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Cutaneous pseudolymphoma—A review on the spectrum
and a proposal for a new classification

Christina Mitteldorf" © | Werner Kempf®~

Levurbrrt it Lrimatlege Verrreisgr
o Ay, rweorob Wik € Abstract

Cilifegem, Dostuer Cutaneois peeidofymanomas (FSLE) belong fom o of fymohooytic ailtrhes that
e s Fla, PYinghar S, litstoputhologitally antior chirkeally, simiilule emphomes, Dilferent dussthe agents

Liwbits T St ]

"Cepir it of Purmatil s, ey’
Miregial Quric, Tonihy Switramarg

It Boredz s, injected submlanoes, latloo, seihiopod Diled havee Dien cescribed,
{na i rary cases o came can be idenlilieq. hence dhe term idiogaléic PSL Cinico

o " pathaiogical cormafaibon W impestani too mEse o dingnesi Four main grouss

Chcying anmie, LD Duparrv of
Drormatangn, Vorayramey wml Aloroiany,
<Iarury Sdemr ) T, Do Eaim-Rar,
A3, AMTE eltangen, Rarn iy

Tl chfu e e fuor s -
g

HEVWORDE

by, Dl

1 INTRODUCTION

11 Dwfinition

Cixmnonys pepusiphrrgreoemy 5L} i e bed in e Bevoare a5 8 e
e oo el bl b upal gl aiad'e ifeLily milsls
wibibivainri bpjd et Bael sen D% vweiks ihofndsh i m diwt W
Ty pnoesse il Ehe criteria of PSL Kot sumiinghe the teom PEL
eyl |n s vy S L e Deen vl e e
vy pedeiane wrd o efrciee g o Tues e by sty
3 Weahatyte Iarteael, which can Be sy misntepnted 36 dulbne-
et ol oo Figps ol fovrey dore. To bk ils

of culanenus FSL can be dhilnguished bied on hisiopothologhc sndion cinical (e
sentalian: () podusr PSL: (2 sxeude eweesls Tungsides [pueuds-MT) and simuilon
of olles CTCLy g} olfer BSL (represséing  didincl ciniesl endiles) and
[of) Inviranvescartas PFL This arliche gheesan wnervien of |he bivlomsl iogic smd finkal
characierdicy of putamegas FSL and progeses o new cdasification,

Bl lymphoma Bereiasi, Oonaly, tutansow preodehmphem, infecton, T-gel

12 | Etiology

T Brabe dotuments & wide swge o dames of P hroddly
dhitied] @tn miecliant, tag. and foeeegn apeckt (Tasie 1) Migusl
whal* o e fropaeecy of dilemnl casies of 5L Figne T
Dhémpiie (e witks g O gt Ty ity PSL Gne i 1HgREY oo e
Bl o e dowignatd e klagrahic PEL

13 | Class|fication

The BEyauare demeriens Many Apervaches o Cusiy cuwneous PSL
Thewr Inthee & srpwsilon sccording 10 the predominating
[ Miek Barll o mnll U Dinosatisogi

g of el e e PSL e segped 4 L L]
by 1 dil s s, (B o e B il i e
g ot e g L gy chons, the dlag of o

msasbchyrapduiimme e, b iy SRR, Uily Lo sgiininl Skl o
Eal rbarmalion and fasler duigaenlc wis b g o Srociiey b Fonfivss
N miagentod oo, Theeriion, dir st oulseod FSL s e
e A v e Dtepat gy siTnilste LSt gl
o, kel i sk T B g ol iagrieds wie) ebadesdl comelalin|
[Fimee L IReTrRes Thh agpenach.

oWl ne, e efiskgy, of dea oo oo feanoes (v i
R 82 5] Mone ol (e sppeoad s, dlises § porsadorslam of ower
ugpieg leatuars. Morsgey, the phemebype and fialogy ae Aot o
derd gl Ol danie. heibe digimie ol we b oseslial T
comipra i ol AE Sfame b ovirdlee, Wiy pilkeeninl by goabie
il e kgl Do of D hosa, s scfloctis] U olmermsdon
that el e lep. Saveis Tal tan FElee saae BDEL e
TP

5 20 Jahw Wiy & Sona A PRI By Jolv ViRl & Shoni Lind

[T T ———

1 ity Pt T 307097,

Post viral/HIV
4%

Borrelia
sp.

Bites,
Scatches,
Hirudo
medicalis
9%

Vaccines/SIT
9%

FIGURE 2 Frequency of different causes of cutaneous
pseudolymphomas, modified after Miguel et al*




Cutaneous pseudolymphomas (my experience on >1200 cases)

Tattoo

Lymphocytoma (different causes

Others . . .
including Borrelia)

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

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

e 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)

e kappa/lambda ratio for detection of monoclonality: 10:1;
lambda/kappa: 4:1



Mimickers of mycosis fungoides

Lichen aureus Actinic reticuloid Lichen planus
Non-MF-associated follicular mucinosis  Eczematous dermatoses LE, superficial variant
Lymphomatoid keratosis Psoriasis Bullous pemphigoid
Superficial idiopathic pseudolymphoma Lichen sclerosus (genital) ACA, superficial variant
Annular lichenoid dermatitis of youth Vitiligo, inflammatory stage Drug eruption, T-cell type
CD8+ dermatitis in HIV+ Tattoos, lichenoid type
CD8+ dermatitis in mogamulizumab Lichen striatus
Pityriasis lichenoides Nevoid hyperkeratosis of
nipple

Syphilis, superficial variant
HTLV-I infectious dermatitis
Immune response to epithelial tumors
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Pseudolymphomatous lichen planus

* The lichenoid infiltrate of lichen planus is easl

y distinguished

from band-like infiltrates of MF in the vast majority of cases

 In some cases lack of other typical histopatho

ogical 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



F, 69.
Infiltrated, reddish papules and plaques on the
upper trunk.










"Pseudolymphomatous” LE
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Ro 60-Abs >282.0 U/ml (0 - 10)
La-Abs 19.0 U/ml (0 -10)
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The Histopathological Spectrum of Pseudolymphomatous
Infiltrates in Cutaneous Lupus Erythematosus

Aunainde Ferafra, MIL* P Geearidn Fervara, M*] Foole Colamarg, MO, ¥ Carlie Cota, MIDLE
Ceare Mpssone, MD.*} Frapcesca Boggro. MD.** L Priewo-Torres. MD*H
and Lorece Convond, MD*
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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
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ENA-Screening
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R052-AK
Ro60-AK
La-AK

>282.0 U/mL (-10.0)
290.0 U/mL (-10.0)
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M, 77
Plantar region
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== e ey _ patient lesions on the
: P % .~ soles for

approximately 3 years.
Mostly asymptomatic,
Sl sometimes mild

B pruritus.
Last sexual intercourse
12 years previously.
Screening for syphilis
negative.

-
= -
L - - F.
d # o i - L &
Lo - L ] " j: i -
. o el ¢ 77
L] o ) - J i
— =0 - - & b
. - i & = - |y - AT » - d
"I' “‘I'.“ ] -~ ')‘ " ; - I‘,l"" b " a ™ L : ;.’ r ; ‘J',_ "
: sy P ? o FH mglnl v 4y ¥ [ "& .t
S ; 27 Ta s B s EE T
BEY o ia . * .- Wa L S X R ) .-, : g
i P L Ny -, - e AN
..“i' J - .‘ ) e ’ y“-‘- il Ii“m\l"{ "'\.“1
A P AT e 1~ e A R R )
L - F - e LT ""-i.‘l" b YR J
Nt Ve, S figlr i & e T A TR N O Sk
. - = & Y
:1,?.' - o s VUL 1T : :r._.' A ,4“‘\'1;,.
ST ) S A S RS RN W Y A2 g
o‘=, b ‘,. J o 'k ' "I\ r 'f‘_." ;;-$ - hf" l'|.JI
PAF S Uy g ol Sy PR S T
- i & - : h“" LS 'ﬁ_’ 8>3 |‘!_ - = 'tlh [
: 3 ", " e P " 2 3 :‘ "
I.P\ __'.1,'.{( » -* v % pilae " |" “":'-x.jr::"."i' 4.-‘ \‘E.l A
i S bl ol T FE R * - o T ;'x:’“-fl AR
I ST P S o ? SR R T R il i O M
i,.'ﬂ ’ & ‘: * - (1 |l.‘ - I-'-‘: . J'f;'ﬂir.‘; "
BAAYY . { e oy = Lt agd o Sl
P . [ =on B 2 ey P L S Ghall £ RO LGl SN R XL o SN R R A W -



