostly CD4+ T-helper (may by CD8+ or y/8+). In
later stages formation of tumors.

Four main clinicopathological variants: 1) "classic";
2) adnexotropic; 3) pagetoid reticulosis; 4)
granulomatous slack skin.
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Histopathologic Features of Early {Patch) Lesions of

Myca
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A Marphologic Study o 745 Biopry Specimens From 427 Patients
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Histopathologic Features of Early (Patch) Lesions of
Mycosis Fungoides

A Morphologic Study on 745 Biopsy Specimers From 427 Patients
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TABLE 1. Histologic Features of Early (Patch) Lesions of MF

Observed in 745 Biopsy Specimens

Feature No. (%)

Normal epidermis 356 (48)
Psoriasiform hyperplasia 258 (35)
Irregular hyperplasia 344
Flat and/or atrophic epidermis 97 (13)
Marked spongiosis 284
Necrotic keratinocytes 172 (23)
Changes at the dermoepidermal junction

Focal interface dermatitis 438 (59)

Widespread interface dermatitis 30@
Epidermotropism*

Single lymphocyte epidermotropism 161 (22)

Basilar lymphocytes 170 (23)

Pautrier’s microabscesses 140 (19)

“Haloed” lymphocytes 298 (40)

Disproportion exocytosis 124 (17)

Pagetoid epidermotropism 17 (3)

Absence of epidermotropism 32
Atypical lymphocytes

Only in the epidermis 27 (D

Both in epidermis and dermis 38 (5)

Only in the dermis 2(0.3)
Dermal lymphocytic infiltrate

Band-like 227 (30)

Patchy-lichenoid 492 (66)

Superficial perivascular 26 (3)
Dermal changes

Papillary dermal fibrosis/coarse collagen bundles 725 (97)

Melanophages 56 (8)

Purpura 32

Edema of the papillary dermis 0

*More than one feature was observed in some cases.
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ORmiGroag ARTIOLE

Papular Mycosis Fungoides s a Distinctive
Variant of Early-stage Mycosis Fungoides

18 patients (M:F = 13:5); Median age: 57,5 (range: 13-77)

Extended Retrospective Study With Long-term Fallow-up
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CIRIGINAL ARTICLE

Interstitial Mycosis Fungoides
A Clinicopathologic Study of 21 Patients
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TABLE 1. Clinical, Histopathologic, and Phenotypic Features

Patient Age Conventional MF Before (mo) or  Stage at Time of Comventional  Follow-  Biopsy Clinical Morphology of
# ¥) Sex Concomitant (C) to IMF Diagnosis of IMF ~ MF After IMF  up (mo) Site Biopsied Lesion
1 7% M Yes (C) 1A NA  Rightam Plague
2 68 F Yes (19) 1A NA Right leg Paich
3 55 M 1A A+ (3) Trunk Plaque
4 “4 M 1B A+ (2) Trunk Plaque
Trunk Plague
5 2% M Yes (25T) 1B Yes DoD (42)  Trunk Flat tumor
6 a4 M Yes (2) IB Yes A+ (125 Trnk Paich
7 52 M 1A A+ () Right leg Patch
8 68 F Yes (26) 1B Yes A+ (9)  Trunk Patch
Trunk Patch
5 3 F 1A NA Trunk Plaque
10 38 F IA HNA Trunk Patch
11 67 F IB NA Trunk Plague
12 MM Yes (C) IB A+ (12)  Trunk Plague
13 @ F IB A+ (181)  Left arm Patch
Left arm Patch
Right arm Patch
14 88 F Yes (C) 1A NA Right leg Plague
15 il M 1B TYes A+ (54) Trunk Faich
16 £2 M Yes (77) 1B Yes DoD (40) Trunk Plaque
Buttock Plaque
17 0 F IB NA Trunk Patch
1% & F 1B A+ (4 Rightam Paich
Leftleg Patch
19 73 F Yes (3) 1B Yes A+ (110)  Trunk Patch
20 45 M Yes (36) B NA Left leg Flat tumor
21 2 M Yes (C) 1A A+ (85)  Buftock Patch

*See text for explanation.

A+ indicates alive with skin disease; DoD), death of disease; F, female; M, male; NA, not available; ND, not done; SD, superficial and deep dermis; SM, superficial and

mid-dermis.




Beware the crucial importance
of clinicopathological correlation
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(Consultation Dr. Mavrot, Maribor)
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Lymphomatoid papulosis, type B

* Epidermotropic variant of lymphomatoid papulosis mimicking
the histopathological features of MF

* Phenotype: CD4+ (distinct from type D, also epidermotropic
but CD8+); it may express cytotoxic proteins

* In old reports described as "CD30~ variant": it is always
nositive with antigen retrieval methods (but the positivity may
oe weak); repeat staining in case of doubt; a diagnosis of
"CD30~ LyP" should be judged critically




"Classic" MF Adnexotropic MF Granulomatous slack skin Pagetoid reticulosis







Adnexotropic MF (syringotropic)
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Syringotropic Mycosis Fungoides: A Rare Variant of the
Disease With Peculiar Clinicopathologic Features
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Clinico-pathologic variant of mycosis
fungoides; sometimes solitary lesions

Clinical manifestations oft different from
"conventional" MF

Prominent involvement of the eccrine
glands; syringometaplasia

Oft concomitant involvement of the hair
follicles (syringotropic-pilotropic MF,;
"syringolymphoid hyperplasia with
alopecia")




1st diagnosis (4-year history) 5 years later 6 more years later

e

Died of progressive MF, November 1989 (12 years after 15t diagnosis, 16 after onset of disease)



"ldiopathic” generalized follicular mucinosis

* "Idiopathic" generalized follicular mucinosis is a form of
early pilotropic MF

* Course and prognosis similar to early "conventional” MF,
out response to skin-directed treatment may be less
oronounced and/or more delayed

* Avoid aggressive treatment; manage as other cases of early
MF, eventually with the association of systemic retinoids to
other standard options
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(Consultation Dr. B. Werner, Curitia)
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Solitary ("benign") follicular mucinosis




Pilotropic & adnexotropic mycosis fungoides

A variant observed in all ages including children; pilotropic &
syringotropic patterns may be present in the same lesion

Several clinicopathologic presentations; some variants similar to
those observed in MF (e.qg., hypopigmented follicular mucinosis)

Classification of "benign alopecia mucinosa" yet unclear

Morphological, phenotypic and molecular features don't allow to
separate MF-associated cases from "benign" ones

Conservative approach; avoid aggressive treatment (but local
radiotherapy may be an option)

Non-malignant follicular mucinosis may be observed histologically on
the background of several inflammatory and neoplastic conditions
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Pagetoid Reticulosis

e Pagetoid reticulosis is considered as a localized (often solitary)
variant of MF (Woringer-Kolopp disease)

* Mostly on acral skin; may mimic viral warts or inflammatory
dermatoses — clinically deceptive ("non-responsive eczema"),
histologically clear-cut

* Prognosis usually favourable

e Similar histopathological features may be observed also in
clinically "conventional” MF
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Progressive, Atrophying, Chronic
Granulomatous Dermohypodermitis

Autsimmuns Disease?
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Granulomatous Slack Skin (Fig. 2-79)

—Histiooytes, many multinudiaated, scatferad throughout the enfire
diormis ard subeutis

—Epthelioid tubercles associated with numsermos yrphootes,
plasma calls, and ecsinophils froughout the dermis and subcutis

—iCakcilved bockes of variows simes and shepes within histiocytc giand
cells and in & fibrolic stroma; some matter polarzable

—Fibrotic stroma replacing the normal dermis and the subcotaneous
fat

—Fibrotic collagen mostly aligned parallel to the skin surtace

—HBandlike mixed Eflamamatany-call infiltrate in the uppe part of the
defmis and a few mononuclear cells within the epidermiz
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This rare condition seems to have a predilection for young
adult men who, over several years, progressively develop pendu-
lous skin that droops on the arms near the axillae and on the
flanks, The skin is not only slack like that of cutis laxa, but it has
surface features of parapsoriasis en plagques. Whether this dis-
tinctive condition of granulomatous slack skin inevitably eventu-
ates in malignant lymphoma has vyet to be determined.







Granulomatous Mycosis Fungoides
and Granulomatons Slack Skin

A Multiconrer Shisdy of the Citancows Lymphong Histopathology Task Force Group
of the Tunnrran Oremigarion for Research and Treamaent of Camncer (TERTC)

e Kemor | D Sowaja Oaiboehm-Aiefosstie, MO Mlaren Pasdli, MO darch Didioat, MO feaioe I ecddir: 800
e Atadving. 0 Sl bl MU T homas Rdper. M e Willesime, RIEY Dl LA AT WIS
srvwfio Wenl, SIEY Lmmas Covrond, R0 Manoy Samirend, B0 Chandie Galkrmime, MUY R Berrelm, Sy
arrghes (TErasi, WD ATt Befapv, WA S M Wiy bsa o, 9700 Tl ¥ Kby, 44T, PAEE

livwy Paprells, 80 Spbve Frodup, MO Agam Cardain, MO Philkppe Do, 9050 Hubest Lieog, 0L

anksdr Wieslder, BT Piaddper Craeidigg, WD Brhahiiel Clamoaop, W CREr Mgy, MT1

Baakgrwady ok panen: Tosl boplin
mawos (L T L b o miwd, eopresoon o oy uaste v bl
P Ty lEnled ity U ol e paa ) ol gt saln®
prcui lewiunss of presdicoios, U1 T L are snail-
byl Wi ymkion] | B st 0 o L gt b T L
ki Torther clamcirizre tha chpagholagioal, e
i, umil. oy Rieee T

Dl e bt 1 e pronp e 13 parkne wi
Fropal ooty irpeoeds ongo ks AN E disd + wnih
grea o koot recores bk et | G e | e o s flw
Wikl Licnlll Ceaaiilbition~ i et D nled liea ki
B pevcd; maid Treanmen of Capoey s leslivcanie i one
s lpniphirsae, Pabiemis weh T8 ool G55 lie-
Hertd osaelgsiog Ik i ian wesamild il ok
lamdeally by do desslrpraenind brillieshie Folda i G55
tastologically, epide nmeamopiam of | aphocy s wis nd
a e e T an i s ok in a0l 1 rass (7%

Sralple oo popgressioe depsewgs ohoermed i e
1 bnts g vl Tosbbuoi e sl e Txim ina
e & o] ocoarfed] in Y ol LR peien 280, e
wirtt] by pagphusd imog ploins e s eluped 3 ol 19 peieois
L2V woaf Sl ) 3 e s LAEE edied ol ke discme
[egpie il 590k @irvivel nie i GNIF e G5%:

Ermdmademe | ke e e s Taieal dilkaen s bovsoon L |
merd L85, B Cher sl U deppong Drslakonge: Tindiig
aad therelnne ot e il seriminaled iy Mesdlogie ex
adiid Lo o | Dl apeiin i oF |.-|.,:I|.|-_.5I..,|.|. akdd B
realicie] do e daberirians body regaie Gl
rwicars U T = s vomt @ Hseraperrosea b, sdear by pernipres
wive woume. The progniies of GO appeam s o o
therk ol el non s us myeosis syl

AR AV ean D0 | AL TR R

HE UL URREHCE G 558
et Hbe grandbirmes. i d
v (L krawm pliss e ning
i il igrsn | v i b s
mul s curnimiuly b
serveil i pelEmewih Dol ghin diss s >
bn comrani, g b npscai fesiusrs no
e by 3t 1 prin ey ol diseceis el io-
o LAl withapprvdrsale k' Seolal Cla
divpking gromdenmbrar ke !
el Snemallinn wie v periti] i
w bnad wancty ul promary Cla ™ soch as
Siezniy e redna i, i ol s s i
prll Lo Tod] bvmpbodnis * sabeuis
Dhepiin painrcl] e Bk Dol o plicamia
] ey e o Bapell B
mis® Gembaraime rcosis Smgnldes
LAY b phee s e o] i
Iowrarviiis ¢opanenm Tl |:,-1||ﬁlnnn
LETELT. dnconm e, grmulenciksiashick

sufer A TainemBeesla Sk LG5S EE by pate g il C UL sl
e red of btk

v e ey ppprcodmsiely M) cmes Lo

warrrn puparped, e TonseE” o i
Wnrkd Health Jrpanizatirn-Fusnpea O
EAvTE N i Fle=apne b gt Tregnieen) ol
e i T YR ) o ol s e, Lame
rafbng=a krnphieas, L35 e cordalenal
At | sy pe o M sl bk s
T ilioicel seid lisiologic fesbans, 11
Thegse luder Letsmnn dnily i B o] iiidat ¢
af v granuimrainne CT0 A, pune
ticelar b grovrobragrens WE (CMEL The
clhrpethedogioal ko aes and i e £
e pranslnreatoes CTC Ls oot sl poeady
e el The g kanm b oo s
Feol vl epedie, s Unal Uie issabogc i
appoie ol Iplen wed s delaped, el
the iz ar ofwen il nosdisg
recand as grartvimaioos drratie” Tler
ES CTINTVRTE ] AT WS T S [oAr el o
rarmibomee i Cs conmed ates o 1k g b
pregoeme” s a ol iy wen
condinted e Al ek Chimcal. s
pathcd ogial, et g phi poivpic. sl e

WEFEMTEDD ART] POl 0L = 08 R I.'\Il';f?“\- AT SR L T Y

¥ el i s bl o oyl Himgd bbiiclied [ o F Pk il Dol 19, 30EE
W2 e e Vi ] et b s S0 agh e el

Taka 2 Histehgn, msunspbmolypic, and Genobpio Dala Fom S of 14 Fabanis With Cresslomalous Cetanapun
T-Call Lypmghoimas
Pelignl Gl Gieel  El
W, Paflgrm  Epidermsbspizms Cellhpe  Grmlems Cells las Hesiphapoviessy B Plaw fepic Plamlgm Gesahga
Grayelom aen Mecsae | ungoiee?
T M B Mikes : | [ i [ = T} 1 7 B T
HrTwi
7 Hilsko & Mk i M MA b M
4 Pefiveso +elimg g & - -+ (Fen] BA 21 - - L (s Bl T3
A Pefjsngu 5 + i) R My M ToR
5 Fepheenadan - Wk - iFaw - - - LE: 1x B L [ TNt
[CaTi (o] M
-ty
i PeiHoficike 4 ! i L1 Lt L CER 1 - 111
(LELT CoF ] M TH:
| Perfesmakn S e - - + e+ a4, T+
o B
[T
B R - 28 LTS - - b - - - - 'lIli'l;:ﬂ'.N. T+
T
2 Momgsi el LY - - ‘ - - i 4k T
o TR
K MGt E - + - oy row k1
11 Wik - & - i i - - ¥ A LN 1
o T
(E T s B Bk ' . i - ' - T B LTS
TRl
[ 4 4 - = - A - |6 L Lt | B T
0 T -1
14 Rl ] 5 | i i L (o R B TiWi
M TE
(T & - + - - - L (R L S
X, TH-|
Cranusamalies Seck Han
5 Wima R + i o L LGy Ay W+
o0 T -
17 Hikam K < + ; + = [Twly = {044 W
| H
B
guanaAne I
(LT 2 Eclplen = s 3 - . = = AR Tl
i Ekm x £ Riples F i T 4 O i r A To¥is

Al s g dinploceniac groseh; B | ass T of elfes Thaes on ckefo sbinng: fok seein phibe jramsfocdes; 1 L ge; M sadame sloed 1Y e
arpelal s Plmsa, bt cil b o, Sttt &, srnd TUA-T, T-osl imsuanatiias cmbuei & TR Tooell fecopind oo 0t it | =, E00SG0nas, - pabpondidy;
= |eReri e e, — ahsE negalve -+ my e cells poad e 5N - bee poites sl | 108 )

Ul ol ke R il imdons . Pafent G hed llicuk s disase

"There are clinical differences between GMF and GSS, but they
show overlapping histologic findings and therefore cannot be
discriminated by histologic examination alone."
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| Sezary syndrome
. &  Erythroderma (may be missing in

' early phases), enlarged lymph
nodes, clonal T-cells in skin, lymph

' nodes and blood. Strong pruritus,
g irregular or generalized alopecia,

ectropion, palmar and/or plantar

-, hyperkeratoses, onychodystrophy.
. Phenotype always CD4+. Histology

*,.t' # often non-specific ("pseudo-

!. dermatitis").
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1 year later




1 more year later




3 more years later
(5 years after first presentation); DoD (8y survival)




Prodromic phases of Sezary syndrome may mimic clinically
an inflammatory disease, particularly an eczematous /
pruriginous dermatosis ("red man syndrome”).