&_ b T AR »J BT, :;
O S S e VN o g o

.'f'-‘,-._. B ot g:- 3‘{- l_, f“‘“ n‘?ﬁ'ﬁ_: ‘
/4. > o .,a:,. -qj }_ .:_r :
lﬂk“}a 55-*&, __f‘ ;ra 14

Pseudolymphomatous psor|a3| g

TR T Y BV ¥ k& - S g o TR P RR L RS o - LN WS LY Sl Wl S ey - el [ Y

t! !u.,'u. v,



Gross and microscopic svimposium

Hyperkeratotic mycosis fungoides restricted 1o

the palms*

Thomas Siusko, Major. ML USAE, Darl B Vander Ploeg. MDD, and

Richmd L, De Villez, M.D.
Neisi Atfondes. £X

The case of & 45-year-oid Latin American man, who presented to the
Dermstology Clinie with a G-month history of hyperkeracatic lesions
contined o the palms and the palmar aspects of the digits of bark
s, {8 disetissed. Hiopsy of these lesions revealed the classic
histologic findiogs of myssis fungoides. The elivical and histologic
differential diagnests of mycosis fungoides (s cansiderzd. (7 Aw

Acan DenmatoL Ti792-796, 19820}

The clineal disgnosis of myeosis fungoides
may &t fimes be difficult beoause of the vacinbility
of its clinical presentation and course, The his-
tologic diagnaesis can also, at times, be difficulr,
aml several entities have been described which
cannol be separated histologically from mycosis
fungoides. "= The hiokogic behavinr of the lesians
inany giver patient is the ultmate confirmation nf
the vomeet diagnosis, We prasent a patient with
unusual clinical and histologic findings and dis-
vusg the ifficulty of prospective analyss of a pa-
tignt with premyeotic stage mycosis lungoides,

CASE REPORT

A 45-yedr-cld Mexican Amcrcan man presentsd o
the Dermalology Clinic at Audic Murphy Veterans
Heupital with & &-month history of hyperkeratotic le-
sions confined 1o the palms and the palmar aspecls of the
digits ol barh hands. The patfent luel previougly been
treated for severnl months with various mpical steroids
withowt lmproyement, The patient denied any history ol

Hram tha Division of Devinaiology. The Lokveisity of Texas Healih
Svkence Center al Sun Antnls.

Reprint requesls o Majoc Thomay Stasko, Universily of Uswas
Health Science Cenier al San Antonio. THI5 Foyd Cuprl Dr. San
Antonvio, TH 78384,

*Thie opinicns or exsertions conwines herein are the poivate views of
(he suhors and wre not o he constroed as ol or s rellectng
Ui vigws of Ihe Depertmen) of the Air Farces or e Departmene of
TheFense,

TS

extensive exposure 10 petrochemicals, freguent cantaot
with imitants, orany hstory of eantact aflergy- Medica-
trams at the lime of presentation included NPH insuiin,
1] units each moming. for adult-onset diabetes mellituz
present sinee | 973 aminophylline, 200 mg four timesa
day, and meraprotersool suifate Inhaler, 1.3 mg four
Uines a dav, for clwonie asthima and chronic obstuctive
pulmonary disease: and chlordiazepoxide hydeach lnrids
{Librium) for 4 long-standing ansiely neorosis.

The lesions consisted ol snall hypeskeratotic pits
and small hyperkeratotic plagues, Thede lesions were
predoeringnlly localed on the palomar aspec of ibe dig-
its. Clinicully the lesions resembled u band eczema
(g, 1

A biapsy was laken which revealed s psoriusiform
epidermis with a tense lichanosd infilrate of monpm-
elear colls {Fig. 2). Closer examinatton showed the
infiltrate to contain predomionuntly lymphocyles. many
with large, atypical noelel. Na spongiosis of the spi-
dermins was observed. Large, atypical menonuclear
cells ¢ould be seen within the epidermis, singly and in
roups. 1 some eeas, soall, nonspongiotic abscesses
filled) with #typical mononuclear vells could be seen
(Fig, 3}

Since the patienr lived guite a distancs from San
Autonio, an interval of approximarely 2 months elapsed
biefore his pext visit. During this period, the patient was
Urzared with kerstolytics and high-pateney fopicsl ste-
roids, On return his lesions had worsened slightly,

A biopsy wus npain obtained Hislologie (fud-
ings were wentical to those of the previois sample. A
spocimen was also submitled for clectron microscopy.

Volume 7
Wuenber &
December, 1982

Fig. 1. Smatl byperkeratatic pits and plaques confined to the hands,

Hyperkeratotic mycosis fungoides of patms 793

"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."

Fig. 2. Psoriasiferm epidermis with dense lichenoid infiltrate of mononuclear cells.
(Hematoxylin-gosin stain; original magnification, x 100.}

This examination revealed in the dermis the prasence
of lymphocytes with large hyperconvoluted nuclei
{Fig. 4).

Complete physical examination at this time was un-
remarkable except for the lesions on the hands, [n par

ticular, there was no palpable adenopathy and no pal-
pable increase in liver or spleen size. Patch testing was
performed with the standard tray of the North American
Patch Test Kit, with negative results. A blind axillary
node biopsy was performed, and no tmer was found
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Clinicopathologic features and T-cell receptor
gene rearrangement findings of mycosis
fungoides palmaris et plantaris
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Fig 1. Case 1. Relatively well- demarcated, erythematous
to brownish, hyperkeratotic plaques on the foat.

and face. However, to date, the remaining cases
showed no further development of the skin lesions
and no extracutaneous involvement (Table 1.

| Ami Acan DERMATOL
Mazrcr 2006

Fig 2. Case 2. Skin biopsy specimen reveals epidermot-
ropism and coarse papillary dermal collagen. Epidermor-
ropism composed of atypical hyperchromatic lymphocytes
are seen (insel). (Hematoxylin-eosin stain; original mag-
nification: X 100; inse, 2400,
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Palmoplantar psoriasis (and other variants of the disease as well) 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.
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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

e Variable numbers of intraepidermal lymphocytes may be
observed also in psoriasis at sites other than palms and soles

* MF, of course, may involve the palms and soles as any other
part of the body, but never the palms and soles only



8-year-old boy with phymosis.
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ORrIGINAL ARTICLE

Lichen Sclerosus with Histopathologic Features Simulating
Early Mycosis Fungoides

Liigi Citarella, M. Coyare Massone, ME, Helwnt Keel, M, and Lovewzo Cerroni, M)

Absiraet: Myooims (ngesdes | M) g antaneen Tl lymplaoms
chasteriedd in e sy sages by o superiaal hand-like miieste
wilhs epklensotiopiam o lyngdocyles withos purticulbary e
ayhidigs Foatwres, Bven ihoiagh Clmoopuihcligic prosntaie s di-
sgrshic im Dyprical cases, s eflammalory shin divostders com slemi-
\aber thi hiwmeepathrloggac Keatures of warly MIF. Divtlios study we present
il o 4 pratiemin nilevtad by lichem seloruman | LS B NEF tatio 8.0, age
g T-TS yeaen, mesn age 315 pean; medin sge 13 yrenl sl
resemind with Bisispaibologie lestures simubaiing carly ks of
SIF, The histopathologas proture was chanscienzel i all coses by &
ilewee, banib-ike infilinsie of lymphocyies withan the superficml der-
i, wth exccyioss o lymplocytes withm the Roswer pan of e o
dermis. The papsllary dermis s expamled ol v Gually
wuorse umlles of oollagen simmlaring MF. The typical sagns of LS
wers esther ahsent o present only focally. Moleosar snalyses of the
T My geme renmangomen performasd with the polymerese <baim e
stien | PUH ) techmigque rrvealal o podys kel smear o eight s,
minal @ mcenoclonal bssil ww g, Char stadhy shavws ihal LS can pressmi
wiil histopaibslogs: oty simuisting mrty MP. Expecially s
s pevwaling @ memostenal pepulation of T Prmphaocytes by PR
the conest dagmsss may by iverksshed witkes propas clmical -
Barmmaticu mad clacopaibokyne cornvlatm, Lol sclopssas shooki
Y cialudioad 1o Ehee Biad ol catanenin T-ocll peisbolmphiomas
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yoosis fungoides {MF) s charsoienized hislalogically in
o carly stages by a patchy Hehenoid lymphohistiocytie
infilimie in the papsary dermbs with epidermotropram of Tyns-
phocyies. Alihough this paitam isiypical of MF. some inflans-
matney diseases may display similar histopahalogical
chamges, and differemistion of MF from these stmmlaiors is

Frwr ther Dhepastmesn ol Tlermaanaligy ifhs Cnairlle. Missse. Rl el
L einei b Linanay el G, Aiotix [hpeimmsos of 1kmu|d.-.'| il
Citmallal |srovary of Hops =T ¥ orpaa™, liaky, sl DAL Socin
oo [hmaabiohongy § by Mamasmar, Vinivamasly of Cumee, Hady

Ragwrns Lomwrare 4 vy, B, [hepangm «f Dlenmaisdegy . 1 s sreey of
Wirad, Aurubregporplon, § A0 Dame, Aasmi do-masil bernes
v i e g i)
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o of the niest veang problens in dermstopathalogy.'= The
st known among these benign culancoas dis¢ines are actinic
reticulinl.” ¥ lymnpbomatosd contact dermatitis”* lymnphoma-
1u|r-1 dlluu eruption, Tcell iype,™ and lymphomatoad kerio-
e

Wia repont om U patients with lichen sclerosus (L.5) sl
g hisiopaologic featienes shmalating cafly MF,

PATIENTS AND METHODS
Mine paticnts (MCF ratio 81 ape range T 75 years: mean
mge 313 years; median ape 13 years) presenting with LS that
showed hisopathologic featunes simmlating MF have been in-
cloded in our study (Take 1)

Histology and Molecular Biology

In every case hestopathologic cxamination ol the biopsy
specinien was perfismsed on sections of Hasae stained with he-
matonylin and eosin. Molecular analysis of the T-cell recep-
tar=y (TCR-y) gene rearmangement was performed inall coes
with 3 stasudind POR sechnigue described provioualy.'

RESULTS

Adl paticots had lesions ¢lmically diagnostic of LS char-
m.'lmncllh} “"""“H- arrophic, p.l.ru} swhmish, NI‘H" ul)'.lhulu-
i paiches. fn 6 paticets the bestons wene locales] on ihe
Foresking in 2 om e glans and in | onthe Labia minora, A panch
aipsy was perfirmed in § patiema in the other 4 patbents his-
lopthalogic sections wene prepancd From surgical specimens
afler circumcision. The histopaihologic pechere was chancier-
ized in all cases by a demse band-like bymphocytic infilimge
located in the superficial dermis (Fig. LAY Intmepddermal
small- 1o modiam-sired lymphocyies were observed o all
spocimens (Fig. 1), located within the lower layees of the epa-
devmits aosd focally arrangad i ircgular clusters. Some lym-
Mhocyes showad msclel surmousded by & dlear habo i Fig. 1C)
The paplilary dormis was expandod and filled by lymphocytes;
in addition, thickensd bundles of collagen coulid be obverved
Focally. The lwormg layer im some areas was thickeued wnd
sharwed onthekeratosis and parakeraiosis. The typical sigos of
Ls ihomogenizaton of collagen bundles and sclerosis in ihe
upper pan of the dermds | were either complictely absent or pire-
wgtl |.'t|1l_||- Tocally, even moases where b lafge eaxciasnal biopsy
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FIGURE 1. A, Dense band-like infiltrate in the superficial der-
mis. B, The infiltrate obscures the dermo-epidermal junction
and involves the epidermis. C, Mote intraepidermal lympho-
cytes with “haloed” nuclei resembling epidermotropic lym-
phocytes in MF,



ORTGINAL ARTICLE

Lichen Sclerosus et Atrophicus With Histopathologic
Features Mimicking Mycosis Fungoides

A Large Series of Cases Comparing Genital With Extragenital Lichen
Sclerosus

Lleonora Leoni MD* Werner Kempf MO T and Lorenzo Cerranti MDy

Abstrace: Tichen selerosus et atrophicus (LSA) is & chronie in-
Harmmalory dermatosis of mnknown eiology involving the gen.
ital andior extragenital aed, showing histopathclogically a
charactedstic homogenetzation and sclerods of the supedicial
collagen with variably dense lymphoid infiltrates. Totraepidermal
hemphacytes may he observed, and In some cases may pose dif-
ferential diagnostic problems with myeosis [ungodes (MF). We
ahudied the histopathologic feanres of 121 cases of LSA with
tlense lymphaid infilirates (genital 94 maledemalz
munge: 2 lo 87 v; median age: 11 y; extragemtal; 27 male =
0.1zL; wge nmpe: 11 to 70 v medisn age: 59 y), (o betler char-
acterize the itraepidermal Tympboid infilizare and 1o compare
genital with extragenital cases. Epidermatropic Ivophocyies
mimicking the histopathologic atures of ME were present in
93 6% of the genilal specimens bl nivne of e exlug
Iaterestingly, typical featnres of LSA were mssing i 39.4% of
penital LSA, mad m & further 25.5% wene present cealy Goculle.
Tomunohistochemical analyses showed a predoninance  of
DR I-lymphioevies within the epidermis, Molecular studies of
the T-cell receptor genes tevealed o monoclonal population of
T-Iymphoeyles in nearly half of the cases. Our study shows thal
MF-Jike histopathologic featnres are exiremely common i
vedital LSA bn are never enconnteréd (nextragenital cases. A
tiagness of MF in the genital area shonld be made only upon
compelling features, keeping in mind the frequent psendalym-
phomatous aspects of LA,

il s

Key Waords: lichen scleromms, mycosis fonpoides. curaneoms -eall
prewdobhymphomma,  cuemeous  T-cell  lymphoma,  cwlaneous
peendolvimphonms, extragenital lichen sclerosus
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ichen sclerosus et atrophicus (LSA) 1s a chronic m-
Hammatory dermatosis of unknown etiology involving
the genital mucosa of the extragenital skin. The typical
histopatholosic Bndings are charscterized by atrophic
epidermis with orthohyperkeratosis overlying a papillaty
dermis showing homegemzed. selerolic collaen, and 4
variably demse lymphoey e infilirate. In typical cisey, the
listopathologic dinpnosis of LSA is not problematic; some
cases, however, may lack typieal features being charac-
terived imstead by a dense lymphoeyiie milirae with
prominent exoeylosis of bmphoeyles within the epi-
dermis, thus mimicking mycosis fungeides (MF). 1=
We studied the clinicopathologic features of LSA with
particular emphasis on histopathologic Ralures mimicking
MF_and with comparisan of genital with extragenital cases.

PATIENTS AND METHCDS

One hunddred twenty-ome pavents (malefemale=
3.8:1: age range: 2 to 87 y; mean age: 30,6 y: median age:
L5v) presenting with LSA have been included in our
shudy. Nineiy-Teur cases were [rom fhe anogemial arca
(male:female =93:1: age range: 2 to 87 v; median age: 11
v), and 27 from the extragenital area {maletemale=0.1:1:
ges 17 1a 79y median age: 59y T WTe
colleeted ul the Depariment of Dermalology of the
Medical University of Graz and at the Kempf und Pfaltz
Histologische Diagnostik, Zirich, Switzarland. Variably
dense lymphoid mfilivaies were present o all cases {cases
devoid of lymphoid mfiltrates were excluded), Partial duta
on 9 cases had been published previously ' The study has
heen approved by the ethical committee of the Medical
Universily ol Graz

A total of 125 formalin-fixed, parafiin-embedded
specimens were available for  histopathologic
. Following hislopathologic leatures were eval-
ualed: presence ol typical aspects of LSA: presence of
epidermotrapic lymphocyles (pseado-MF aspects): priss-
ence of pronounced hemorrhage (psendovascular aspects):
presence of associated morphea: presence of gram-
ulematows phlebitis; presence of germinal centers: pres-
ence of perineural i flammatory infilirates.