Histopathological features of overt Sezary syndrome may be
non-specific as well, simulating a spongiotic dermatitis
("pseudo-dermatitis”); neoplastic cells may "colonize" an
eczematous dermatitis in prodromic, subclinical phases of
the disease ("koebnerization").
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Cutaneous pseudolymphoma—A review on the spectrum
and a proposal for a new classification
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FIGURE 2 Frequency of different causes of cutaneous
pseudolymphomas, modified after Miguel et al*




Cutaneous pseudolymphomas (my experience)

Tattoo

— Lymphocytoma (different causes
T including Borrelia)

Others

Borrelia
(other than lymphocytoma)

Lymphomatoid
eczematous dermatitis
including atopic

Arthropod bite reactions dermatitis

including scabies
Drug

(B- and T-cell pattern)

Vaccination

Herpes simplex & Psoriasis

VZV infection

Lichen aureus & lichenoid purpura
Lupus erythematosus
including atypical LE panniculitis

Lichen sclerosus

Lichenoid keratosis
& "solitary superficial idiopathic pseudolympohoma"



Cutaneous Pseudolymphomas
General Histopathologic Remarks

A band-like T-cell infiltrate with intraepithelial lymphocytes is not
restricted to MF or other CTCLs, and is not uncommon in several
inflammatory disorders (e.g., lichenoid dermatoses)

Low-grade malignant cutaneous B-cell lymphomas are usually
characterized by a prominent population of reactive lymphocytes that
may be the predominant one

|dentification of the neoplastic population crucial for proper diagnosis
and classification (phenotype, proliferation pattern)

kappa/lambda ratio for detection of monoclonality: 10:1;
lambda/kappa: 4:1
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Generalized reddish lesions
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M, 50.
Several, partly hyperpigmented macules
on the trunk and flexural regions.
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Pseudolymphomatous lichen planus

* The lichenoid infiltrate of lichen planus is easily distinguished
from band-like infiltrates of MF in the vast majority of cases

* |n some cases lack of other typical histopathological features
of lichen planus (e.g., epithelial hyperplasia, hypergranulosis)
and presence of epidermotropic lymphocytes may be the
reason for concern

* Phenotypic features of these cases do not provide differential
diagnostic criteria; correlation with the clinical picture and/or
repeat biopsies allow a precise diagnosis
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SMPTCL: 16 (15 solitary)

Eczema: 11

Drug reaction: 10

Lupus erythematosus: 5

Psoriasis: 2

Hidradenitis suppurativa: 2

Lichen aureus: 2

Erythema nodosum: 1

Folliculitis: 1

Erythema annulare centrifugum: 1
Viral exanthema: 1

Lichen sclerosus: 1

Lichen planus: 1

Urticaria: 1

AHWE (epithelioid hemangioma): 1

SMPTCL: all cases positive for PD-1 and
ICOS (ICOS: lower # of cells); CXCL13
stained "much fewer cells"

Controls: all cases positive for PD-1 and
ICOS (ICOS: lower # of cells); CXCL13-



F, 69.
Infiltrated, reddish papules and plaques on the
upper trunk.
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ANA 1:1280

ENA >32.0U/ml (0-1)

Ro-Abs >240.0 U/ml (0 - 10)
Ro 52-Abs >240.0 U/ml (0 - 10)
Ro 60-Abs >282.0 U/ml (0 — 10)
La-Abs 19.0 U/ml (0 —-10)
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15 cases

9 cases: dense nodular infiltrates

3 cases: angiocentric pattern

2 cases: band-like pattern

1 case: band-like + angiocentric pattern




F, 35, pregnant.




ENA-Screening
Ro-AK
Ro52-AK
Ro60-AK

La-AK
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>32.0 U/mL (-1.0)
>240.0 U/mL (-10.0)
>240.0 U/mL (-10.0)
>282.0 U/mL (-10.0)
290.0 U/mL (-10.0)
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Variants of lupus erythematosus

e LE tumidus / Jessner-Kanof e Acrosyringeal LE

e LE profundus (LE panniculitis) e Alopecia in LE (cicatricial and non-cicatricial)

* Neonatal LE * Mucosal involvement in LE

e Chilblain LE * |nterstitial granulomatous dermatitis in LE

e Multiforme-like LE - Rowell syndrome / Toxic ¢ Papulonodular LE with diffuse mucin
epidermal necrolysis-like eruption of ACLE deposition

SLE / scleroderma overlap syndrome
epidermolysis - ASAP) LE / lichen planus overlap syndrome

e Bullous LE Pseudolymphomatous LE (several variants)

* Drug-induced LE e Reticular erythematous mucinosis

e Paraneoplastic LE ? Degos disease (malignant atrophic

e Linear LE papulosis)

e Urticarial neutrophilic dermatitis in LE

* Verrucous LE

* Follicular LE

(acute syndrome of apoptotic pan-




M, 77
Plantar region
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According to the
patient lesions on the
soles for
approximately 3 years.
Mostly asymptomatic,
sometimes mild
pruritus.

Last sexual intercourse
12 years previously.
Screening for syphilis
negative.
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Gross and microscopic symposium

Hyperkeratotic mycosis fungoides restricted (o
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"Our case may be distinguished from
psoriasis by the density and bandlike
characteristics of the lymphohistiocytic
infiltrate and the lack of
polymorphonuclear cells in the dermal
papillae. The cells seen in the epidermis
and in the abscesses are atypical
mononuclear cells rather than
polymorphonuclear cells."
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Clinicopathologic feamures and T-cell recepior
gene rearrangement findings of mycosis

fungoides palmaris et plantaris
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Fig 1. Case 1. Relatively well-demarcared, erythematious
to browrnish, hyperhemtotic plaques on the foot
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Mycosis fungoides may mvolve the palms and soles, in except|onal cases without IeS|ons at other 5|tes of the body, these cases usuaIIy cI|n|caIIy atypical and
histopathologically showing infiltrates that involve also the reticular dermis. At least some of the published cases probably do not represent genuine MF.
Palmoplantar psoriasis may present with band-like lymphocytic rather than neutrophil-rich infiltrates; a diagnosis of MF in a patient with lesions confined to
the palms and/or soles should be made only when features are compelling; positivity of some of the mononuclear cells for MNDA may represent a clue.






Psoriasis mimicking mycosis fungoides

* A variant of mycosis fungoides restricted to the palms and
soles has been described in the literature as "mycosis
fungoides palmaris et plantaris"; in my opinion this variant
does not exist, and these cases are examples of psoriasis with
a band-like infiltrate of lymphocytes and many
epidermotropic cells

* Variable numbers of intraepidermal lymphocytes may be
observed also in psoriasis at sites other than palms and soles
(usually CD8+); these cells are admixed with MNDA+
histiocytoid cells (most likely neutrophilic precursors)
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Same patient, 1 year later
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Psoriasiform/spongiotic MYCOSis fungoides



OriGsaL ARTICLE

Histopathologic Features of Early (Patch) Lesions of
Mycosis Fungoides
A Morphologic Study on 745 Biopsy Specimens From 427 Patients

Cesare Massone, MID¥F Kazwe Kodame, MINEF Heloe Kerd, MILE and Lovenzo Cerrond, MIY®

Abstract; The histolops diapeeiz ol arly nyeoss Tusgoidas (ME)
ig ane af fhe mosl voking problome s demmafopathiolio. W
nvieverd the hissopathnlogic featores of 745 hiopsy spocimos fom
427 paderes makecfomale = 3771 50, mesdian epe. 32 years: mnge, 3

5 yearah il cailly dpmreh) ledong of MF collected Do (e
Prrmpliomid dhatabase of U Deportmenl ol Dérmatodoes of the
Mol Unneriby of Graz {Aminak ool pebents, the dingnesis
was eslnblished by climcomithologe comelmion. The most common
hisnpathodngic pastem cossisted of 2 hand-like o paichy lchemaid
Iedilvree aalmnned il cokme Pindbes ol collagen i s ru|"-«.'11|n.'|.||.
demms Epsdernidrop i of lymphoiydes was obsored i mmeesi cascs
in oec or mare fooms {single ymphocylc. epedormmiropism. 22%:
hastlar broaphocyies, 235 Pautmer's microsbecesses, 1959 “haked
Iyrrphocyizd, A0 depropamiinme evncyinaes, | 150 pagetoad epider-
wadrepism, 316 I 4% of eases, apldemmoroptsm was complaely
wasaing. Avypical Ivmplweyies werg peesal only in 9% ol sasee
Feasuncs of inlerfine dermaintis wens observesd in 3% of ceses. {hher
unasial Anifngs were the presence of neomdic keraninooyties 4210,
melinoplages (3%, sl exiresmed cythestes (4%, In 28
jrtients, Two af edre bcpacs taken on the same des ot diffemas body
aies s il Teront ldlopadslegie aspecs, underlying the proten
foures of MF rven m o simzle patient at o given time. Cur sody
cuparkle previces observations an hisiopathologie femures of early
lesions aof MFE Albough soomeimes the lisopahobapie Teatilies e
s elinprmmtic, they shoukl be consderod consstent with M and s
nod rufc out the dagnosis,

Koy Wards: mwcosis fingmides, annnaius T-0ol] angdoma, cadly
tiageasis. hstopallologie hadues

LA o S Feanied RIS LIS 80-5h10)

Kerl and Kreshact™ and Sancher and Ackermamn'’ m 1979
the bistopathiligme: lemwres of these lesions wore comsidensd o
be nonspegifig, ' TEANSIRALRT Lol nnthalagists made the
dingisris of ME cnby i cases chametenzed by the peesencs of
markedly hyporchiomatic, sorebnfem bnphocyies o the
epldennis Tomiisg e so-called Pouiders noeroabscesses '™
In the ot venrs, several aotbors afempied 1o refine O
histopewihelogic criterin for dingnosis of eacly  lesions . of
MES ST by il diagnosis arsd differontial dagnosis of
these leswons are gl consdered one of il mesl vexing
probloms i dermaiopathotosy.

Wi reviewed the histopathologic Temtures of 745 kiopsy
specimerts from 427 patients with exrly (patch ) lesions of MF
i delingne the aspects thal may be belphic T hisokisic
dingismia of catly lestons of the discase,

PATIEMTS AND METHODS

Diata from 463 patiesls with sady lesising of ME wene
rekricwvind Iram the vmphonia datnbase of the Departrnenl o
Denmatideay, Medical University of Cre (Auestna) Thiry-=ax
casss werrg wxchuded becanise biopsy specimense were technicnlly
aadeguate or becaise of lick of exac clinleal infonmations. &
patal o T4% biopey specimers from 427 patices (male emale
rabic = 1 8z 1: meean age, 57.2 years: mechon age. 52 vears: age
mage, 3495 vears) with eady (pusch) lessons of MF were
avslilatle for the study, The disgnosis of WM EF was confirnsed in all
cases by coprelation with the clinical features (eliber shserving
persanally the patcnt In the catpatient service for cutinspus
brmphomas of the Deparment of Deomstology, Medieal
Unaversity of Oz, Gy, Ausina, or resiewing the pobient’s
chart asd elinicad picturesy Biopsss were taken o oased of

TABLE 1. Histologic Features of Eardy (Patch) Lesions of MF

Observed in 745 Biopsy Specimens

Feature M. (")

Mormn! epidermis S50 (48)
Pacwiasiform hyperplasia 258 (35) |
Irregukar hvperplasis EE RG]
Flai and'or url1.1|"||!|iq.' L1'|id-|.'rr:|i:-: o7 {13
Marked sprongiosis 264 |
Mecmbe kerbinocyies 172021
Changes at the dermospiiermal junctsn

Focal interfate dermatitis 43R (59

Widespreod meerface dematibs M i)
Epulenmatropism®

Singhk lmphocyte epidenmstropism Il (22

Basilar lympliocyics 170 ¢23)

Famtriers microstescesses T4 ¢ %)

“Halosd™ Iymphiocyies 205 M)

Disproperion xooytosts 124417

Fapetoid epcdenmotropism 17 {3

Absence of cpidemmiropism 324
Atvpical bymphoeytes

Only in the epidesmis 27 4

Boih in epiglermms and demmiis A el

Ciaby e the dermmnis 2 0.3
Drermal lsmphocyoe infilinae

Blamd-like 237 (M

Faichy-lichenoad 402 {hHi)

Superficial porivisculr 20 {3
Dermal changes

Fapillary denmul fibnosistconmse collugen bumlles 125 (9T

Metanophages A6 (KD

Purpum B

Edlemin of the pupallery. ey [

*Moes than one feamme was oheerved in some cosca
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4 patients (M:F=2:2); Age: 35-70

TFRIGEAL ARTLE

Pityriasis Lichenoides, Atypical Pityriasis Lichenoides,
and Related Conditions
A Study of 66 Cases
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TABLE 1. Clinical Features of the Cases

Case # SexfAge (v) Classification Follow-up (mo)
1 Fih2 PE A+ (1)
2 M0 PL A (96)
3 Fig PT, A—(103)
4 Fia4 PL A (68)
3 M/55 FL A= (#
6 E3 PL A— (74)
7 MI13 PL A- (60)
8 M/S PL A+ (3)
g FAs PL A-(182)
10 M/25 PL NA
1 Ef2 PL A- (264)
12 Fn7 PL A= (240)
13 Fi60 BE A—(156)
14 MI3L PL A-(23)
15 M/63 PL A- (117)
16 Fi54 PL A- (39
17 Fi2 PL A (171)
18 M PL A-(D)
19 Fis PL NA
20 Fo PL NA
21 M1 APL A-(25)
22 M/15 APL A+ (58)
23 Mi24 APL A-(8)
24 Fizl APL A+ (3)
25 M7 APL A- (181)
2% M APL A~ (170)
27 M/12 APL A+ (65)
2 Fi53 APL A- (49)
29 M9 APL A- (108)
30 M/28 APL A- (56)
E] M/25 APL A- (240)
2 Fm2 APL A- (42)
33 M/12 APL A-(77)
34 Fr7 APL At (28)
35 FAaz APL At (46)
36 ML APL NA
37 M3 APL A+ (20)
38 Fil7 APL A+ (14)
39 M/15 APL A (89)
40 F8 APL A- (99)
41 M7 APL NA
£ Fi25 APL A- (80)
15 M2 APL A+ (1)
44 M/3L APL NA
43 Fr4 APL NA
16 Fil LyP A+ (35)
47 MI30 LyP A- (1)
48 MI5T LyP A= (54)
4% M/23 LyP NA
50 FAR3 LyP A- (76)
51 FNeé LyP A- (54)
52 Fil LyP A+ (74)
5 Fisl LyP A+ (T3
54 MI50 LyP A+ (3)
55 EN8 LyP A+ (36)
56 En27 MF At (114
57 ER5 MF NA
58 MI82 MF A+(3)
59 Mg MF NA
60 M/e MF NA
61 M/ MEF A+ (2)
62 M7 MF A+ (8)
63 Fn4 MF NA
64 Fi8 MF At (120)
65 F27 MF NA
66 M/se MF NA

A- indicates alive without disease, A+, alive with disease; F, female; M, male;

WA, not available,




ORI AL ARTETE

66 cases
Initial histopathological diagnosis of PLEVA

Pityriasis Lichenoides, Atypical Pityriasis Lichenoides,

and Related Conditions
A Study of 86 Coses

TExtann Bivee W% Asa Dideren, %0 Addees Sapeod MYS Meping ok Muakes, W0 * PhenOtypel Clinical presentationl FO”OW_up
Cotin Crd ML || 36y Foermd I T Fabi Foorherti LT aod forewsn Cerroai HERT ‘
Conventional PLEVA Clinically typical but CD30+4; Clinical features
aberrant phenotype Recurrent inconsistent with
crops PLEVA and typical
of MF
Conventional PLEVA Atypical PLEVA LyP PLEVA-like MF
n=20 n=25 n=10 n=11
PCR-M/P: 6/7 PCR-M/P: 10/9 PCR-M/P: 5/3 PCR-M/P: 3/1
| |
Follow-up (n=17): Follow-up (n=21): Follow-up (n=9): Follow-up (n=5):
A+ (1-3, 2): n=2 A+ (1-74, 37): n=8* A+ (3-86, 73): n=5 A+ (2-120, 8): n=5
A- (2-264, 99): n=15 A- (8-240, 80): n=13 A- (22-94, 65): n=4
*"Progression" to MF: n=4




F, 44
Lower arm
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According to the patient asymptomatic skin lesion on the left
lower arm for approximately 9 months (picture taken after a
punch biopsy).
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Two further lesions on the lower leg and
left arm (biopsy from the arm).