In 69 cases (27 from the extragenital. 42 from the
genital arsa), immunohistochemical analvses were per-
Tormusd with a stanelard mmpumoperoxidase ledhmigue using

wwwajspeom | 1
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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.




Lichen sclerosus, inflammatory stage

| . Pseudolymphomatous features are
observed almost exclusively in genital
LSA

* Most frequent presentation Is
phymosis in male children

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

» Conventional histopathological features
of LSA are often missing or present only
focally; clinicopathologic correlation
crucial
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Picture taken after 10d of local steroids with
partial resolution (achieved after 3 weeks); No
clinical signs of LSA or of MF. A&W (32
months).




Pseudo-MF features on genital skin

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

e |n all such conditions presence of intraepidermal
(epidermotropic) lymphocytes, usually with cytotoxic
phenotype (CD8+)

e The 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
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Lymphomatoid drug eruption (T-cell pattern)

= Drug eruptions may occasionally mimic histopathologically a
cutaneous T-cell lymphoma (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



Drug-induced Immune Dysregulation As a
Cause of Atypical Cuianeous Lymphoid

Infilirates:
A Hypothesis

CYNTHIA M. MAGRO, MD, AND A, NEIL CROWSON, MD

The snihors encomntercd 29 padents m wham 2 skin hinpsy
shawed atypical lymphiid liypesplasiz and in whom 8 Gidsequent
lruzg history showed ingestion oF one ur more agents before lesioml
onset, T 19 paticuts, the biopsy had been performed w rule out @

is of whereas in the other nine the
clinjcal impreasion was that of & drug emption. Among the more
Frequell(lv prescribed agent were H‘f’ll'lm channpl Itvrckers, nngl.n—

fing enzyme (AUE)

mines, fi-blockers, henzadiszepines and Tipidhowering agents, all of
which are either known to pentarh lmphaoyte fonction ar have heed
implicatcd 25 a cause of pseudolymphomista, Twalvo af the patents
weze om two or more of these dnugs. The effcct of drug modulation
on the clinical course way assessed. The clinical presemations were
@ ane ar more erythematous plaques or muliple infilrave papales,
o as salitary nodules. The patients had een on oue o mwre of the
slopemmeifoned drgs Irom 2 weeks b 3 yours belore doveloping
{he Lesivms. Resolation of the eruptions oceurred in |7 patients within
1 10 32 wecks (miean, 7 weeks) of discontinuing the medication, Five
additional patienis had complere excision ol solivary legions withu

actinn, lymphooytimn s, sod oliadar muciness, Bused on the
listopatialogy 0f e biopsied lesioos and the dinical course being
woe of lesinnal resohoion after vessation of drug therspy ar excigion
of a solitary lesion without, suhseq e, A diagnusds ol
drugassnaiated Ivmphamatoied By persetisilnily wies @stablished in all
specimens. A diagnosis of drils-associausd puﬂllluirm]llmmn should
he TreFores i i ol o
and shnibl b considered if the paticnt is oo drug ot alier
Tyniphecrte fimetion, particulardy in the seting of systemic mmme
dysregulation ot oullidruy, Qserapy where agents may act synergist-
cally or rmintiaiivaly s gl lymphoid functiog, The authars posto-
Tate that the dryg wiag proinate sm abermnt fommmoe response to an
antigen that wiay be the dreag el or sunie other stmalus, A skin
blapsy iy be patticularly belpful, us the lesions of drugassociated
we o inctive fvam mab

[ymp]wml Elnt Pation 27:125- 152 Copyright @ TH6 by W.R.
Yaunders (lampany

K wapeds: dvug-imluced Lpmphaid Dyperplasia, irmune dystoge-
Kaion,

recurrence. A histary of atops, i disesse, or previ
noma was elicited w Give patients. AT hlopesy specimens showed alypk
sl Iysplunidd oalibrales, whivh assvmed one or more of e Fullowing
pallerres: mycosks Fungoides (MF)-Tike, a i vasonbar re-

Cntanomus psendolymphomata are benign nfil-
trates that mimic m‘a.hgnam Iymphonia and envompuss
4 spectrion of enbtcs ncluding getinic retionloid,
Kikuchi's disease, Rosai-Dorfman disease, Jessner's lym-
phovyhe milirate of sk, lymphomatod  papuloss
(LAPY, pseadolymphomatous angiokeratoma of chil-
dren,” and hypersensiivisy reactions to antigens such
ag  viruses,? Burveli vy, F arthr oprls 1 ron-
tacranis,” or drugs.®” An abervant inmune response 1o
wicrobial or other antigens may reflect a state of sys-
temie immine dysvegnlation as is proposed for eosing-
philic pustular fullicular reactions,” diphenylhydantoin
{ Dilnitim ) associated psrlldnlymphnmn.” and psendo-
Iymphomara developing in the seting of leukemia®
The distineuon between psendolymphoma and malig-
munl lanphoma may be problemane, because o pseudo-
Iymphoma can mimic both cmaneous T-cell and Bacl
1}-[1’.\!:]1!.».|.I;:.m Hurthirmore, a psendolymphoma may
progress i malignant lanphoma.'

Froma the Deparmmene of Parhalogy, Barh bsracl Higpial, Heo
el Meadlenl Scbuel, Bustew, and Patliology Sevvaces. Tue, Cambridge,
L Central Medical | aboratarien and (heparmenr of Labarainics,
Misericondia Genvml Hospital, Winnipeyr, Manioba, Canada, Ao
cepred for publicaton Octaber 2. 1995,

Adilviss orrespondbines and teprn reuests o & ¥ Crowson,
WEL. Depariroeni ol Lanaratories, Misencoredia Goneral Hispial 44
£ eriish Sve “umlpn‘ WMaiitnba, Crimly B3C 142,

i >

ABlircoiatioms: ACE, ting enzyose; MK, mycosis

fdes; LYF, i i LyVR, i vag-
culur reschion: AIL angiciwmmmoprolifarative lesions: IVTH, delayed
type hypersensitiviy.

The avthors deseribe 22 patients wher developed
drug-associated atypical mtancons lymphaoid mfiltates
consistentwith pseudalymphomata, Certam stecealipic
light nmuscupu featisres cnabled the disfinetion of

drug-ndaced immune d\'?rrgu]anon 15 proposed as the
pathogenetic bases for the evolution of these lesions.

MATERIALS AND METHODS

Twaenlythree skin biopsics from 22 padents were selected
Frsarer TO000 specimens avoessioned over o Ifmenth period
e dessmaiapaihalogy laboratores of Patholegy Services,
b (Caunbridge, MA) and Central Medical Laboratories
IWinuipes, Canada) s aod examined by conventional light mi-
wmscopy. b 10 of the speamens, the cinidan guestioned a
iy eruption, and mwo @ speofic drag was mengdoned, Tn
all specimens, o complete doug history was oliained by e
authors before finalizing the biopsy vepore, revealing div
ingestion before lesional onsel. In all spocimens, although an.
atypical |}'I|l|xhu|t’|. Andilivaee wik observed, the asthors ren-
dered a final diagnosis ol probable deag-assoiated lynipho-
matoid hyperscusitivity based on specibic histological e i
ontined Tater. In 19 specimens, malignant byophonm was the
stated Wswlogical differenoal diagnosis. Uessalion of drig
thesrapy way rocommended by the authors, and . 20 of 22
Apecioiens, s advice was acted on by the diniddan. The cling-
cal ronurses ol all patiens wele lollowed for up 1o 15 years
after cessation of drug cherapy.
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Pattern

MF-like
Angiocentric
Folliculotropic
Lymphocytoma

69,6%
39,1%
8,7%

17,4%

(n=16)

(n=9; 8 with MF-like features)
(n=2)

(n=4)




Clue: Proliferation rate (Ki-67) too high for early MF
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Lymphomatoid drug eruption Mycosis fungoides / Sézary



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

e



5 months later... (only local treatment)




1t presentation -55?;3}5?5‘45 S S

. vitiligo

5 months later (pagetoid reticulosis-like)




9-year-old boy

= 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
 Cytotoxic lymphocytes (CD8+) predominate (similar to cases of hypopigmented MF)

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



Exmiananmsany Case REronT

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

Emuly Colenan, MIY anid Jay Bhawan, MWD

Abstraety Ly § cuiils ik i (LCTY) @ o e,
e [—-hﬁ’llﬂq'hlu. with. ehniapaiholgc fosmaee of hath
sl v o il T-owli bempd {LTULY
I Uy wtisle, o et & Bisodiieg cose o LED formdie 1o
cherar: bl wt wipe e with clineal fennaes of allergic conmo
demmaiitin wrd bnpuibnlogic cnges ol myros hinpulide.
audtiype ol CTUL. W arner dhee 0O sbioali] be bl o e il of
af 1y ey, 8 subiype of CTCL

Key Werdsr brepborind conme demmsns, myenes Angoids,
vismmiin T ol hagdums disrpkc it ieausiie, e spalis
uhge cumlesw

il J Chevwermmpembinl 20024 1 Ty

BACKGROUND

Lyphaticmatl comse doamattb (100 s & @
beaipn pioddolymplionss willl everlayyung clinial ned
pathodogic femnmial of allergio somist demmtn and wima-
g T-ccll Ty a MCTCL) the offen jcpessmin &
dingnisio challenge.” Climepichobogie couslision is s
uial b v albagniais oo 50710, b ilivn avticle, we nepon & gaas ol
balty wit wipes s m the calpat o LD showing ypicad

Estapahobogic changes of myenss fingaids r‘-‘ll'l LCn
bl e mubibed e B o muienicken of W1

REFORT OF A CASE

An Afisewi Armesson wees i ber 305 wiily well-
cenmnlled hypenenson preseeas] with o hissony of deoalo-
atpny of the: ingairmal s erglucs e, hailinlly she wan
mmen by on Eyoecolgie who perfocmed B biopsy (un wae
reprsicd as noodisgnosic. Two yoars lser, she pecieuied
dermabalogy  fir owluaton ol tho persient  boaos
Mediewons wd Hendy  Beioey  woe nossosmiimey,
CTaesl exnmdmslos reveiled Typepigimemed, miimnlly
wealy palclees wah focal eroskon nod evishonm oveny ing die
suprguihiv, miergiieal, amd bilsttral mgutond ocus [Fig. 15
Ilnu |-ru|n panch huyriies iovenlod shariilabi |'|.'IIIHI§L‘|"II.I:
prailh willi Coohbiininl Puileier icrobbeosiaes

|I‘q.| A, = micesrm] penkiferstiog. of lenphcestes, and
popillary  devmal bl (Fig 2H) There was w

¥t Do <4 Desmmotogy, oswen | nrerin S ol Ssdicnr,
Heslor, A

Gl SR SETVIT P FRERITS A (.

Uampaparssrer: Foady 4 riomin, SN, [egartmcrt of © s jer
Uiy St ol Wleciiies, 609 Ulsary Sl Hesies l.I.Illl-
 rerumit 1wy ntoremns gl e
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FIGURE 1. A, The inguinal and genital regions
demonstrated a  hypopigmented, minimally
scaly plague with a mildly erosive plaque pos-
teriorly. B, The intergluteal cleft was notabde for
a hypopigmented patch with a cluster of 0.1-
0.3 mm erythematous macules coalescing into
a patch centrally.

FIGURE 2. A, Hemotoxylin and eosin reveated
abundant lymphocytic epidermotropism with
occasional Pautrier microabscesses, an intersti-
tial proliferation of ymphocytes, and papillary
dermal fibrosis ®10. B, Epidermotropism with
Pautrier micrpabscesses are easily seen in
higher magnification =40,




Prominent ("pagetoid") epidermotropism

Aggressive T-cell lymphomas

Aggressive epidermotr. CD8+ cytotoxic T-cell
Generalized, partly ulcerated plaques and
tumors. CD8+ by definition; CD30 usually
negative (Ddx from LyP type D); TCRR+ /
TCRy/S—.
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Cutaneous y/5 T-cell lymphoma
Generalized, partly ulcerated plaques and
tumors. TCRy/8 cytotoxic phenotype pre-
requisite for diagnosis; TCRZ 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.
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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 .

Pseudolymphomas

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



F, 10

According to the mother
asymptomatic skin lesion on the
abdomen for 3 years. Improvement
with local steroids, yet no complete
clearance. Recent enlargement.

A biopsy is taken.
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Annular lichenoid dermatitis of youth
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PATIENTS AND METHODS
Patiern selection
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23 patients (median age 10 years; age range 5-22 years)
Characteristic clinical presentation resembling morphea or MF
Histopathologic features mimic MF; necrosis of keratinocytes at
tip of rete ridges ("squaring" of rete ridges) typical of ALDY
Polyclonal pattern of TCR genes rearrangement

Benign behaviour (yet few cases described, relatively short
follow-up)

Long-term follow-up advisable




CLINICOPATHOLOGIE

CORRELATION

Annular Lichenoid Dermatitis of Youth ... and Beyond:
A Series of 6 Cases
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INTRODUCTION

Annular licheswid dermmtitn of ymah (ALY -
a clinteopathodogie cmay described wn 2003 by Annessi et al’
in chikleen and voung patsonis. 1 b charscsesinad by clinical
lealures suggesmg |r|ﬂ.¢r|uru:m1. moiphea. myooses -
poides, vitiligo, or anmulsd ervihoma, nbereas hedlogioally
the mam differential diagnosie mekades oo Ringordes,
particulady the hypopigmenied variam
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ervibematons bonders, wherms histologically  shows fiei
of parskeraiosis amd @ superficisd or soperficial and deop
permascular hymphocytic mifiltmie.’ Vitiligo can presont as
imflamnmatory lesions mamscking ALDY both clinically and
histwlogically. i untike to vitibigo, o los of molasocyien
lesleng w0 permameni depipmentation has been observed in
ALY The muin problem s the differemtial idaagnosis
beragen ALDAY and mygosds Gngeides, slthough hisopashaod-
oy, immumohisochemisery, and molocular smhods socmied
o be bk ko difforemtione the 2 descanes.”

Few move cuses have been roporsed s far, abwns in
youny  patkents. " Wo desoribe hoein 6 paticsts with
climicopathidogic feanines comstient with ALTY, For the fira
tame. v Touml that the disense com develop ohao in sdulthool
the differential dignesh with mycosis fumposdes i these
paticaty s porticulady cnsoial Gor their peoper managemeni
aml ereamnend

MATERIALS AND METHODS

Patients

The cases were oofloctad i o d-yesr persod. From 2003
thimughoul 20608, Twi paticnts wene young gk, aged 10 amd
12 years, a4 were adils nabes, ape rangtig from 33 .0 48
years, Lessons vomsisied of sympsomatic oanded or ol
patches, developad by innlal ervibemnaiows maculss itk
periphiral sprosding. Most lesions showod the charsconstic
mnmlar shape. with 8 mbsed eryibcmnasous bonder  and
2 lypoplgmented comier. In 2 paticnts, only | kesion was
pecsent, wheress 4 pmiswis ha) midiple ksions. In 3 patcois,
the lewen developad on the trund, particuilarly om the Asnks
and the shdemen; in the last palient, the ki were logaluned
om the ik, axillary regioes, groim, sl neck iFigs. TA-C)
The aaration ofF the lesions befire the biopsy rangad betwoen
| and 15 montks. The chinecal dingmosis ncludad “ecreama”™
morphen, ayooss  fimpoides,  graneoma  snsulare,  and
vitiign. The patieibs wone siherwiss healite. Tesing s
autoimmmnity, micctoos, and alkongy and collocthon of
redevamt clamcal information shimd thar (amibies dischosed
e putaine ctolegie fachom. Paticmt $ reveaksd an atopsc
coidinion. whereas patient | had 4 sister suffering from siogy
A1 or 2anonth eoune: af topical therspy waie givien o 3
maticais (2 patienss with comicosacrobds and | paticst with
tacrolumu i, wheness the athers ddad nof reoeive any thempy, No
rexnissany o The lesioes. win observed during amd alier theragn
Spentancots resodution wis observed ot follesap i 4 of &
paticnis afier 24-6% months iFig 100, Clinacal data are
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TABLE 1. Clinical Features in & Cases of Annular Lichenoid Dermalitis