Reported as mycosis fungoides...
(pagetoid reticulosis-like)
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... vitiligo

(pagetoid reticulosis-like)



ExmaHeniany Case B ET

Baby Wet Wipes: An Unusual Culprit of Lymphomatoid
Contact Dermatitis Mimicking Mycosis Fungoides

Emity Cofenan, M0 oond Jog Biusao, W0
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FIGURE 1. & The inguiral and genital regions
demonstrated a  hypopigmented, minrmally
scaly plague with a mildly erosve plague pos-
teriarty, B, The mterglisteal cleft wes notable for
a hypepgmentsd patch with a clster of 01—
0.3 mm erythemalouws macubes edaleseing Inte
& |:|..l|:r.h :nntr.'uH:,.'.

FIGURE 2. A, Hemotoxylin and =asin révealed
abundant lymphocylic epidermoiropism with
ocasinnal Fautier microabscesses, an intensti-
tial profiferation of lymphocytes, and papillary
dermal fibrasis =10 B, Epidermetroplam with
Pautrier microabscasies me  sadly ween In
haghser magnificatien <490,
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M, 71

History of cytotoxic MF
diagnosed histopathologically
7 years before presentation.

Managed as hypopigmented
MF since diagnosis.

Comes for a planned control;
a new biopsy is taken
(including both the
hypopigmented area and the
erythematous rim).



T
% Perl
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Original biopsy (7 years previously)



Same CD8+ phenotype in the original and the
new biopsy.

Absence of melanocytes in the hypopigmented
area.



(consultation Dr. Riccioni, Cesena)

Vitiligo — Inflammatory stage
e Erythematous patches with evolving central depigmentation; borders not as sharply demarcated
as in later stages; "inflammatory" borders may persist around central depigmentation
e Band-like infiltrate of lymphocytes; several epidermotropic lymphocytes
e Cytotoxic lymphocytes (CD8+) predominate (similar to cases of hypopigmented MF)

e A source of dermatopathological mistakes
(my humble experience: 3 out of 3 (100%) "MF-like" cases missed...)



Prominent

Aggressive T-cell ymphomas

Aggressive epidermotr. CD8+ cytotoxic T-cell ly
Generalized, partly ulcerated plaques and
tumors. CD8+ by definition; CD30 usually
negative (Ddx from LyP type D); TCRR+ /
TCRy/5—.

Cutaneous y/6 T-cell lymphoma
Generalized, partly ulcerated plaques and
tumors. TCRy/8 cytotoxic phenotype pre-
requisite for diagnosis; TCRR may be
coexpressed. Angiocentricity, concomitant
subcutaneous involvement;
Haemophagocytosis.

Indolent T-cell lymphomas

Mycosis fungoides
Conventional clinical presentation or
features of solitary pagetoid reticulosis.
Pagetoid epidermotropism mostly in cases
with cytotoxic phenotype.

* e ="~-='r'lF' L
iy e A 1..,_.,;. 3
I ‘:Ei;."lﬁl: ""J".""‘ L T":.l:.'.

:}'t.‘ w1 i . :

Wy
5

o

Lymphomatoid papulosis, type B or D
Waxing and waining papules and small
nodules. Positivity for CD30 and CD4
(type B) or CD8 (type D) are a pre-
requisite for the diagnosis; may be
positive for TCRy/S .

pagetoid") epidermotropism

Pseudolymphomas

£
L"-"!E;' £

Exceedingly rare
Vitiligo.
Lymphomatoid contact dermatitis.
Lichen sclerosus.
Usually predominance of CD8+ T
lymphocytes.



Annular lichenoid dermatitis of youth
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Annular lichenoid dermatitis of youth

Giorgio Annessi, MD, Mauro Paradisi, MD, Corrado Angelo, MD,
Marie Perez, PhD, Pietro Puddu, MD, and Giampiero Girolomoni, MD
Rome, Haly

Background. Lichenoid dermatoses are composed of a wide spectrum of disorders with a common
histopathologic interface pattern but diverse causes and pathophysiology.

Objective: We describe a series of young patients with a peculiar annular lichenoid dermatitis, the clinical
appearance of which initially suggested diagnoses of morphea, mycosis fungoides, or annular erythema.

Resulls: The study involved 23 patients (median age 10 years; age range 5-22 years). Lesions consisted of
persistent asymptomatic erythematous macules and round annular patches with a red-brownish border and
central hypopigmentation, mostly distributed on the groin and flanks. Histology revealed a peculiar
lichenoid dermatitis with massive necrosis/apoptosis of the keratinocytes limited to the tips of rete ridges,
in the absence of dermal sclerosis and epidermotropism of atypical lymphocytes. The infiltrate was
composed mainly of memory CD4" CD30™ T cells with few B cells and macrophages. Analysis of T-cell
receptor-y-chain gene rearrangement in skin biopsy specimens revealed polyclonality in all the 15 cases
studied. Topical and systemic corticosteroids or phototherapy were effective in most patients with relapse
after treatment withdrawal.

mmadiig

Conclusions: We suggest that this is a distinctive inflammatory condition, and we propose to term it
“annular lichenoid dermatitis of youth.” (J Am Acad Dermatol 2003;49:1029-36.)

ichenoid dermatoses are composed of a wide

cosis fungoides, or annular erythema. However, all 3

spectrum of disorders characterized histolog- of these diagnoses were excluded histologically with
ically by vacuolar alteration and necrotic/ap- a distinctive superficial lichenoid dermatitis with . . . . .
optotic keratinocytes in the basal layer of the epi- massive necrosis/apoptosis of the keratinocytes sit- [ ] C h a ra Cte rl Stl C Cl I n | Ca | p reS e nta tl O n re S e I I | b I | n g I I IO r p h e a O r M F
dermis together with a bandlike lymphohistiocytic uated at the tips of rete ridges.
infiltrate obscuring the dermoepidermal junction, In this study we deseribe the clinical, histologic,
s Rislosic it e e e omhion. i we e et o | @ Histopathologic features mimic MF; necrosis of keratinocytes at
ate clinical lesions, including erythematous macules, of this condition, Whlfh we have termed “annular p g ) y
flat-topped violaccous papules, papulovesicles, and llchcn.o‘l‘d klcl'-llllltlt.lh' of y.outh. (ALDY), and discuss
plaques that can be arranged in linear or, more the differential dmgnc{m with morphea, patch-/ . . n . n . .
Faely anulas patorn plaque-saze mycosis Rungoides, and annular ery- tip of rete ridges ("squaring” of rete ridges) typical of ALDY
During the last 6 years we have observed a series themas.
of young patients with peculiar skin changes con- PATIENTS D METHODS
sisting of persistent erythematous macules and an- o P |
Patient selection y p g g | | I
nular patches mostly localized on the groin and We reviewed the history. clinical photoaraphs O C Ona a e rn O e n eS rea rra n e e n
flanks. In Allmsu«th( clinical picture was suggestive e reviewed The e Y call o I .
o o and histologic slides of 23 cases of ALDY, which
of inflammatory morphea, patch-/plaque-stage my- have been seen during the last 6 years at our insti ® B . b h . f d . b d | . | h
2 s g ast 6 years a sti-
wtion, enign benaviour (yet Tew cases describea, relatively short
From the Istituto Dermopatico dell'lmmacolata, IRCCS. Histol di histochemist
Supported by the Italian Ministry of Health. 15tology an . 1mn1unq istoc el_nls Ty
Conflicts of interest: None. From 23 patients, 32 biopsy specimens were col- O OW— u p
Accepted for publication May 4, 2003. lected for histologic study. In each case 2 hematox-
Reprim requests: Git?rgio Annessi, MD, Servizio .di Islop_al(.)logia, vlin and eosin sections were prepared. In all, 2
|1532u(§g12§r?§nf§“§§|dgmiwa;ﬂizsligﬁgis{‘vm Monti di Creta biopsy specimens from lesions at different stages of ° L f I | d . b |
Copyrilghl ©2003 b);lheyAmeri(;a?l-A(ademy of Ijerma\ology Inc. evolution were acquired from 6 patients; in another O n g_te rl I I O OW_ U p a Vl S a e
0190-9622/2003/$30.00 + 0 3 patients, skin samples were r)hminc(_l from both
doi:10.1016/50190-9622(03)02147-9 initial lesions and lesions recurring after 6 to 12
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Two young girls
Four adult males

FICURE 1. Clinkzal presentation in
case 6 (A) case 1 (8], and case 5 (),

0, Complete resohketion in patent 5
al the 2d.rmonlh Tolkew.up,

FIGURE 2. Lichencid lymphecytic infillzate with basal vacuolzation n case 3 [A), case 5 (B), and case 1 {C) [rematoxydin and
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Clue: "squaring" of tip of rete ridges by lymphoid infiltrate
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13-y/o boy

(Consultation Dr. Gentile, Bari)
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Lichen sclerosus, inflammatory stage

e Pseudolymphomatous features are

observed almost exclusively in genital
LSA

* Most frequent presentation is
phymosis in male children

e Band-like infiltrate of T-lymphocytes
with variable numbers of
epidermotropic 'haloed’ cells; CD8+

e Conventional histopathological features
of LSA are often missing or present only
focally; clinicopathologic correlation
crucial
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FIGURE 1. A, Dmse band- |I|u! Inﬁlu.ﬂ.e in the supnl_rﬂclm des-
mis. B, The infiltrate obscures the dermo-epidermal junction
and involves the epidermis. C, Mote intraepidermal lympho-
eytes with "haloed” nuclei resembling epidermotropic lym-
phocytes in MF,



CRicaal ARTICLE

Lichen Sclerosus et Atrophicus With Histopathologic
Features Mimicking Mycosis Fungoides

A Large Seres of Cases Comparing Genifal With Extrogenital Lichen
Selerosus
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121 cases of LSA with dense lymphoid infiltrates
(genital: 94; M:F: 93:1; age range: 2-87; median age:
11; extragenital: 27; M:F: 0.1:1; age range: 11-79;
median age: 59).

Epidermotropic lymphocytes mimicking the
histopathological features of MF were present in 93.6%
of the genital specimens but none of the extragenital
cases.

Interestingly, typical features of LSA were missing in
39.4% of genital LSA, and in a further 25.5% were
present only focally.

In genital "pseudo-MF" cases, immunohistochemical
analyses showed a predominance of CD8+ T
lymphocytes within the epidermis. Molecular studies of
the T-cell receptor genes revealed a monoclonal
population of T lymphocytes in nearly half of the cases.







Pseudo-MF features on genital skin

e MF-like histopathological features are very common in
genital lichen sclerosus and may be observed rarely also in
balanitis / balanoposthitis / vulvitis

e |In all such conditions presence of intraepidermal
(epidermotropic) lymphocytes, usually with cytotoxic

p
o T

nenotype (CD8+)

ne genital area may be a special site for MF-like cytotoxic

T-cell infiltrates

e A diagnosis of MF on genital skin should be made only upon
compelling evidence






Lymphomatoid drug eruption






Lymphomatoid drug eruption (T-cell pattern)

e Drug eruptions may occasionally mimic histopathologically a
cutaneous T-cell ymphoma (MF-like or lymphomatoid papulosis-
like)

e Sudden onset, generalized distribution; Resolution upon
discontinuation of the offending drug

e Cases with T-cell pattern show band-like lymphoid infilrates with
several activated cells and often with high proliferation (>90%);
Epidermotropism usually minimal but atypia may be striking

e Cases with CD30+ activated lymphocytes usually characterized
by mostly perivascular rather than interstitial CD30+ cells
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Drug-Induced Immune Dysregulation As a
Cause of Alypical Culaneous Lymphoid

Infilirctes:
A Hypothesis
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Histopathologic Characterization of
Mogamulizumab-associated Rash
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Mogamulizumab efficacy is underscored by its associated
rash that mimics cutaneous T-cell lymphoma: a
retrospective single-centre case series*
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Clue: Proliferation rate (Ki-67) too high for early MF
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Lymphomatoid drug eruption Mycosis fungoides / Sézary












e Persistent, localized form of "pigmented purpuric dermatitis”

e Spontaneous resolution observed in >50% of cases; in some
cases lesions persist unchanged for years

e T-cell monoclonality in ~50% of cases
* No relationship between treatment / clonality and outcome

e Probably represents one of so-called "clonal dermatoses” —
follow-up advisable
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Persistent Pigmented Purpuric Dermatitis and
Mycosis Fungoides: Simulant, Precursor, or Both?
A Study by Light Microscopy and Moleculer Mathods

Jompe B Tora, m.p., Christian A, Sander, s, s

Philip E. LeBait, wn.
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Lichen Aureus
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70-year-old woman with a scaly, solitary lesion on the breast.




CD3







Lichenoid (lymphomatoid) keratosis

* Dense, band-like infiltrate with sharp lateral circumscription
(not visible on partial biopsies!)