Case Age al

NofSex  Onsel (yrs) Site No. Lesions Type of Lesions Therapy Follow-up

LF 12 Lell Mank 1 Annular erythemalous plague Nume NED aller 65 mo
with central hypopigmentation

M 34 Abdomen, horax Multiple symmebic  Eryihematous ammular plagues Topical corlivosieroid  NED aller 46 mu

M 3 Right Nank. 1 Ovalar brownish plague with Topical corlicosieraid NI aller 48 mo
erylhemulous border

4 34 Abdomen Muluple Ovalar desquamalive prgmented MNome Lostal I'U
plagques

55 45 Flunks 3 Rounded erylaematous plagues Topicul Lacrolimus NLLY aller 24 mw

6F 10 Abdomen, Manks, Mulaple Annular erythematous plagues with Nime Recenl case

Broin, nuck, cenirul hypopigmeniation

axillary region

E lemale; M, male: NED. no evidence ol discuse: FU, follow-up.

FIGURE 1. Clinical presentation in
case & (A), case 1 (B), and case 5 (C).
D, Complete resobulion in patient 5
&t the Hpiemmh Tollow-up.

FIGURE 2. Lichenoid lymphocytic infiltrate with basal vacuolization in case 3 {A), case 5 (B), and case 1 (C) (hematoxylin and

ensn, « 100),
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Clue: "squaring” of tip of rete ridges by lymphoid infiltrate
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Annular Lichenoid Dermatitis (of Youth)
Immunohistochemical and Serological Evidence for
Another Clinical Presentation of Borrelia Infection
in Patients of Western Austria
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MATERIALS AND METHODS
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I:.Tnpdmcpn |26, ko, Liboserap, Depmark k. T speci-
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linked amemanesicbont asaky

W ampermatopathalegy.cam | 177

| EEVCRRAR ] | (VR T ' e T |

FIGURE 1. A-H, Early erythematous lesion on the left lower abdomen close to pubic area, later on enlarged and multifocal with
a pale center resembling erythema migrans, Left laterally, there is a small scar after biopsy (A, B; case no, 2). More advanced
lesions may additionalty reveal slight scaling, wrinkling, and brownish pigmentation (C; case no. 3). Multifocal erythematous
lesions in this case present with central paleness, atrophy, and wrinkling, There 1s a small scar after blopsy at the upper part of the
back (D, E; case na. 11). Erythema and wrinkling are present on this patient’s left armpit leading to atrophy, prominent wrinkling,
and telangicctasia later on. The biopsy site Is marked in black (F, G; case no. 1). Telangiectasia, atrophy, and fibrosis resembling
chronic imadiation dermatitis may be the predominant clinical feature novery old lesions (H; case no, 5).

To my eyes, not a single one among these 12 cases is a true ALDY
"Positive Borrelia serology" not specified (IgG+ alone not diagnostic)
PCR for Borrelia on tissue not tested

"Floating™ microscopy a completely useless technique (my opinion)

Genuine ALDY has nothing to do with Borrelia (my opinion)
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Same patient,
11 years previously




» Persistent, localized form of "pigmented purpuric dermatitis”

= Spontaneous resolution observed in >50% of cases; In some
case lesions persist unchanged for years, or recur at the
same or at different sites

e T-cell monoclonality in ~50% of cases
e 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 Molecular Methods

Jorge B Toro, s.o., Christlan A Sander, m.o,, and

Philip E. LeBoit, mn.
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cently encountered two pathenits referred o our catanseous

hnis who had FT'PD ratber chan MF asd twa
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Severnl conthdernisons lad i 10 examine the rels-
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patiend repodied in the Americn lterature as having
lichen mureus (5) Inter proved 1o have MF (6). The
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10 which other f=atares charasieristic of MF, such
a papillary desmal fbrosis and Iymphocytes aligned
ahong the epbdermal side of the dermoepidermal jone-
titn, were present. Upon determining that MF-like
histopathologic leatures were commaon in PRPD, we
wsed the polymerse chain reaction (PCR) 10 tesl
for clonal searrangement of the T-cell recepior 4
cluain yena.
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FIG. 6. Results of PCR reaction for T-cell y-chain gene rearrangement using the V10
probe. Positive contrel is in lane 18, negative contrel lane 19, and molecular standards lana
20. Bands signifying rearrangements are present in lanes 1,2,4.7, and 12-15. Smears or
faini bands are present in the remaining lanes.
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Figure 3. Patient & in the Table. A, Appearance of skin lesion in 1990, B, A bopsy specimen oblaned in 1990 showed a bandlike infiltrate. G, Note sparse
hemarrhage and coarse bundles of collagen i lrupapﬂla:mcmls. [¥, Appearance of the leslon in 2007, £, A blopsy specmen obtained in 2007 revealed

petsisience of the lymphocylic infilliate. F, Note fealures similar to those of the bopsy spedmen ohtamed in 1990, Hematooylin-eosin, orignal magnification 10
(B, = 20(Gand F), and 4 (E),

23 patients (F:M=1.1:1; median age: 47 range: 1-77)
Monoclonal: 8/16 (50%)
Persistent disease: 9/23 (39,1%)

(range: 20-204 months; median: 41)




Received: 7 October 2020 | Revised: 14 December 2020 [ Accepted: 21 December 2020
DOI: 10.1111/cup.13948

CASE REPORT oo e WILEY

Lichen aureus with pseudolymphomatous infiltrate
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70-year-old woman with a scaly, solitary lesion on the breast.










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.g., lentigo actinica, seborrheic keratosis)

* Mixed infiltrate of T-cells (predominant) and B-cells
e Lack or minimal fibrosis of papillary dermis

* Variable numbers of intraepithelial ("epidermotropic")
lymphocytes; may be larger than normal

* In the past reported often (and published) as "solitary" MF
(also by me...)
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Solitary Skin Lesions With Histopathologic Features
of Early Mycosis Fungoides

Lorenzo Cemonl, M.D., Regina Fink-Puches, M.,
Lailn El-Shabraw:-Caclen, M0, H. Peler Soyer, M,

Philip E. LeBoit, M.0., and Helmut Ker, M.0.
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FIG. 5 Small lymphocytes predominate; nate small in-
traepidermal coflection of lymphocytés

PCR, polymarase chain reacton, TCR, T-cell recepion, nd, not done; TE, lotal excision; reculmence, recurrence wilhin sungical scar, FB,
punch biopsy; M, monocional band; P, polycional smear; ALW, glive gnd wall; ALD, alive wilh parsisient aiseasa; LFU, lost to foliow-up



Clue: sharp circumscribed, dense infiltrate; mixed T- and B-lymphocytes; in many
cases focal rests of an epithelial tumor, often seborrheic keratosis




F, 34. Nipple.

Reported as "susp|C|on of MF"

DR




One year later repeat biopsy on same nipple to confirm the "suspicion of MF* made on the previous biopsy.




Clinical correlation (available
only 2 years after the second
biopsy, 3 years after the first
one).