* Epithelial hyperplasia (variable); sometimes remnants of an
epithelial tumor (e.q., lentigo actinica, seborrheic keratosis)

* Mixed infiltrate of T-cells (predominant) and B-cells

e lack or minimal fibrosis of
e \/ariable numbers of intrae

(also by me...)

napillary dermis

oithelial ("epidermotropic")

yvmphocytes; may be larger than normal
° In the past reported often (and published) as "solitary" MF
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Clue: sharp circumscribed, dense infiltrate; mixed T- and B-lymphocytes; in many
cases focal rests of an epithelial tumor, often seborrheic keratosis
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One year later repeat biopsy on same nipple to confirm the "suspicion of MF" made on the previous biopsy.
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Clinical correlation (available
only 2 years after the second
biopsy, 3 years after the first
one).
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Nevoid hyperkeratosis of the areola
misinterpreted as mycosis fungoides
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The Dilemma of Coexisting Nevoid
Hyperkeratosis of the Nipple and Areola in
Mycosis Fungoides: A Report of Three Cases
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Benign intraepidermal collections of lymphocytes
("pseudo”-Darier nests / Pautrier microabscesses)

Lichenoid keratosis Nevoid hyperkeratosis of the nipple
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Differentiation between actinic reticuloid and
cutaneous T cell lymphoma by T cell receptor ¢
gene rearrangement analysis and

immunophenotyping
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Immunophenotypic analysis demonstrated
increased proportions of CD8+ T cells in
the skin in seven of seven cases of patients

with actinic reticuloid.
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Chronic Actinic Dermatitis/Actinic Reticuloid:
A Clinicopathologic and Immunohistochemical
Analysis of 37 Cases
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TABLE 2. Summary of Pathologic Data

pr-
iy

Characteristic

Total Sample (%) | a'

an

Acanthosis
Spongiosis
Dermal lymphocytic infiltrate
Papillary dermal fibroplasias
Melanin-laden macrophages
Prominent stellate dermal dendrocytes
Multinucleated dendritic cells
Plasma cells
Losinophils
Parakeratosis
Medium-large reactive lymphocytes
Follicular mfundibulum spongiosis and exocytosis
Exocytosis
Solar elastosis
Superficial serous exudate
Pautrier-like microabscesses
Ipidermal infiltrate

CD§*

CD4"
CD4:CDS ratio

=<1:1

1]

e |

37/37 (100)
37/37 (100)
37/37 (100)
37/37 (100)
37/37 (100)
37/37 (100)
35/37 (95)
33/37 (89)
33/37 (89)
31/37 (84)
25/37 (68)
18/27 (67)
23/37 (62)
23137 (62)
18/37 (49)
13/37 (35)

2025 {80}
5725 {20}

9125 (36)
11/25 (44)
5/25 (20)
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Actinic reticuloid

e Considered as a "prototypic” T-cell pseudolymphoma, yet
most cases do not resemble histopathologically mycosis
fungoides or other CTCLs (it may be indistinguishable from a
chronic eczematous dermatitis)

e Clinically may become erythrodermic

e Hyperplastic epidermis with variable spongiosis, similar to
lichen simplex chronicus

e "Bizarre" fibroblasts in the superficial dermis

e UV test necessary to confirm the diagnosis
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Lymphomatoid eczematous dermatitis
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M, 51

(Consultation Dr. T. Wiesner, Vienna)

TR, e T

"Pseudotumoral" eczematous dermatitis
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In my experience not restricted
to contact dermatitis; may be
observed in any "eczematous'
dermatitis, including atopic
dermatitis, xerosis cutis, and
lichen simplex chronicus
among others.




Lymphomatoid eczematous dermatitis

e Not restricted to contact dermatitis; can
different types of "eczema" including ato

e observed in

nic dermatitis

e Band-like lymphoid infiltrates with some epidermotropic

lymphocytes

e Spongiosis variable (minimal in chronic eczematous

dermatitis)

e Clinically may present with "pseudotumoral” lesions

e Correlation with the clinical picture allows to classity cases

correctly in the vast majority of cases
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Acrodermatitis chronica atrophicans




Y

DS A B




Acrodermatitis chronica atrophicans




Pseudolymphomatous ACA

* Acral sites (particularly leg, foot); usually asymmetrical
distribution; may simulate histopathologically either MF
or MZL

* Dense inflammatory infiltrates; frequent band-like
arrangement

*T lymphocytes predominate in some cases; plasma cells
reveal a polyclonal pattern

 Positive Borrelia serology; PCR positive for Borrelia

e Resolution with antibiotic treatment
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Acrodermatitis Chronica Atrophicans With
Pseudolymphomatous Infiltrates
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TABLE 1. Clinical Data of the Patients and Histopathologic Pattern

No Sex, Age (vrs) Location Histological Pattern Borrelia PCR Borrefia Serology Follow-up (Time)
1 F. 70 Foot Band-like ND IgG and IgM NA
2 F, 68 Foot Band-like Positive IgG and IgM CR (2 mos)
3 F. 64 Foot Band-like ND TgG and TgM CR (13 yrs)
4 F, 68 Leg Band-like ND IgGG and TgM CR (& mos)
& E 77 Leg Superficial and deep, Paositive IgG and IgM CR (8 yrs)
diffuse with plasma cells
a F, 60 Leg Band-like ND IgG and IgM CR (8 yrs)
7 M, 88 Hand Band-like ND IgG and IgM NA
8 F, 60 Hand Superficial and deep, ND TgG and TgM CR (22 yrs)
diffuse with plasma cells
9 B 77 Leg Band-like Puositive G Almost CR (16 mos)
10 F. 61 Leg Band-like ND IgG and TpgM CR. (2 mos)
11 F 74 Leg Superficial and deep, ND IgG and IgM CR (2 mos)

diffuse with plasma cells

CR, complste remission; F, female; M, male; NA, not availahle; ND, not done; PR, partial remission.
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Lichen Striatus

e A prototypic example of the "linear dermatoses”

e Psoriasiform epidermal hyperplasia and variably dense
lichenoid infiltrate, involving the deep dermis growing along
the adnexal structures

e Epitheliotropism may be prominent

* Phenotype not studied in detail; some cases are positive for
CD8




Cutaneous anaplastic large cell ymphoma

Solitary lesions (rarely grouped), mostly ulcerated. Spontaneous regression (mostly partial)
common. A clinical presentation with extensive involvement of one lower extremity has a
worse prognosis (extensive limb disease)

Mixed infiltrate with predominance of CD30+ T-lymphocytes (>70% of the infiltrate).
Common intralymphatic complexes of neoplastic cells. Phenotypic aberrations common.
Rearrangement of the DUSP22 locus at 6p25.3 occurs in 20-25% of C-ALCL. The t(2;5)
chromosomal translocation is absent in most cutaneous cases.

Indolent behavior, excellent prognosis.
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Creomausmual Beavarepments ol 6pdS 3 Deline & Meas
Subtvior of Lpmphuaamained Papubosis

11 patients (M:F = 9:2; age: 67 to 88 y)
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Histological pattern of rearrangement
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eosinophils and/or neutrophils
may be prominent
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Different patterns of necrosis in cALCL
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66 biopsy specimens from 47 patients
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Cippasal STomm

Phenotypic Variability in Primary Cutaneous Anaplastic
Large T-cell Lymphoma: A Study on 35 Patients
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Common loss of pan-T-cell antigens:

CD2— 6/27 (22%)

CD3— 13/34 (38%)

CD5— 16/31 (52%)

4/35 cases (11%) lacked all pan-T cell markers

Often cytotoxic phenotype:

CD4+/CD8— in 12 (35%) (TIA-1+ in 62,5%)
CD4—/CD8+ in 6 (18%) (all TIA-1+)
CD4+/CD8+ in 7 (21%) (all TIA-1+)
CD4—/CD8—in 9 (26%) (TIA-1+ in 12%)

TIA-1+ in 16/26 cases (62%)
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Lymphatic vessel involvement was found
in 36/60 cases (60%) of ALCL (primary
cutaneous: 24; concomitant: 3; secondary
cutaneous: 4; staging unknown: 5), and in
6 cases (37.5%) of LyP.

Follow-up data, available in 28 patients
with ALCL and 11 with LyP, suggested that
lymphatic vessel involvement had no
negative prognostic implication.
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Case Reports

23

Lymphomatoid Papulosis

A Continuing Self-Healing Eruption,
Clinically Benign—Histologically Malignant

Warren L. Macaulay, MD, Fargo, ND

A 41.year-old woman has an asymplomatic
eruption of three years' duralion. The clinical
cource is benign and is characterized by a con-
tinuing, random, coming and going of papules,
some of which undergo necrosis, and all of which
involule spontaneously within three to four weeks.
Results of repeated physical examinalinns and
laboratory studies are normal. Yet, biopsies of the
skin lesions show an alarming infillrale of ana-
plestic cells of dispulatious origin, suggesting
1o most reviewers a diagnosis of malignant lym-
phoma. A number of comparable cases are re-
viewed, their similarily implying an uncommon
enlily,

I—IERE IS A paradox: a 41-year-old wom-
an hag a skin eruption of three years’ dura-
tion which is best described as clinically
resembling acule parapsoriasis (pityriasis
lichenoides et varioliformis acuta, Mucha-
Habermann's disease). Lesions are continu-
ally developing and regressing at random.
The patient’s health is good, results of physi-
cal examination and laboratory studies are
normal. Yel, repeated biopsies of her skin
lesions (an average of four biopsies a year
sinee coming under my observation in Au-
gust 1964) consistently reveal an alarming
infilirate of large pleomorphic hyperchro-
malic cells which expert histopathologisis
and hematologists have variously classified
"~ as highest grade malignant lymphoma (a

From the Depariment of Dermatelogy, Fargo
Clinie, Fargo, NID.

Reprint requests to Department of Dermalology,
Fargo Clinie, Fergo, ND 58102 (Dr. Macsulay).

majority opinion), malignant reticulosis,
metastatic carcinoma, malignant melanoma,
undifferentiated malignant tumor. The de-
tails of this case are herewith reporied, a
number of similar cases noted, and this cu-
rious phenomenon discussed.

Report of a Case

The patient is a 41-year-old woman. She had
acute appendicitis and appendectomy in 1950.

In 1963, ehe experienced an episode diagnosed
by her local physician ag subacuie glomerulo- :
nephritis. This was associaled with a transient

elevation of blood pressure and edema of the
hands and feet. Erythroeyles and polymor-
phonuclear leukocytes were present in the
urine with only a slight trace of albumin. This
ailment cleared uneventfully and without ap-
parent residua. Aside from these two illnesses,
the patient has enjoyed good health. Married
for 19 years, she has never been pregnant al-
though she has not practiced contraception.
The patient has worked in the business office
of a dairy for 22 years. For years, hoth the
office and the contiguous dairy have been rou-
tinely sprayed every three months with organic
phosphate and/or chlorinated hydrocarbon in-

secticides. This practice has now been discon-

tinued in the office section.

The patient takes aspirin for headache about ‘

once & week. Otherwise, there is no drug
history.

The Eruption

In the spring of 1964, an eruption first ap-
peared on the butiocks and soon lesions

Arch Derm—Vol 97, Jan 1968

"Here is a paradox:..."

I-.{ERE IS A paradox: a 41-year-old wom-
an has a skin eruption of three years' dura-
tion which is best described as clinically
resembling acute parapsoriasis (pityriasis
lichenoides et varioliformis acuta, Mucha-
Habermann’s disease). Lesions are continu-
ally developing and regressing at random.
The patient’s health is good, results of physi-
cal examination and laboratory studies are
normal. Yet, repeated biopsies of her skin
lesions (an average of four biopsies a year
since coming under my observation in Au-
gust 1964) consistently reveal an alarming
infiltrate of large pleomorphic hyperchro-
matic cells which expert histopathologisis
and hematologists have variously classified
as highest grade malignant lymphoma (a
majority opinion), malignant reticulosis,
metastatic carcinoma, malignant melanoma,
undifferentiated malignant tumor. The de-
tails of this case are herewith reporled, a
number of similar cases noted, and this cu-
rious phenomenon discussed.






Lymphomatoid papulosis

Recurrent, waxing and waning eruption of papules and small nodules that tend to
ulcerate and may resolve with scars. Number of lesions variable from a few to >100.
Number of crops variable as well (in some patients continuous presence of lesions, in
other only occasional crops). Several types according to clinic-pathological
presentation. Benign, but may be associated with other cutaneous lymphomas.
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Type D LyP (pagetoid epidermotropism, CD8+)




Chamal ARTICLL

A Variant of Lymphomatoid Papulosis Simulating Primary
Cutaneous Aggressive Epidermotropic CD8+ Cytotoxic
T-cell Lymphoma. Description of 9 Cases
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"This cytotoxic variant of LyP may be
histopathologically indistinguishable from
primary cutaneous aggressive
epidermotropic CD8+ cytotoxic T-cell
lymphoma, and may be the source of
pitfalls in the diagnosis and classification.
We propose the term LyP type D for this
unusual variant of the disease. Accurate
clinicopathologic correlation is required in
this setting, with crucial implications
regarding prognosis and management of
patients."




Type E LyP ("angioinvasive")
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"We retrospectively analyzed the
clinicopathologic and molecular features
of angioinvasive LyP in a series of 16
patients. This new form of LyP is
characterized by oligolesional papules
that rapidly ulcerate and evolve into large
necrotic eschar-like lesions with a
diameter of 1to 4 cm and an
angiocentric and angiodestructive
infiltrate of small-sized to medium-sized
atypical lymphocytes expressing CD30
and frequently CDS8. (...) We propose the
term LyP type E for this clinically and
histologically unusual variant.”
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Follicular lymphomatoid papulosis revisited: A stdy

of 11 cases, with new histopathological findings
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LyP with gamma/delta phenotype -



Hodgkin-lymphoma-like LyP
The patient subsequently developed several new papules and nodules on the same arm over a

period of >20 years, always with similar histopathologic features and without systemic involvement
("regional" lymphomatoid papulosis).

The American Jowmnal of Dermatopatholegy 67/ 3-8, [ued O ¥ Raven Press, Lid., New Yook

Primary Cutancous Hodgkin’s Disease

Unique Clinical, Morphologic, and
Immunophenotypic Findings

Nicholas Sioutos, M.p., Helmut Kerl, M.D.,
Sharon B. Murphy, M.p., and Marshall E. Kadin, m.p,
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Lymphomatoid papulosis with
pseudocarcinomatous hyperplasia

in a 7-year-old girl: a case
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Subtypes of lymphomatoid papulosis are not a classification:
Just a caveat (particularly for dermatopathologists)
in order to avoid misdiagnoses |
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Type H Type | Type K Type M Type R Type 6

Hodgkin-like Intralymphatic KA-like Mucosal Regional 6p25.3
DUSP22-IRF4



Variants of lymphomatoid papulosis

Macaulay

* Clinically and prognostically no differences between the
various types of lymphomatoid papulosis

e Some variants may be a chance finding (e.g., follicular Ly
* The identification of different histopathological types of

* Many clinical or histopathological "types" of lymphomatoid
napulosis have been described after the original report by

’)

yP

IS important exclusively for the diagnosis (i.e., rule out other

cutaneous lymphomas)
* Not necessarily part of the histological report !!!
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Large CD30-positive cells in benign,
atypical lymphoid infiltrates of the skin
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Table 1. Reactive cutaneous infilirates containing large CD30-positive

lymphaocytes included in our study

Condition

Number of cases

Milker's nodule

Herpes simplex virus or Varicella-Zoster
virus infection

Lymphomatoid drug reaction

Molluscum contagiosum

Nodular scabies

Cutaneous leishmaniasis (oriental sore)

Syphilis (stage 1)

Pemio

Re-excision scar of basal cell carcinoma

Ruptured infundibular cyst

Total
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Apart from cutaneous CD30+ lymphoproliferative
disorders, CD30 positivity was found in 32% of
classical (patch and plaque stage) and in 59.4% cases
of transformed MF.

CD30 was also frequently expressed in cutaneous
mastocytosis (96.5%).