Nevoid
hyperkeratosis
of the nipple
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Nevoid hyperkeratosis of the areola S

misinterpreted as mycosis fungoides The Dilemma of Coexisting Nevoid
Hyperkeratosis of the Nipple and Areola in
Mycosis Fungoides: A Report of Three Cases

Nevoid Tiyperkeratosis of e wipple and arola is &

liana $. Rosman'*,

with fewer thim 70 gases reported i he Rier e, We report 4 casc of | Donna M. Hel
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lymiphocytes thar resemibled Pautrier’s microabseesses on histological Milan J. Anadkat! Can Baykal®
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in neveid hyperkeratnsis of the nipple and arenla, Tn addirion, this isthe| " ) ‘I]IO i x Damariromner of *Dermateiogy and Vemamalegy and "Pathakopy, Weanbil hadica Facuiy

lirst case W presenl mrmunehistochemical ad ol gene Istaniul Univarsity, itanbul, Turkiey
regrrangement studies of the mtrmepideral Inuplioeyies. This case
Lighlights a potential histopatholowical pital in e diammosis of neaoid
hvperkeratosis of the mipple and areala.
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Abhsiraci
WNewoid hyperkeratosis of the nipple and arcols hormonal sgenls. Three years prior, the area had Nevckd hyperkeratosis of the nipple and arealy (NHNA) s 3 rare chnicepathological enoty
& a rars benign condition with fewer dian 70 bty biepsies ] aned diagnosed as mvweoss lungotes shomning persastent anad sinctly becalized lwperkmatotic lesions of the nippie, aresls o both
cases reported in the literabture, Nevouwd hyperker- by cerrms topathologisigar an culgde msatnion . The with urknown stiopsthogeness. A simiar chinical appearance may absa be sen in diffarens
aTosls PrESsEnts as ASVIMPROMATc Verrucous plagues e Bl romvsined siable aver the subssguent years dissases with specific histopahological features. There are a few anecdotal reports on the
on the nipples and/or areclae and is character-  with only sctasional prurms. Tierrmllen | reanmnen assGciation af NHNA with mysesis Tungowsis (M), Bul Uy da nol desribe 8 urdarm eond
tzed hisropathologically by hyperkeratosis, acan- with a topdcal sorticosteroid was conployed withiou tian In this repart, we present 3 pationts with hyperkeracotic keskons of the ripple and aala
thosts, papillomatosis and keratin plugging or  benell She presenied (o o dlinie s scoorid e i f

f % 2 | ] T Ok mzociated with MF_ but showng different histopathological features, We also review gmilar
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hal reserobled Panbhiers colleclions on nicross (_;)1; placque wais prasen ) on ie ghl aveols wath exlenson on the rippla-arsola complax. The other case reprasents hyperkaratosis of the rippés and

exaninalion Lo our knowledge, This = the third ol a velvely tan plagque bevond the iaron of the arecla with speafic histalogical and immunchistochemical featiures of MF. anca, we weould
reporl ol mvoosis oigoides-like changes i nevind— aveols (g U Dliere was no byogsha denopathy, dnd lik 1o by pethesize that MF fay irvelve the fipple and arsola and have an appearance gimilar
hyperkeratosis of the nipple and areola. ln addition, n allier culaneous lesions were eidenl, L HHMA, Inbngumgly, haweyer, NHNA may cocasonally abio be sean 0 assotuion vith MF
this case is the frst fo present immunchistochemical Two 4amu punch biopsios of the tglt areola Heweeive, this peculiar sisocabion requires fuither explanaiion o (e

stuelies of the intracpidermal lvimphocvtes and the were performed durmg her visil o our imsto- Pkl iy K e AL M)
resulis of T-cell xene rearrangement analysis. o Uhe ludings fFom botl showed similar lra-

tures, meluding hyperkeratosis, papillomaloss aud
acanthosiy (g, 2, There were occasional small
Case report aguregales ol monounclear cells within the emder-
A diyear-old Caneasian woman with no significant mis, and the superficial dermis was sclerede with
medical history presented with a d-year history of  stellate-appearing Bbroblasts (Figs. 5 and 4, A CD3
thickening of the rneht arcola. She had no histary immunohistochermical stain highlighted the mononu-
of Ireaument with oral conbvaceptves or other clear vells, mcluding the epdennal aggregates.
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Mycosis fongoide et mucinose folliculaire avee trés importantes
lésions papillomateuses et verrugueuses

C. Kanitakis et G. Tsolns

Clinique des maladics cutanees ¢t syphilitiques de 'Université « Aristotelions de Salonique
(Directeur: Prol. C. KANiTAkes), Salomgue

Key Words Mycosis (ungoides + Follicular mucinoss - Papillomatous and verrucous
lesions

Mycosis fungoides and Follicular Muocinosis with Very Prominent
Paplllomiatoeus and Verrucous Lesions

Abateaer. An excepuonal case of mycosis (ungoides and follicular mucinosis with very
prominent papillomatous and verrucous lesiops in a 20.year-ofd woman is reported.
Papillomatous and verrucous lesions have not been describied, so far as we know, in
lymphomas.

Nous avons ¢u |'occasion d'observer un cas de mycosis fongoide associé
4 une mucinose folliculaire avee Iésions papiilomateuses et verruqueuses trés
importantes chez une femme de 20 ans. 1] nous a semblé intéressant de¢ rap-
porter cette observation. i cause de la présence des lésions papillomateuses
€L verruqueuses, gui, @ nolre connaissance, ne sonl pas décrites dans les
hématadermies

Observatian personnelle

La malade E.S., dgée de 20 ans, est entree dans notre Service le 24 tevrigr 1975 pour des
lesions cutanées tres étendues; elles ont debuté | an auparaveént et onl commencd &
saggraver progressivement 4 parur du 3e mos d'une grossesse ferminee |5 jours avaril
son entrée dans ke Scrvice, par opération césarncnne.

Regu: le 21 lévrier [977; accepte: le 16 avrl 1977

Fig. 2. Papules folliculaires sur des placards infiltrés du dos.

Fig. 6. Acamthose et papillomatose trés importantes, théques (ntraépidermiques et
infiltrat cellulaire du derme papillaire.



Benign intraepidermal collections of lymphocytes
("pseudo”-Darier nests / Pautrier microabscesses)

Lichenoid keratosis Nevoid hyperkeratosis of the nipple




M, 79

History of non-melanoma skin cancers. According to the patient "new"
lesion on the right back (not mentioned in the chart 16 months
previously).

A biopsy is taken.
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CLINICAL LETTER

Seborrheic keratosis-like
clinical, dermatosc
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Clagsic mycosss fungoides (MF) |8 charctenzed oy
patches, plaques, and tumar kions In sun prolected ansas.
ME Can minig many Infanmhatiny dijesses and peeient
wth ditferam morphological Andlings.! Sebaimeic ki
b [5K)-hka MF s 2 rare chnicopathalogical varang of MF,
which s been reporied in ondy tee casas i elate. SK-like
MF can be congidered when spidemal atypical rmpho-
cytes accompany hlstopathalogical fincines similar to s
Also m patients with MF, 5K may maradet ax Lessi-Treka
slgnor In the farm of collisions.**

A Fyeareld woman presented with erythematous
patehs extending from the helt bieast o the back, oo
panbed by SK-lke papules Migure 1a b, nlidslly appear-
Ing & decade sga with recen] progresdion. Similar oo
emerged in the pubic and Bt Inguinal Tegians ever the
past 2-1 months Erythamaiou patched wees noted in the
fight adlly and neck during edmination, Defmatcscopy
revealied milia-like cysts, comedo-iiks openings, and well
demancated bofders, woges theeof S0Fgune Todl Biopsie
of thir lesione an the left back showed basalor profifers-
e resdainbbig 5K, aboing wily Reatie eysts, and argpieal
lymiphoe ytes in the spkdanmiy and dermis. A few celly in the
danmis ware CONHE pogitive (igue 7). The biopy from ihe
righr aniily was pongsment with the paich phase of MF and
showed |arge-cell tramformation. Menodanal T-cell eoep-
tar earangement wak obsenaed. Laoborony wesds, lymph
node ulssotnd peiphonal smear, ard pedphenal blood
T ey dontwerliie Enannanag ton tevesked o abna mmalithes. bo
adkPionel malignances beyond MP were defecied. The
patiend was cliagnoied with SE-Ske MF, withan alfeched par-
face area of &% and classifed as sage 18 MF [T1THOMIE),

b RAEs gt e e b

FIGURE 1 s Pagubey oSt 5K ohi o siythandtous patds

Ry ches bntevsl anprr of the b b 10 the twek (o The
oL s anpes e o S8 K el e pearies weede (o) in
T [ e B P OSNY, M P
e by Cied