In solid tumors, some single reports describe CD30
expression by tumor cells.

CD30+ reactive lymphocytes were frequently
observed in the tumor microenvironment, especially
in keratoacanthoma. (*)

(*) beware of "keratoacanthomatous" LyP and
CALCL !l
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10 weeks later

Herpes simplex 1
infection

b ok UL S ™ (confirmed by PCR, retrospectively
L e e S R positive also on the first biopsy specimen)
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From herpes incognito to herpes cogﬁ__ito...
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Histopatheologic Features of Cutaneous Herpes Virus
Infections (Herpes Simplex, Herpes Varicella/Zoster)

A Broad Spectrum of Presentations With Common
Pseudolymphomatous Aspects
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Pseudolymphomatous
reaction to artrhropod bite






Nodular scabies

Pruritic papules and small nodules with a predilection for the lower
trunk, scrotum, and thighs; commonly observed in children

May persist for several months and be not responsive to conventional
treatment

Mites are found in a minority of cases; it may represent a delayed
hypersensitivity reaction similar to that found following other
arthropod bites

Activated, CD30+ cells may mimic lymphomatoid papulosis
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Folliculitis




CD30+ pseudolymphomas — Histopathological clues

* Arthropod bites with CD30+ cells: infiltrate wedge-shaped, may resemble
LyP type A but limited number of atypical cells; usually no clusters of
CD30+ cells; sometimes central scale crust; intracorneal cuniculum in
scabies (rarel)

o Herpes infections: necrotic keratinocytes within epithelial structures
(sometimes confined to follicles, eccrine coils)

e Parapox virus:large areas of haemorrhage, dilated vessels, irregular
epithelial hyperplasia with focal areas of necrosis

o Molluscum contagiosum: typical molluscum bodies (may be found only in
deeper sections!)

o Drug eruptions with CD30+ cells: infiltrate superficial, may resemble MF but
more "atypical" than early MF



Subcutaneous panniculitis-like T-cell
lymphoma

Exclusive involvement of subcutaneous
fat (lobular panniculitis-like).

CD3+, CD4—, CD8+, CD56—, TIA1+, RF1+,
TCR y/6 —; monoclonal TCR genes
rearrangement.

Mutations in HAVCR2Y82C associated
with younger age, development of
hemophagocytic lymphohistiocytosis,
and short relapse-free survival.
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Genetic profiles of subcutaneous panniculitis-like T-cell lymphoma and
clinicopathological impact of HAVCRZ mutations
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HAVCR2"82Cwas associated with younger age, development
of hemophagocytic lymphohistiocytosis or hemophagocytic
lymphohistiocytosis—like systemic illness, and short relapse-
free survival (RFS).
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Pick W.
Persistent form of erythema nodosum
Arch Derm Syph 72, 1904



M, 36. Recurrent subcutaneous nodules, some with atrophic scars, for the last 14 years.

(Consultation Dr. Calcinaro, Ascoli Piceno)
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(Consultation Dr. Amitay-Laish, Petach Tikva)
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Lupus erythematosus panniculitis (lupus
profundus): Clinical, histopathological,
and molecular analysis of nine cases

Background: The diagnosis of lupus erythematosus panniculitis
(LEP) may be very difficult in cases in which involvement of the
subcutancous fat is the only manifestation of the discase. The main
differential diagnosis is subcutaneous panniculitis-like T-cell
lymphoma (SPTCL).

Methods: We performed a retrospective study reviewing the
histopathologic features of 11 biopsy specimens from nine patients
with LEP (M : F=2:7; median age: 48 years; range: 2071 years).
Results: Histopathologically, all biopsies revealed a lobular
panniculits, with concomitant septal involvement in 82% of them.
Dermal changes included the presence of superficial and deep
infiltrates (82%) and mucin deposition (73%). The majority of cases
(73%) presented also some form of epidermal involvement. The
subcutancous infiltrate was composed of lymphocytes in all cases,
admixed with plasma cells in 91% of cases. Lymphoid follicles with
reactive germinal centers were detected in 45% of cases.
Immunohistochemistry showed a predominance of o/ B-T-helper and
cytotoxic lymphocytes in 80% of cases admixed with B lymphocytes.
The polymerase chain reaction analysis of the T-cell receptor (TCR)-y
gene showed a polyclonal smear in all cases.

Conclusions: Our study shows that the most useful histopathologic
criteria for distinguishing LEP from SPTCL are the presence of
involvement of the epidermis, lymphoid follicles with reactive
germinal centers, mixed cell infiltrate with prominent plasma cells,
clusters of B lymphocytes, and polyclonal TCR-y gene
rearrangement.

Massone C, Kodama K, Salmhofer W, Abe R, Shimizu H, Parodi A,
Kerl H, Cerroni L. Lupus erythematosus panniculitis (lupus profundus):
Clinical, histopathological, and molecular analysis of nine cases.

J Cutan Pathol 2005; 32: 396 404. © Blackwell Munksgaard 2005.
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Lupus erythematosus panniculitis (LEP) (lupus pro-
fundus) is defined as a specific involvement of the
subcutaneous fat in patients with lupus erythematosus
(LE). It is a rare manifestation of the discase, occur-
ring approximately in 1-3% of patients with cuta-
neous LE.'? It may be observed in patients with
discoid lupus erythematosus (DLE) or systemic lupus
erythematosus (SLE)* > or as an isolated phenom-
enon without systemic or other cutancous findings.
The diagnosis of LEP may be especially problematic

396

in cases in which the involvement of the subcutancous
fat is the only manifestation of the discase.” Especially
differentiation from subcutancous panniculitis-like
T-cell lymphoma (SPTCL) may be extremely diffi-

cult, and recently, Magro and coworkers” suggested

that LEP and SPTCL may belong to a spectrum of

disease and introduced the term “subcutaneous T-cell
lymphoid dyscrasia’ to encompass these entities.

We performed a retrospective study on the clinical,
histopathologic, and molecular features of nine

Epidermal involvement: 73%



Panniculitis in lupus erythematosus (lupus profundus)

 Patients with cLE may show prominent involvement of the
subcutaneous fat (lupus profundus)

* May be concomitant to more conventional lesions of cLE
(particularly CDLE but also SLE)

* The overlying skin may show features of cLE

* Histopathologically, pattern of a mainly lobular panniculitis
with variable involvement of the septae ("mixed panniculitis")
and with hyaline necrosis of the fat lobules

 Distinction from SPTCL is traditionally considered difficult;
some biopsies show overlapping histopathological features of
the two entities
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Subcutaneous Panniculitis-Like T-Cell Lymphoma Versus
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the Periadipocytic Cell Proliferation Index
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Ki-67

Lupus panniculitis Subcutaneous panniculitis-like T-cell lymphoma




Lupus panniculitis

Subcutaneous T-cell lymphoma

e Rimming of adipocytes by different cell

types
* Nodules of B lymphocytes at the periphery
of lobules

e Germinal centers frequent
e Mixed cell infiltrate; plasma cells frequent

e Fibrotic, enlarged septae

e Proliferation (Ki-67) low

e No proliferation "rimming"
e Clusters of CD123+ cells

e TCR: polyclonal

e Rimming of adipocytes by atypical
lymphocytes
e B lymphocytes few or absent

e Germinal centers absent

e Monomorphous lymphocytes; clusters of
atypical cells

e Septae minimally or not enlarged

e Proliferation (Ki-67) high

e Proliferation "rimming"

* No (or small) clusters of CD123+ cells
* TCR: monoclonal
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Subcutaneous Panniculitis-Like T-Cell Lymphoma With
Overlapping Clinicopathologic Features of Lupus
Erythematosus: Coexistence of 2 Entities?
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TABLE 1. Patient Data

Patient
1 2 3 4 5
Age at diagnosis of 52/F 22M 22/F 20/F 20/F
SPTCL (yrs)isex
Ape at first 37 20 NA NA 15
presentation of
clinical lesions (vrs)

Follow-up {mo) A— (18): clinical A— (19): clinical D+ (41) NA — (30): clinical
remission after remission after remission after
treatment with treatment with treatment with
hydroxychloroguine hydroxychloroguine vorinostat and
200 mg/d and 200 mg/d currently on low-
methylprednisolone dose prednisone
I mg/d

Location/morphology  Extremities and face/ Bilateral cheeks/facial Extremities and face/  Extremities/ Abdomen and

of skin lesions “panniculitis” with swelling with evolution “panniculitis™ with subcutaneous extremities/
evolution in lipoatrophy in lipoatrophy evolution in lesions subcutaneous
lipoatrophy nodules; focal
erosions

Clinical features of LE ~ Skin lesions eventuated in  Skin lesions eventuated Skin lesions dsDNA+ Episodic fevers
lipoatrophy involving in lipoatrophy imvolving eventuated in
the face the face lipoatrophy

involving the face
ANA+ Episodic fevers ANA+ 1:2560 Elevated ESR
dsDNA+ (titer 1:80) Lymphadenopathy dsDNA+ Coombs-positive
hemolytic anemia
Interstitial nephropathy Anemia Episodic fevers IgA nephropathy
with proteinuria
Anemia Neutropenia Renal failure requiring Bilateral parotitis
dialysis
Anti-Ro+ (meets ACR Coombs-positive ASMA + (1:40 titer)
criteria for LE) hemolytic anemia
(meets ACR criteria
for LE)
Histopathological DIF: junctional deposits of A few small clusters of Interface dermatitis Interface Interface dermatitis
features of LE seen 1gM and 1gG on CD123 staining pDCs dermatitis
in skin biopsies clinically uninvolved Muein deposition Mucin deposition
and esigual. dkin Substantial DIF: junctional

CD20" B-cell
population, partially
arranged within
germinal centers

deposits of IpG and
C3 on lesional skin

A~ alive without signs of SPTCL; Anti-Ro, Anti-Ro antibodies; ASMA, anti-smooth muscle antibodies; D+, dead of hemophagoeytic syndrome with SPTCL; ESR, erythrocyte
sedimentation rate; F, female; M, male; NA, not available,
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Lobular Panniculitic Infiltrates With Overlapping
Histopathologic Features of Lupus Panniculitis (Lupus
Profundus) and Subcutaneous T-cell Lymphoma
A Conceptial and Practicol Dilemma
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11 patients
(M:F=5:6;, median age: 49 y; range: 20 to 75 y)

A simple chance overlap of 2 unrelated
pathologies seems unlikely, as we could
observe these unusual features in 11 cases,
much more than mere chance would justify.
Three other hypotheses may explain the
features observed in our patients: (1) these are
examples of SPTCL with focal histologic
features mimicking those of LEP; (2) these are
examples of LEP with focal atypical histologic
features mimicking those of SPTCL; (3) SPTCL
and LEP may represent 2 ends of a spectrum, a
hypothesis that may be supported by the
frequent association of the 2 diseases.




Overlap SPTCL — LE panniculitis

Large biopsy specimens may show

overlapping histopathologic and
phenotypic features of both SPTCL and
LEP.

More cases than mere chance would

justify.

A proportion of patients with
"conventional" SPTCL shows clinical

features of LE.

“ Relationship between the 2 diseases (if

i  any) yet unclear.

May represent cases of "atypical" LEP, or

' early stages of SPTCL developing in

patients with LEP, or SPCTL and LEP may

represent to ends of a spectrum.

. y
- %& r 3
P

My current approach: these cases
represent examples of "atypical" LE

- panniculitis and do not progress to clear-
cut SPTCL.




Cutaneous small-medium pleomorphic CD4+ T-cell lymphoproliferative disorder

Solitary lesion (essential criterion) located mostly on the face.

Mixed infiltrate with predominance of CD4+ lymphocytes with T¢, phenotype
(PD1+).

Large cells should not exceed 20%; Ki-67 should be <30%.

Indolent behavior, excellent prognosis.
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136 patients; 133 solitary lesion, 3 multiple (2 or 3 lesions)
Follow-up: 45 patients (median FU time: 63 months; range: 1-357 months) ===
4 41 CR (including 2 with multiple lesions)
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Acral CD8+ T-cell lymphoproliferative disorder

Lesions located mostly on the ear/face.

Monotonous proliferation of medium-sized CD8+ lymphocytes; dot-like CD68-positivity.
Main differential diagnoses: cutaneous CD8+ aggressive epidermotropic cytotoxic T-cell
lymphoma (clinical features, prominent epidermotropism), peripheral T-cell lymphoma, NOS
(different phenotype), pcCD4+SMPTCLD (CD4+, frequent TFH phenotype).

Indolent behaviour, excellent prognosis.
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MEDITAL DERMATOLOGY

Clinical, histopathological and prognostic features of
primary cutaneous acral CD8" T-cell lymphoma and other
dermal CD8™ cutaneous lymphoproliferations: results of an

EORTC Cutaneous Lymphema Group workshop*

Wemne Kemphsh ™' Tony Pobielb B Wilemee® Paby faesen,™ Fmilie Bofi® Maro Ssntic "
Erax Ggivsmper” Loesneo Cevrad,” 2ve MalbeoS,™ Modme Bttty (o Goecles™

Ervmarunbn G, Rmaring lppsianen,™ Armararnd Skl ™ oyl

Crawg.™ Ediarcn Calome,™

Blancs Bartin,™ Sede Whiteker |}.“' Bk I:I.I-I:I"'LI{},- Uik 'l'dl‘:hﬂmﬁ:.," P, Micnlar 2
Wurioe Wobae 55, [ulia Scarsbruck (5, Moot Prpineik ™ ek Stagier 53, Kabin Bar Fremch, ™
Mhrivg mmmnq;"’" liran Lin® aniun Cwen' chaala Siee," P Ersinml, ™" Slaphane Qi ol

i gtair BEchaoe™

Abatracl
Lzrtraparii=sie Pargrms T millonnsl Gepmsis of gyl domll e i T
Wepe- D el fimns bwclides & aeioparsane oo ol [pmmbcopi ders
P el gt £ e AT Wiy rreeiappiag histelongoal woet e ootype fuarees, e iR (dinka

: TranifEinvie il prog-wees. be Usse reibeme gw nane, mioe dbdl e e

Bapind fo giddaatien Feig ot i
1 e 0 TR R T e e T H e RIS R TR oL

ot T dsdrs o Cioael, Wownmse] aml baijumoealp i indasm, o
Furalling seames s aff e diffoon s sopvim demmal T8 b e,
P Sbibwli Bemmmesihe aed v ol o woies of 95 el sl ki by ghe nics

Tarfims od Iriecest

pntind FOMTE Cotanmm L Gy

Rl Tor domad T pombieeodlostoms (o= H% vind = smgmed 1o o

:i-'-- T et el e il thre s (] piiatemac wstal ORI Tl o o= F1, e
L ety 1§ 4 i dlal] Terdie AR O Tl aEed, d niaasrnca domma 1

ke arven et Ly tede of sl Ao-meedlum -aesl CHET hinabaeyes with a4 dumcesiidic doi-lls Mriksirabii P— " 1l

[l o bkl i b Mo fmms- puiiern- ol CTWHG @ o pencifenailo s fas @l an sene e rogrods |1 primaey el "mﬂlmmum HHI':‘:. ml.

T cxbracceo TIET praseral T el poerssonii., aoicdkeal NS (= L1, Wheadiie-sized lymiphocybes Eolid t fankation

i Bt |.. * i Wil e .-\.-: malliple fajiilp wsoilig Garmisan ey nomsli e ]

il | ! pharmrpibie (I daminee cide Wi spoabo of et iytoical rosthen COE THA-1* Gran /el Wi ot G Ssall COO- Iyves hosybian
azd gl podli=wies ddtivky) s (i) Exlagsis COE" |yruaopradikonticn CDEE" dot-Ske gatterm small CO8* lymphocytes

PR e et 0L

IE0 dinpadhe ey

£ TIRE R ey of Dermied oy

0= A waaimies] will e rmdldl D Al Bglnlrea el 14 e mibiis
walh pomeciag lesheed o dimemiagiol vioscorsr o eoyaren phagac e
Fabrimibs, @ Lbbesyis-tos iohlisde o dendly Sonl TO8T Syncisbepien il
whee stypls and @ pomensd mise Gl pehile FIH eplios e e
alirs il mygaETd B pro

Cowhows % mimmslaitey af e chyicsl, devipaheioga) @l siemdpan
Femtrry, allisery cisrerescbom ol anigramet of dermal TR tafitnin o b

WA dissiar sl Prioney Cisdrias st L0 Fpriigi i, siipaod a e

Sirvld FEMR AT b e i reeEnE pimrsifimiivme i & cbinin il o T
ey & cvericl divgnsis w emdmin 1o esiil wstreiely ay prom i beame)
T wpcksioril EXRRT Dymmpdogboolie wen wil m Wisddilp ceses willp e Iy
P el BT O (el as for ilETeed i

Firuan fnrmsd of Terperhgr (T077] B8 i o000 L1

Blgure § Dalferentation of demad wsill 0 oedionessed  C08% wfilimae, Sammey of ibe o selesan i, Slaiclopesl sl

trxmnumephenatypie fratmers {or the differermianem of dermal 06 mhblivies. Gran,graneeme & BOS, wor ocherwiee spectfied: Ped, perforin




Aggressive epidermotropic CD8+ T-Cell Lymphoma

Clinically presents with the picture of so-called "generalized
pagetoid reticulosis" (Ketron-Goodman).

Prominent epidermotropism (may vary with biopsy site, time);
CD8 expression may be weak in some cases; CD2, CD5 often
negative; CD30 usually not expressed.

Main differential diagnoses: CD8+ MF (history, clinical
presentation), LyP-D (history, CD30+), cutaneous /6 T-cell
lymphoma (TCR-y/d+).

Aggressive behavior.
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Primary Cutaneous CD8-Positive Epidermotropic
Cytotoxic T Cell Lymphomas

A Distinct Clinicopathological Entity with an Aggressive
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17 cases of CD8+ CTCL

MF

Pagetoid reticulosis
Lymphomatoid papulosis
cALCL

SPTCL

Aggressive CD8+ CTCL:

R NDNDNDN

CD2
CD3
CD4
CD5
CD7
CD8
CD30
CD45Ro
CD45Ra
TCRIM3
TIA-1
Granzyme B

2/7
8/8
0/7
2/7
6/7
8/8
0/7
0/8
7/8
8/8
8/8
2/8
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Aggressive epidermotropic cutaneous CD8" lymphoma: a
cutaneous lymphoma with distinct clinical and pathological
features. Report of an EORTC Cutaneous Lymphoma Task
Farce Workshop
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Eighteen cases had distinct features and conformed to the
diagnosis of aggressive epidermotropic cutaneous CD8+
lymphoma.

The patients typically present with widespread plaques and
tumors, often ulcerated and hemorrhagic, and have striking
pagetoid epidermotropism histologically.

A CD8+ CD45RA+ CD45R0O- CD2- CD5- CD56- phenotype, with
1 or more cytotoxic markers was found in 7/18 cases, with a
very similar phenotype in the remainder.

The tumors seldom involve lymph nodes but mucosae and
central nervous system involvement is not uncommon.

The prognosis is poor, with a median survival of 12 months.




Cutaneous y/0 T-cell ymphoma

Cases lumped in the past together with MF and
"% SPTCL.

- Ay/d phenotype is not unique to cutaneous y/d T-
' cell lymphoma (MF, LyP, ALCL), but is never
observed in reactive conditions.
,' ! Oft involvement of both epidermis and
w subcutaneous fat; angiocentricity / angiotropism;
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Cellular origins and genetic landscape of cutaneous
gamma delta T cell lymphomas
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Cutaneous extranodal NK/T-cell ymphoma, nasal type

Nasal/perinasal erythematous, partly necrotic plagues ("lethal midline granuloma") and/or palatal
ulcers; Persistent facial swelling is another typical presentation; non-descript patches, plaques and
tumors on any region of the body.

Cell morphology variable (small, medium, large).

Phenotype: CD2+, CD3+, CD5-, CD4-, CD8-, 3F1-, TCRY/d-, CD56+, TIA-1+, Skin often CD2-, CD56-;
CD30+ in approx. 30% of cases.

EBV-positivity (EBER-1) and expression of cytotoxic proteins pre-requisites for diagnosis!

TCR genes rearranged in 10-40% of cases.
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Extranodal NK/T-cell Lymphoma, Nasal Type
A Report of 73 Cases af MD Anderson Cancer Center
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73 cases
(63 nasal / upper aereodigestive tract, 10
extranasal including skin)

32 cases with incomplete data, lineage could
not be assigned

24 cases (59%) of NK-cell lineage
17 cases (41%) of T-cell lineage

All cases positive for EBV (EBER-1)



Cutaneous epidermotropic lymphomas

Mycosis fungoides and variants

Conventional clinical presentation or features of solitary pagetoid reticulosis
Prominent ("pagetoid") epidermotropism observed mostly in cases with cytotoxic phenotype

Cutaneous y/0 T-cell lymphoma (subset of cases)

Similar clinical presentation as advanced MF ("Ketron-Goodman" type of pagetoid reticulosis)
TCRy+ or TCRo+ cytotoxic phenotype pre-requisite for diagnosis; TCRIS may be coexpressed
Aggressive behaviour (cases reported as "indolent variant" indistinguishable from TCRy/o+ MF)

Aggressive epidermotropic CD8+ cytotoxic T-cell lymphoma

Similar clinical presentation as advanced MF ("Ketron-Goodman" type of pagetoid reticulosis)
CD8+ by definition (may be non-epidermotropic in given biopsies); TCRE+ / TCRy—/ TCRO—
Aggressive behaviour

Lymphomatoid papulosis, type B or D

Waxing and waining papules and small nodules

Positivity for CD30 and CD4 (type B) or CD8 (type D) a pre-requisite for the diagnosis
Extranodal NK/T-cell lymphoma, nasal-type (subset of cases)
Positivity for EBV a pre-requisite for the diagnosis (EBER-1+)

Epidermotropism less marked than in other epidermotropic lymphomas (may be absent)
Aggressive behaviour in the majority of cases

... and others, including some cutaneous B-cell lymphomas
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(Consultation Dr. Schettini, Brazil) =

Hydroa vacciniforme lymphoproliferative disorder
WHO 2024: included in the group of EBV+ T/NK-cell lymphoid
proliferations and lymphomas of childhood

Spectrum of clinicopathologic presentations from classic hydroa
vacciniforme to severe hydroa vacciniforme and to hydroa vacciniforme-
like T-cell lymphoma; genetic background plays a major role

Hypersensitivity to sun and to insect bites
Observed mainly in Asia, Mexico, Central- and South-America

Primary cutaneous; variable clinical course but in HV-like T-cell
lymphoma fatal outcome within 10-15 years




Clnecppathodoit Festiires of Hydnga vacon Borrms-Likis

Lipmptcema: A Saria ul # Patients 9 Mexican patients (M:F = 2:1; mean age,
14.5 years; median age, 13.3 years; age range,
4-27 years).

Facial edema in all cases.

No case with mosquito bite hypersensitivity.
All cases with extracutaneous involvement at
: first diagnosis and survival <6 months.

Always cytotoxic phenotype.
3 cases CD8+; 4 cases CD4-/CD8-; 2 cases
CD8- with some CD4+ neoplastic cells.
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Cutaneous lymphomas

WHO 5ed

Mycosis fungoides & variants

Sézary syndrome

Adult T-cell leukemia/lymphoma

Cutaneous CD30+ lymphopr. disorders
Cutaneous anaplastic large cell ymphoma
Lymphomatoid papulosis

Subcutaneous panniculitis-like T-cell lymphoma

Cut. extranodal NK/T-lymphoma, nasal-type

Cutaneous y/6 T-cell lymphoma

Aggressive epidermotropic CD8+ CTCL

SMPCD4+T-cell lymphoprolif. disorder

Acral CD8+ T-cell lymphoproliferative disorder

Systemic chronic active EBV disease

Peripheral T-cell ymphoma, NOS

Cutaneous marginal zone lymphoma

Cutaneous follicle center lymphoma

Diffuse large B-cell ymphoma, leg-type

Intravascular large B-cell lymphoma

EBV+ mucocutaneous ulcer

International Consensus Classification 2022

Mycosis fungoides & variants

Sézary syndrome

Adult T-cell leukemia/lymphoma

Cutaneous CD30+ lymphopr. disorders
Cutaneous anaplastic large cell ymphoma
Lymphomatoid papulosis

Subcutaneous panniculitis-like T-cell lymphoma

Cut. extranodal NK/T-lymphoma, nasal-type

Cutaneous y/6 T-cell lymphoma

Aggressive epidermotropic CD8+ CTCL

SMPCD4+T-cell lymphoprolif. disorder

Acral CD8+ T-cell lymphoproliferative disorder

Chronic active EBV infection

Peripheral T-cell lymphoma, NOS

Cutaneous marginal zone lymphopr. disorder

Cutaneous follicle center lymphoma

Diffuse large B-cell ymphoma, leg-type

Intravascular large B-cell lymphoma

EBV+ mucocutaneous ulcer
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Cutaneous marginal zone lymphoproliferative disorder

(Young) adults; may occur in children. Predominance of any given cell type (marginal zone
cells, lymphoplasmacytoid cells, plasma cells, blastoid cells) does not influence prognosis
Conservative treatment; BM biopsy and staging investigations not necessary.
Histopathological worrying features: blastoid features in sequential biopsies;
monomorphous, IgM+ infiltrates (non-class-switched MZLD). Class-switched cases: excellent
prognosis; IgM+ cases: excellent prognosis, but extracutaneous dissemination possible.






Almost invariable presence of ., Predominance of reactive lymphocytes

reactive germinal centers admixed with monoclonal marginal zone cells
and plasma cells, usually arranged at the
periphery of the infiltrate
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Infection by Borrelia burgdorferi and
cutaneous B-cell lymphoma
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_ | These findings support the presence of 2 types of
e b o i cutaneous MALT lymphomas with the class-switched
cases being the most distinctive but still sharing
C significant features with MALT lymphomas from
other sites.

The class-switched cases had a predominance of T
cells in 22 out of 23 cases, usually showed nodules
and scattered small B cells often with IgD+
apparently nonneoplastic follicles, never showed a
totally diffuse growth pattern, and lacked
extracutaneous involvement. The IgM+ cases
showed a predominance of B cells in 5 out of 6, a
diffuse proliferation of CD20+ B cells in all, and
extracutaneous disease in 3 out of 6.



"non-class-switched" cutaneous marginal zone
lymphoproliferative disorder (IgM+)
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Cutaneous marginal zone lymphoproliferative disorder

e Segregated from other MALT lymphomas, based on clinicopathologic
features including mutational landscape.

 Now considered as a lymphoproliferative disorder rather than overt
lymphoma.

* Two subtypes recognized distinguished principally based on whether class-
chained switched or IgM+.

* |gM+ subtype requires greater concern about the possibility of concurrent or
subsequent extracutaneous involvement.
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Cutaneous follicle center lymphoma

Most common type of cutaneous B-cell ymphoma. Adults; preferential locations: head & neck,
trunk ("Crosti's lymphoma"). Staging mandatory; Bcl-2-positivity suspicious for (but not
pathognomic of) secondary skin involvement. Indolent course irrespective of growth pattern
(i.e., cases with diffuse infiltrates of large centrocytes are not classified as a high grade
lymphoma). Differentiation from pcDLBCL, leg-type based on clinical presentation, cell
morphology (predominance of centrocytes rather than of centroblasts & immunoblasts), and
phenotype.

Deletion of chromosome 14g32.33 containing the oncogene AKT1, as well as the
immunoglobulin heavy chain locus has been reported. Mutations in CREBBP, KTM2D, and BCL2
much less frequently than in nodal follicular lymphoma. Mutations in MYD88 and inactivation
of CDKN2A and CDKN2B by deletion (9p21.3) or their promotor hypermethylation are not or
only rarely found in PCFCL, in contrast to PCLBCL, leg type.






Follicular




In primary cutaneous follicle center
lymphoma, a diffuse pattern of
growth in conjunction with a follicular
one is not a sign of "progression”.




"Large cell lymphocytoma". In the past considered as a variant of the cutaneous pseudolymphomas;
now included in the histopathological spectrum of cutaneous follicle center lymphoma.

Almost exclusively on the head & neck area; clinically often localized miliary lesions (similar to miliary
and agminated cutaneous FCL). No association with Borrelia infection.
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Patterns of Bcl-2 expression in primary cutaneous FCL
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Cinaneon Sperclle-Cell B-Cell Lymphomas
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24 cases (M:F = 18:6) (mean age 55 years).
Head (12), trunk (8), lower extremities (4).

The neoplastic infiltrates comprised a
mixture of medium-sized, visually prominent
spindled cells (15% - 85% of the infiltrate)
arranged in a fascicular pattern around
nodular aggregates and admixed in a random
manner between centrocyte/centroblast-like
cells within these nodular collections.
Immunohistochemical support for a follicular
center cell origin was present in 22/24 cases,
1 was consistent with DLBCL-leg type and 1
defied precise classification, best fitting with
intermediate-grade DLBCL-other.




Differential diagnosis of cutaneous lymphoid infiltrates

with follicular pattern

* Reactive germinal centers:

e Large numbers of tingible body macrophages and normal,
well-formed mantle zone

o Clusters of Bcl6+ cells confined to the germinal centers

* High proliferation of the germinal centers

e Other clues specific to particular types of lymphocytoma
(e.g., focal necrosis and histiocytes with a granular, basophilic
cytoplasm in vaccination-induced pseudolymphoma)

* Beware of special locations in Borrelia-related lymphocytoma
(e.g., earlobe, nipple, genital area)




Neoplastic follicle
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Scrotum
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"Because of this misleading
nistologic feature, a diagnosis of
orimary cutaneous large B-cell
ymphoma was first suspected in
noth cases. In one case, successive
recurrences led to aggressive
therapies before the B burgdorferi
infection was recognized."

[T TRLE ]



Fig 3. Case 1. Dewd of Fig 2 Infiltrate is mainly composed
of centroblasts; few immunaoblasts and numerous mitoses
M arrowes ) are present. Some lymphocoyies exhibit a plas-
macytic diferentiation (P areust (Hematoxylin-cosin
stain; original magnification = 200}

"A surgical cutaneous excision associated with a testis biopsy was performed. (...) After a 15-month disease-free interval,
the patient presented in July 1997 with an infiltrated plaque of 15x10 mm in diameter on the anterior part of the
scrotum. A biopsy specimen confirmed the recurrence of the previously diagnosed tumor. Radiation therapy was
performed in September 1997 with 6 meV for a total dose of 44 Gy in 20 fractions and resulted in a slow and complete
resolution of the skin lesion within 2 months. However, a local recurrence with similar histologic features occurred 3
months later in the radiation field. The patient received 6 cycles of cyclophosphamide, doxorubicin, vincristine, and
prednisone chemotherapy. A complete response was achieved in July 1998. However, a scrotal nodule again reappeared
in March 1999. (...) A complete resolution of the skin lesion was achieved after 3 weeks of therapy with amoxicillin, 3 g,
administered daily. No relapse was observed after a follow-up period of 27 months."
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Nipple 59,4%
Earlobe 16,7%
Genital 8,5%
Other 10,0%




Exceptions to the rules

* Reactive germinal centers in

Borrelia-induced lymphocytoma

may miss a well-formed mantle and show confluence,

mimicking the histopatholog
B-cell lymphoma

ical features of a diffuse large

* High proliferation is usually a feature of malignant tumors,
vet in lymphoid infiltrates with follicular pattern reduced

proliferation of the lymphoic

follicles is a clue for malignancy,

whereas high (nearly 100%)
germinal centers

oroliferation is typical of reactive



F, 42.
Subcutaneous nodule at the site of a hyposensitivity
treatment.
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ORIGINAL ARTICLE

Cutaneous B-cell Pseudolymphoma at the Site
of Vaccination

Lorenzo Cerroni, MD,* Riccardo G. Borroni, MD,*7 Cesare Massone, MD,*
Andreas Chott, MD,} and Helmut Kerl, MD*

Abstract: Pseudolymphomas are a rare complication of vaccination,
presenting with dense lymphoid infiltrates and prominent follicular
pattern. We report our observations on 4 patients with vaccination-
induced B-cell pseudolymphoma (all females; age range 19 to 60
years; median: 34.5 years). Clinically 3 patients presented with
subcutaneous nodules and 1 presented with a large, indurated,
erythematous plaque. Histology revealed in all cases dense lymphoid
infiltrates in the subcutaneous fat with prominent follicular pattern.
The follicles displayed features of reactive germinal centers (normal
mantle zone, presence of tingible body macrophages, normal pro-
liferation). Necrotic areas surrounded by palisaded histiocytes were
seen in 3 biopsies from 2 patients. A mixed-cell infiltrate with eosinophils
and plasma cells was present in all cases. In addition, histiocytes with
granular basophilic cytoplasm could be observed around the focal
area of necrosis or within the inflammatory infiltrate. Follow-up was
available for 3 patients. One patient was alive with persistent disease
6 months after the first observation. Two patients were treated
with local radiotherapy and are alive and free of disease after 12 and
72 months, respectively. One of these two patients had a second
pseudolymphoma on the contralateral arm after a new injection of
vaccine. Cutaneous pseudolymphoma after vaccination should be
distinguished histopathologically from low-grade cutaneous B-cell
lymphomas (follicle center cell lymphoma, marginal zone lymphoma)
and from other B-cell pseudolymphomas with prominent folli-
cular pattern requiring different treatment (eg, Borrelia burgdorferi-
induced lymphocytoma cutis).

Key Words: B-cell pseudolymphoma, vaccination, follicular
pseudolymphoma, lymphocytoma, lymphadenosis benigna cutis

(Am J Dermatopathol 2007;29:538-542)

dverse cutaneous effects of vaccinations include wide-

spread and localized reactions. Mild erythema, edema,
pain, and induration limited to the site of injection are
commonly observed immediately after immunization and
usually heal spontancously. Less frequently, papules or
subcutaneous nodules arise at the site of vaccination and
may persist for months or years."? Histopathologically,

From the *Department of Dermatology, Medical University of Graz, Austria;
fDepartment of Dermatology, University of Modena and Reggio Emilia,
Modena, Italy; and #Department of Pathology, Medical University of
Vienna, Austria.

Reprints: Lorenzo Cerroni, MD, Department of Dermatology, Medical
University of Graz, Auenbruggerplatz 8, A-8036 Graz, Austria (e-mail:
lorenzo.cerroni@meduni-graz.at).

Copyright © 2007 by Lippincott Williams & Wilkins
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they are characterized by either granulomas or lymphoid
infiltrates  with prominent germinal centers.”” Typically,
pseudolymphomas at the site of injection have been reported
following administration of vaccines or allergens adsorbed to
aluminum.' ¢

We describe the clinical, histopathologic, immunophe-
notypic, and molecular biologic findings of 4 patients who
developed cutaneous B-cell pseudolymphoma at the site of
vaccination.

PATIENTS AND METHODS

Patients

Four patients with a diagnosis of pseudolymphoma
occurring at the site of vaccination were included in the study.
The diagnosis of pseudolymphoma was based on clinicopath-
ologic features. Association with previous vaccination was
documented in all patients.

Histology, Immunohistology, and
Molecular Biology

All biopsy specimens were fixed in 4% buffered
formalin, routinely processed, and subsequently embedded
in paraffin. For routine histopathologic analysis, sections were
stained with hematoxylin and ecosin. All histopathologic
sections were reviewed by at least two of us (L.C., R.G.B.).
The following features were analyzed: location of the infiltrate,
presence or absence of necrosis, sarcoidal or tuberculoid
granulomas, germinal centers, degenerative fat changes, cosino-
phils, plasma cells, and histiocytes with granular basophilic
cytoplasm. Standard immunohistology and molecular biology
techniques [polymerase chain reaction (PCR) analysis of
immunoglobulin (Ig) H gene rearrangement] were used as
described previously.'*!!

RESULTS

Clinical Features

The clinical features of our patients are summarized in
Table 1. All patients included were women. Age ranged from
19 to 60 years (median: 34.5 years). The vaccine administered
was for carly summer meningoencephalitis (ESME) in 2 of 4
patients, tetanus in 1 patient, and hepatitis B virus in 1 patient.
The site of injection, thus the site of occurrence of skin lesions,
was the upper arm in all patients. Patient 2 presented with
a pseudolymphoma after ESME vaccination on the left upper
arm. She subsequently received a second injection of the

Am | Dermatopathol ® Volume 29, Number 6, December 2007

TABLE 2. Histopathologic Features of Pseudolymphomas at Site of Vaccination

Sarcoidal or Histiocytes With

Tuberculoid Germinal Plasma Granular Basophilic Degenerative Polymerase
Patient Necrosis Granulomas Centers Eosinophils Cells Cytoplasm Fat Changes Chain Reaction
1 — — + + + + + P
2 — — + + + + + P
2% + — + + + + + ND
2% + — += + + + + P
3 — — + + + + = — P
3* + — + + + + + ND
4 — — + + + + + P

ND, not done; P, polyclonal smear.
*Persistent lesion at the same location.
New lesion on the contralateral arm afier a second injection of vaccine.

"Histiocytes with a granular, basophilic cytoplasm were
observed in clusters and scattered throughout the

infiltrates in all cases."
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Secondary Syphilis
Misdiagnosed as Lymphoma
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Pseudolymphomatous syphilis

e Rare clinicopathologic presentation of secondary syphilis

e Solitary (rarely) or multiple papules, nodules and small
tumors; may simulate MZLD, but plasma cells polyclonal

e In HIV+ patients with low CD4+ count may simulate a T-cell
lymphoma (lues maligna)

e Some ulcera of primary syphilis may also be characterized by
florid, pseudolymphomatous infiltrates

e Staining for Treponema pallidum represents a useful tool,
but microorganisms may be only a few



Pseudolymphoma after drug administration



Lymphomatoid drug eruption (B-cell pattern)

* Drug eruptions may occasionally mimic a cutaneous B-cell
vmphoma (FCL-like or MZLD-like); The B-cell pattern is much less
frequent than the T-cell pattern of drug-induced pseudolymphoma

e Sudden onset, localized or generalized distribution; Resolution
upon discontinuation of the offending drug

e Cases with B-cell pattern present with nodular infiltrates, either
with germinal centers or with clusters/sheets of monotypic plasma
cells

* The germinal centers reveal reactive morphologic and phenotypic
features
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Pseudolymphoma after tallmogene laherparepvec
treatment for metastatic melanoma
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Primary cutaneous diffuse large B-cell ymphoma, leg-type

Edlerly patients; in >80% of cases located on the leg(s). Sheets of
centroblasts and/or immunoblasts. Bcl2+, MUM1+, Bcl6+/-, FOXP1+,

lgM+, MYC+/-, CD10-(+).

Chromosomal translocations involving IGH in 50%, MYC in 5-43% and
BCL6 in 23-50% are reported, as well as “double-hit” lymphomas with
MYC and BCL6 translocations (not of BCL2). Highly recurrent hotspot
mutations in the adaptor molecule of the Toll-like receptor MYD88 are
found in ~70-75% of cases. The gene expression profile of PCLBCL-LT
resembles activated B-cell-like DLBCL, similar to lymphomas arising in
immunoprivileged sites such as primary DLBCL of the CNS and testis.
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Follicle center lymphoma, diffuse type

Diffuse large B-cell ymphoma, leg type

L R

i e
Aggressive treatment
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Intravascular diffuse large B-cell lymphoma

Rare variant of large B-cell lymphoma confined to the lumina of small blood vessels. Common
involvement of skin and CNS ("Western variant "); multiorgan failure, haemophagocytic syndrome
("Asian variant"); a purely cutaneous variant, observed only in Western women, has a better
prognosis. Sometimes diagnosed by "random" skin biopsy; located within haemangiomas in more
cases than mere chance would explain. MYD88 and CD79B hot spot mutations are reported in 50%
and almost 70% of cases, respectively. Morphologically indistinguishable from [V-NK/TCL.
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Darrnariology

Hemangiomas with a (Bad) Surprise
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Intravascular Large B-Cell Lymphoma
Colonizing Cutaneous Hemangiomas
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IVLBCL in 3/6 angiomas.

5/5 angiolipomas negative.

Normal skin at the side of involved angiomas did
not show histopathological signs of intravascular
lymphoma.




Main "intravascular” proliferation of cells

Within blood vessels

e B- and NK/T-cell intravascular diffuse large cell lymphoma

 Diffuse large B-cell lymphoma with intravascular component

* Intravascular angiosarcoma

e Reactive angioendotheliomatosis

e Rare cases of intravascular histiocytosis

* Merkel cell carcinoma (rare)

Within lymphatic vessels

* Intralymphatic cut. anaplastic large cell ymphoma / lymphomatoid papulosis
* Benign intralymphatic proliferation of large T-cell lymphoid blasts
 Intralymphatic histiocytosis

* Merkel cell carcinoma (common)

* Metastases of different types of carcinoma and of other malignant neoplasms
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e Known seronegative chronic polyarthritis
e Elevated CRP (111,1 mg/L)
e Duration of the skin lesions unknown




Intralymphatic histiocytosis

e Clusters of histiocytes within lymphatic vessels; may mimic
intravascular large cell ymphoma (but it is intralymphatic)

e Cells CD68+, CD163+ and negative for lymphoid markers;
vessels positive for podoplanin

e Association with rheumatoid arthritis more common than mere
chance would explain (part of a macrophage activation
syndrome?)

e "Localized" cases observed in different settings (particularly in
chronic recurrent infections / inflammation, e.g. recurrent
erysipelas)
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TABLE 1. Clinical Data of 16 Patients With Intralymphatic Histiocytosis

4
Case Sex  (yrs)

Lesion Location

Clinical Features

Associated Discases or Findings Follow-up

1

r

19

46

43
B4

79
a9
85
a6

T8

a3

ik}

84

ik

3

‘Thighs, knees
Left lower ley

Left chost, loft thigh
Right wrm

Lzft thigh

Abcominal skin
Right breast
Lett upper arm
Lefl breast
Right elbow
Right hip

Bight waner arm

Right thigh
Right waper arm

Upper gvelic

Left upper anm

Erythematous violacsous
conluent patches
Poorly demarcated erythema

Nia
Tndurted plagus: otravascular
Lymphoma?
Erythema and induration

Tultiple excoriated
papilss: scabies?

Erythema on the surpical scar
carcivoma ervsipeloides?

Livic erythema: cermatonryositis?

Livicd erythematons palch

Sealy indwation: gramloma
annulare, allergic sczem,
herpes simplex?

Tncurated erythema of the
surgical scar

Livie, erythema after insect bite:
mwveosis [ungoides?

FErythema an the surgical scar

Tersistent reticalate erythema

Large vascular radiating patch

Pheamatoio arthritis Lesions disappearec atter

knes juint replacement

REeanatoid arthritis HNia
Klippel-Trenmmay syncrome

Nia Nia

Nome Tesioms huve persisted

Merkel cell carcinoma at the same MNea
site of the origiral bionsy. thenmatoid
arthritis, PCR negative for ERY,
Forrelio, and Treponerma pailidum

None Nea
Previous right breast carcinoma Nia
PCR negative for Soreelia, Streptococcus, Nia
Staplplococcaey, and Bartonells
Engision ol el breasl cancinama 9y apo Hra
Mone Nia
The lesions developed on the scar after hip Hen
Jjoint replacement with a metal prosthesis
PCR negative for Serreficand HHV-E, Nia

aulyelonality of gl chain sxprassion
(kappa and lambda Tlight chains)

The lesinns developed on the surgical sear after Hen
hip joint reslacement with a mefal prosthesis

Rteamatoid arthritis, PUR nepative for Bwvelia, N
IzH and TCR clonality

Moelkerssor—Rosenthal svnorome? |Mslar.oma in site in the overlying epidermis | Mia

TTiTateral evelia swellicg, Tistupallologically

Rrcumatoid arthritis, malignart melanoma Nia
ST lymokaderectony

present for 2 months:
angivsarcoma, i Jammatory
carcinoma, Kaposi's sarcoma?

HHV-E, Inunan derpesvine §; M. Mot available; PCE, polymerags chain reaction; TCR, Teell res,

; EBA] cpetein-barr vins.

TABLE 2. Summary of the Cases of Intralymphatic Histiocytosis Previously Described in Literature

Case, Reference Age (yrs)iSex Clinical THagnosis Histopathology/T histochemistry A jated T s
1, O’ Grady et al' T0F Ervthematous rash below the  Intravascular collections of histiocytes ND
left knee (Mac 387 and Kp1 + histiocytes and
-V + endothelial cells)
2, Rieger et al® 80/F Red macules ard plaques o Intravascular collections of histiocytes Cardiac irsufficiency
face and arms {Maec 387 and PGM1 + histiocytes osleoporosis, positive
and CD31, F-VIIL, and Llex rheumatoid factor
ewropacus + endothelial cells
3, Rieger e al® ITE Violaceous patches with Intravascular collections ol histiocytes Rheumatoid arhritis,
livecn-like erythema {Mac 387 and PGMI + histiocytes hilateral breast cancer
on both elhows and CD31, F-VII, and
U europaens — endothelial cells)

4, Pruim et al® 63/M Violaceous lesions with Intravascular collections of histiocytes Rheumatoid arthritis
livedo-like erythema {HAM 56 and CD63 + histiocytes and
on the left elbow CD3l, CD34 - endothelial cells)

5, Pruim et al* 59/F Ervthematous rash Intravascular collections of histiocytes Rheumatoid arthritis
on the left wrist (1AM 56 and CD68 + histiocytes and
CD31, CD34 + endothelial cells)
6, Magro and Crowson” f2m Contact dermatitis on Intravascular collections of histincytes Rheumatoid arthritis
shoulder
7, Magro and Crowson® 46/M Urticaria on buttocks, Intravascular collections of histiooytes Rbieumatoid arthritis
thighs, and lowsr back
&, Magro and Crowson™ 41/F Lymphoma or forsarm Intravascular collections of histiocytes Rheumatoid arthritis
9, Takiwaki ot al® 69/F Induarated ervthema and Intravascular or intralymphatic collections of ~ Rheumatoid arthritis
paprles on the elbow histiocytes {CTI6R + histiocytes and CD31,
CD34, and F-VII + endothelial cells)

10, Takiwaki et al® TaiM Livedo-like erythena Intravascular or inirbynphatic collections of  Rbeuwmatoid anthritis

on the elbow and forearm histioeytes (CD68 1 histiocytes and CD31,
CD3<4, and F-VII + endothelial cclls)

11, Takiwaki et al® 66/F Livedo-like erythema on the Intravascular or intralymphatic collections of ~ Rheumatoid arthritis

elhow and forearm histineytes (CDER + histiocytes and CD31,
CD34, and F-VII + endothelial cells)

12, Takiwaki et al® 62F Ervthema and confluent Intravascular or intralymphatic collections of Rheumatoid arthritis

papules on forearm histiocytes (CD6& + histiocytes and CD31,
CD34, and F-VII + endothelial cells)

13, Okazaki et al® 52 Livedo-like erythema with Intralymphatic collections of histincytes Rheumatoid arthritis
vesicles on lower leg (CD68 + histiocytes and D2-10 +

endothelial cells)

14, Asagoe et al’ T Pairful induration of the Intravascalar collections of histiocytes Tomsillitis
scrotim (CD6R + histiocytes and CD31 -~

D2-40 encothelial cells)

15, Catalira-Fernandez et al® SO/F Ervthematous plagues Intralymphatic collections of histineytes Rheumatoid arthritis,
with livedo-like (CD68 -+ histiocytes and D2-40 + Abromyalgia
pattern on shins endothelial cells)

16, Okamoto et al® 75/F Violaceous, infiltrated Intralymphatic collections of kistioeytes Rheumatoid arthritis,
ervthema on lefi (PGM-1 + histiocytes and D2-40 + bmphedena
forsarm endothelial cells)

17, Mensing et al’® 68/F Reticular, bizarre-shasec Intravascular collections of histiocytes Heart attack, ciabetes
livid macules on the face, {CD6S + histiocytes and CD31,

livid macules on the face, CD34, and F-VIIT + endothelial cells
back, and thighs
18, Waranahe et al'® 75 Ervthematous nodules Intravascalar collections of histincytes Orthopedic metal

on the left knse

(PGM-1 + histiocytes and
D2-40 + endothelial cells)

implants

F VL, factos VIO related antgen; E female; M, male; NI, not describec.
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hidradenitis suppurativa
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Intralymphatic Proliferation of T-cell Lymphoid Blasts
in the Setting of Hidradenitis Suppurativa

FPahd Cobiamadr, W T andd Loveecn Lprvom, WL®

Absiract |ndslpwiphidic pailllsies of ol Birphidil e
IFTO B b oo, vl desmbed iy, weadin] ol
ey vifpgmureny: omd rhees gad demiears] b gamanpdeky
by of Mgl ol Moot T Rghenyles aadeseie
CTY8h dun vrwirakaip 58 WEdwaals Raigdiostes Ta ] g
g B rEmrTphery: . posi ke wns anaicmed) wih an usedety-
oy rafarmsviony condiam. b e cloml Torll stoopion rederamge-
PR, e G b e 4 Celarenis (i e ol bl i
prrpiessts Tl dapbors presoil 0 e e ol W LH preang, =
i petienl Wil Mlsakeis sgyucibi thathgnd cusimiEe
We vt @ o ot Wb b opierhled RETTE S VWG ST S k]
e il b sgdicn] safiny hdoaenas’ I e presme ol Jlaml
umil vl Dial wit mpeal melaeorlnge aeal sl
Pl = e & CIHE T plasamape  [lane wor shas faprr
s o UMY e isgiamay s osnEise nashos @al T pacei T
yme. Vi prelderym wakn woe g and v vumee = dheurd copres-
s ol DO by e Jorephabic i, Do sets el sydzmes
ey goivcmran v b2 B deteread afer ot se muooakpann s e
iniline gnd b e reral kool TPTOUR b @ s basingi coniry thad
s Rl iRy ey il lemakalapioal s
EETE Al rmires dwvds i) in sirmassikr |:..ﬂnu'|-| L ansid
bt b il o [Nl T o o el il TR R e e
w3l ks wr mmacsry g Eyne AapEse

By Vo) oparmii b Tt s bR i o 1 ool lpmrphuned Waiis
imraarsi Ly ol hopliome. esrpmpliee ik,
el prazsdndy S

§oba A Devmaima il S0l a LS TH-2HMT

s prolifeesdos of T-coB Dyprphusl W 0701 )

1 e i) gy chieeesdoed Byl presonde of g,

bhiskil T Bifiqdue e wikis biopledli vosch ol b € 1150

puprcssion. Abhoagh @ remes ivekegicelly ae mivascalsr o

e VL, s conowdered B e g berngn wend iy boomue ol e

bk o i sipee o herspbows, et bk oU chmal reurmaeporme)
ll ihe TU'R genen, arad the srvraasle lelnen,

Turifaie, galy few cascs ol IFTULD hatd boen mndpuriel

il e ldvanie psosdied wak dalloan dillansiesss

Fae s el b | Diersayaielbogl Dvpamsien af T o gy
Flichsd Hbwroyidiy sl Gaie Urme osin psl Divgu oot sl *Sepual
il [Pl o i P nE . @5 | il iin el Pala b= | Gra G o D
Lime ldl

L N L L TR T

Heprpe Lioys Lawme M3, doscevh Lais ol Doyl sl Lope
e i [y fny. Woa L &) @l Tame, Aot ST i
2 (e, A iem beepivosisencd Sink v

Vaprpmhi @ N0 Widier Bleeny ek, g S0 mpii sams]

516 o ampdurmatmoathol porencom

ot B ® T W presew B sew mldbond fase pooummny, b
& VIUBE CHIC PaleTT in 18 semmicg of Ridmdenins sigpimtie

CASE REPOET
8 Hewgaradkd s with ey el lslieliii dispaes-
it o S e el g bt W reforad 1o d i i Bargiind

iratiirnl | b ousiviida ol e lipisy spodiiges s
vea kol trpeeadl fraies e nf bdrederrin ssppimive. cbamacanmd ke
cwslicalibnad hmp Aabsder sasciael Waly Nbwsis sl wrably
comse phewiln e bin milwies compes ] sl o Tymphscyie et
Pearimy i

Iii i ol il 6 o e, @ ddalsd [nlbele sabalizi s ik
i (il slroni s st B o diiees lyuiphaa il oS
iFige, 14, BE chmarranl 2y Be presmee nl ddoied ot
wiognds Ll iwadb cypecal siwidenic-hrpe sedd Blstad Tk
cvin (P Il I Te atpsal ofls savc meaey b CO0C 1710
IFige I T (g IR T sl e, el ey Fow 1,
TiA-L CIRG TAR-gamuna drdl OO0 [Dopresiim off CERH) Wik
rbosaigal o dimrey of 40 dyeal hpghegsas ([Tip M) Tosien
By vofise-emaked) sl B4 (FERER-T1 i bibridimien v
pegitie, Gkiniag for BA4T menlal o Bgh proldoresen mbka
PP e e lamalnepbaite vel< [Fig T The aipgiaul Tanipkes
cvEs. v g wiiin B sy vesels (g 11 f e
haping e ioeclyaphalc dsribekin of b ol Eesile Ba
imtul il Haskial irll o doric diidasic nl podoiiznddly sl
hairbndvis. alwiisad &ih wen) s Mool el e o
anraiml Do disn ) bk #1gs 113 The phoaine of thor orils
ek alrelw 1 o ol The Dresymplon ks cnes . al aEne e b
Pt Fat DI gy wall jlgn 2400 The KT iraey s thiy
cElifERE mh lwE JapEsalma el MO (g ZRK

Bl aii el piteis ity wpiive. The foiadl b dlieg i
ok gereial ledbl T Fioarln il peestrd s,

DIFTUSS MM

e ol ) el s TP b e sclling il il
il inmsteoit heanme ol hindmdsils sogpinddng [PFTLLE =
n hargn voniioen ¢bariereed by the gl @eration of barpe.
mypecal fpmpharil cells mitkin mphess weesele. S
b Wisippalledoes: Gahew may arse the sispicam af
(nivevascalae bepe ool Jyesplano, o B repreim] caves ooammad
i the backgnsigil 6l = o disslss uiland
chned dgns ol bmphco and with u Greomhlp oplzamed T
S far, wnly T eases of O LB Bave B ropomiel, § of thes
with cimcies bcalostm, ol 1 ensmy withie anenebome-
el palvp T 80T Alhgh the Tin descnpesm i o
sicdoredd b bt bl by Breemy @ 0l n 2007 Aclermn dnd
Tamuki™ deactibyd o swosbir caae 0 1977 smsder il G “prsea-
dslciieniia polis” The psrudolyinprmisions . i
il wins cinstogy in B backperarsl o mallssioem il
pimiii, gl the fftaics procecitad o dlisir i sloii bt
(ks ikoezival festures vy akenvion) e oiios el e

drm | Doty bl & bolume 5B Sanber §, iy 306

TABLE 2. Histopathologic Criteria for the Diagnosis of ILPTCB

Presence of histopathological features of an inflammatory skin disorder
(eg, lichen sclerosus, granuloma pyogenicum, etc)

Clusters of large atypical lymphoid cells confined to D2-40 + lymphatic
vessels; scattered atvpical extravascular cells common

T-cell phenotype without aberrant features (no loss of pan-T-cell markers;
no aberrant double positivity/negativity of CD4 and CD8)

Lack of positivity for Epstein-Barr virus (EBER-1 negativity)
Polyclonality of the infiltrate as detected by polymerase chain reaction




Benign intralymphatic proliferation of blasts

Most reported cases observed in a "microorganism-rich" environment (also
at extracutaneous sites!)

May be related to a

local infection triggering the activation and proliferation

of a T-cell subclone trafficking to and from the regional lymph nodes

Usually CD30+ T-cel
Nno association with

Positive staining for

phenotype with high Ki-67; cytotoxic markers negative;
FBV; polyclonal pattern of the TCR genes

nodoplanin in affected vessels rules out intravascular

NK/T large cell lymphoma

Presence of a prominent inflammatory response outside of the affected

vessels rules out intralymphatic cALCL (LyP may remain a differential
diagnosis, but features of the background condition usually allow a clear-cut

distinction)



PSEUDOLEUKEMIA CUTIS
Report of a Case in Association with Molluscum Contagiosum

A. BERNARD ACKERMAN, MD, AND EUGeNE V. TaNsk1, MD

Histologic sections from a solitary cystic cutaneous lesion that showed atypical
mononuclear cells in the dermis and within blood vessels were diagnosed by
several general pathologists and dermatopathologists as leukemia cutis. The
patient, who had no other cutaneous lesions, was consequently submitted to an
extensive investigation for leukemia, which proved negative. Additional and
deeper sections from the original block revealed that the cellular infiltrate so
suspicious of leukemia cutis was secondary to rupture of a lesion of molluscum
contagiosum. The correct histopathologic diagnosis, therefore, was pseudoleu-
kemia cutis. The lessons of the case are that 1) further study of the specimen,
solitary as it was and asymptomatic as the patient was, would have obviated
worry and the expense and inconvenience of an extensive systemic in-
vestigation, and that 2) the diagnosis of leukemia cutis should never be made
solely on the basis of histologic sections of skin, but rather after examination of
blood and bone marrow.
Cancer 40:815-817, 1977.

CERTA[N CAVEATS PERTAINING TO THE INTER-
pretation of histopathology of the skin can-
not be emphasized too firmly or too often. One
such caution relates to making an unqualified
diagnosis of leukemia cutis solely on the basis of
histologic findings in a lesion of the skin. The
consequences of such premature conclusions are
here reported in a case that may be as instructive
to others as it was to us.

Case REPORT

A 37-year-old woman had a “cyst” of 11 months
duration on the right lower eyelid. It was removed in
tots by surgical excision and histologic sections were
interpreted by a general pathologist as leukemia cutis.
For greater certainty, the slides were sent in consulta-
tion to the Armed Forces Institute of Pathology
(AFIP Accession No. 1475626} where a diagnosis of
“malignant necoplastic infiltrate, probably gran-
ulocytic leukemia, eyelid” was also made. A diagnosis
(#1122-74) of “‘metastatic lesion, lymphoma or lym-
phomatoid papulosis” was rendered by the Depart-
ment of Eye Pathology of the Northwestern Univer-
sity School of Medicine. The Dermatopathology
Section of the Skin and Cancer Unit of New York
University School of Medicine also interpreted the

From the Departments of Dermatology and Pathclogy,
New York University School of Medicine.

Address for reprints: Dr. A. Bernard Ackerman, 562 First
Avenue, New York, NY 10016.

Accepted for publication November 30, 1976,

changes as those of leukemia cutis. All saw a moder-
ately dense, mixed infiltrate of lymphocytes, histio-
cytes, plasma cells, eosinophils, and especially
atypical mononuclear cells throughout the dermis. In
addition to their interstitial distribution, the atypical
mononuclear cells were found in large numbers
within widely dilated endothelial-lined spaces (Fig.
1a & b)

Despite the fact that the cutaneous lesion was sol-
itary, and solely on the basis of the histologic diag-
nosis of leukemia cutis, which had been concurred in
by most of the pathologists who had examined the
tissue, the patient (a doctor’s wife) was admitted to
the M.D. Anderson Tumor Institute for therough
systemic investigation. Findings of complete routine
examination and special studies of the blood and bone
marrow were completely normal.

Perplexed by the contradiction between the dire
histologic interpretation and the negative clinical and
other laboratory findings, we obtained the original
block of the cutaneous specimen and cut deeper sec-
tions through it. To our amazement, and embarass-
ment, those sections revealed molluscum bodies
within the cornified cells of an epithelial, cyst-like
structure (Fig. 2) that had ruptured. In these sections,
too, within the lumina of the dilated blood vessels
surrounding the cystlike lesion of molluscum con-
tagiosum, there were many of those atypical mon-
onuclear cells that were previously so misieading (Fig.

3a & b)

Discussion

One may only wonder worriedly about the
phenomenon of rupture of a lesion of molluscum
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Perplexed by the contradiction between the dire
histologic interpretation and the negative clinical and
other laboratory findings, we obtained the original
block of the cutaneous specimen and cut deeper sec-
tions through it. To our amazement, and embarass-
ment, those sections revealed molluscum bodies
within the cornified cells of an epithelial, cyst-like
structure (Fig. 2) that had ruptured. In these sections,
too, within the lumina of the dilated blood vessels
surrounding the cystlike lesion of molluscum con-
tagiosum, there were many of those atypical mon-

onuclear cells that were previously so misieading (Fig.
3a & b)






A

-

o
L .
b

-

-

-
o ¥ 1
o T, ] R

r
L
-

" e o
L™

ia .;."‘_t,'. -

g -
-

- E
.

- lymphoproliferative disorder " b g
SR T A e R s R L ey ) g ey o
i AR S § X '55@, i 2l o o g
‘; PR T e o e oL DT R LTA A . MBI e
% © Benign intralymphatic proliferations of e @ g

T lymphocytes can be observed in different, g~

unrelated conditions
Ao

’ ¥
]




Approach to diagnosis of intraluminal cells

Type of vessels involved

lymphatic vs. blood vessel
Type of cells

lymphocytes, histiocytes, endothelial cells, solid tumor
Extravascular component (yes / no)

(e.g., no extravascular component in IV-LCL)
Histopathological features of concomitant diseases

Staining for D2-40 mandatory; panel of other antibodies
depending on other histopathological features
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