W initiated & combination thempy of pegylated iniws
Feroen alfa-Za (1680 pgfweekl, as recommended by EDRTE
and faeman guidelines a_lnﬂg with nasrovband uliravio-
bt B Etiane times wekly ™ By the four manth fellow-up,
ety Resicnd ha regeeised, and mudt SH-40e papailed had
lattened oo Fegres e,

207 i b el et Gl b A

R ——

R N e Deunsia de b Safe Ddisact e XN s s -1l

FIGURE 2 (a) Basaloid proliferation ressmbling SK in the eplidermis and keratin cysts within it (stars), along with perivascular and scatmened
maderae lymphaid cells in the flbeotic appearance of the dermis (hemataxylin and eosin stain [HE], oniginal magnification ¥ 1330 (b) Small 1o
medium-sized, hypeschomatic, Imegular nisded atypical lymphaoid cells within the epedermis (endlosed fnred dicles) [HE, % 5281, {c) Nealy all of the
Tyrmphoid cellsin the epidermis and demmis are CO3* T cells Immunohistochernicad [IHC] CD3 staining 1 6.3} id, gi The majority of T esdls are C04* and
C08" {IHC CD4 staining x 34, IMC CD8 staining x 351, (&) Thene isno loss of expnession with C05 (HC COS staining x 145 (F) There is loss of expression with
COF {IHC COF suining x 220, () There is scamened positivity for CO30 80 the d enmis with very fow cells (IHC CD30 staining x 3,
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Differentiation between actinic reticuloid and
cutaneous T cell lymphoma by T cell receptor y
gene rearrangement analysis and
immunophenotyping

Chronic Actinic Dermatitis/Actinic Reticuloid:
A Clinicopathologic and Immunohistochemical
Analysis of 37 Cases

V Bakels, | W van Qostveen, A H Precsman, C ] LM Meijer, R Willemze
Michoid Sidtropoulos, MEL MSC® fenyann Soapcie, MIL* AL Extefir MorioezsEvcefo, MO
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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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Referred by a private dermatologist for
further evaluation of itchy skin lesions
on the lower extremities and elevated
serum tryptase (41,3 ug/L; normal value:
0-11,4). No gastrointestinal symptoms;
no other complaints.
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History of B-CLL stage IV, managed with ibrutinib. Itchy exanthema "for
a few days".

Two biopsies are taken.
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Contact Dermatitis 1976: 2: 139-143

Lymphomatoid contact dermatitis

A syndrome produced by epicutaneous hypersensitivity
with clinical features and a histopathologic
picture similar to that of mycosis fungoides

1. GOMEZ OrBANEIA, L. IGI

s ez, 1. L. SANCHEZ LozaNo AND L. CONDE SALAZAR

Hospital Clinico de San Carlos, Facultad de Medicina, Madrid 3, Spain

Four cases have been studied which were clinically suggestive of mycosis fungoides

because of their infiltrated plaque-

ke lesions, but in which the suspicion of a topical

hypersensitivity arose when a positive patch test was obtained with the striker part

of a box of matches.

Key words: contact dermatitis ~ mycosis fungoides.
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We have had occasion to observe several
cases which could be interpreted clinically,
from the morphological character and per-
sistence of the lesions, as a form of xan-
thoerythrodermia perstans or parapsoriasis-
en-plaques; with their complaint of intense
pruritus they were reminiscent of mycosis
fungoides, Several cases were histologically
diagnosed as such. We consider it important
to report these cases because they are
caused by a hypersensitivity reaction.

Case histories

Case I. A 54-year-old male had noticed a
dry, pruritic erythematous plaque about
the size of the palm of his hand on his right
thigh about four months earlier. The plaque
grew progressively in area and in depth.
Some time later, a similar lesion appeared
on his left thigh. The first lesion appeared
in August 1973. During the ensuing months,
there arose multiple erythematous, oedemat-
ous, ill-defined lesions all over the face,

retroauricular arcas and the sides of the
neck. Their course was one of remissions
and exacerbations. Topical treatment with
corticosteroids did not produce any im-
provement. Later, he developed another le-
sion on the left pectoral area. Examination
showed on both thighs two plague-like le-
sions, about 10 em wide, which were er-
ythematous, scaly, intensely infiltrated and
with well-defined borders. Violaceous er-
ythematous, scaly infiltrated plaques were
also found on the face, behind the ears and
on the neck. There was another plaque, the
size of the palm of a hand, on the left pec-
toral region; it had the same features as
the others. Multiple biopsies were obtained
which showed a dense infiltrate, band-like
with histiocytes, lymphocytes and some
eosinophils. There was lymphocytic exocy-
tosis, sometimes forming nests and in some
areas, limited spongiosis, The histologic
picture and its clinical counterpart were like
that of infiltrated mycosis fungoides.

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.

Fig. 1. A ssnd B, Thigh sid Bace lesmim

gt
Fig. 4. Dense infiltrate of histiocytes and lym-
phocytes, some of which are hyperchromatic.

iy 1

Lyinphocytic  exocyiomis  sisetinies
forming nesis, and lmitad spoglinds

ate in the form of a su-
perficial band
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Lymphomatoid eczematous dermatitis

e Eczematous conditions may present with dense lymphoid
Infiltrates, potentially mimicking histopathologically mycosis
fungoides

e Eczematous histopathological features (e.qg., irregular
acanthosis, spongiosis, parakeratosis, serum in horny layer,
eosinophils in the infiltrate) usually prominent — yet similar
features may be observed sometimes in mycosis funbgoides
or Sezary syndrome

e Intraepidermal lymphocytes usually positive for CD8 in
eczematous dermatoses
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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 Borrelin PCR Borrelia Scrology Follow-up (Time)
T F, 70 Foot Band-like ND Ig(G 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)
< F, 68 Leg Band-like NI IgG and IgM CR (8 mos)
5 E 77 Leg Superficial and deep, Paositive IgG and IgM CR (8 yrs)
diffuse with plasma cells
4 F, 60 Leg Band-like ND IgG and IgM CR (8 yrs)
7 M, 88 Hand Band-like ND IgG and lgM NA
8 F, 60 Hand Superficial and deep, ND TgG and TpgM CR (22 yrs)
diffuse with plasma cells
9 B 7T Leg Band-like Positive IzG Almost CR (16 mos)
10 F, 61 Leg Band-like ND IgG and IgM CR (2 moas)
11 F. 74 Lep Superficial and deep, ND TgG and IgM CR (2 mos)
diffuse with plasma cells

CR, complete remission; F, female; M, male; NA, not available; 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

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




Mimickers of CALCL / LyP

HSV1, HSV2, VZV infection Tattoo
Milker's nodule & Orf Syphilis Il (lues maligna)
Molluscum contagiosum Leishmaniasis

Arthropod bite reactions including scabies Inflammatory infiltrates in various conditions
Pityriasis lichenoides
Syphilis |
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Cutaneous Pathology

Large CD30-positive cells in benign,
atypical lymphoid infiltrates of the skin
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Table 1. Reactive cutaneous infiltrates containing large CD30-positive
lymphocytes 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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A review of CD30 expression in cutaneous neoplasms
Franziska Kampa'~ | Christina Mitteldorf ©
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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 !
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Herpes simplex 1

Infection

(confirmed by PCR, retrospectively
positive also on the first biopsy specimen)
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Histopathologic Features of Cutaneous Herpes Virus
Infections (Herpes Simplex, Herpes Varicella/Zoster)

A Broad Spectrum of Presentations With Common
Pseudolymphomatous Aspects

Bernd Leinweber, MD, Helmit Kerl, MD, and Lovenzn Cervoni. MD

Abstract: Cutanesos srupliang issd hy berpes sroples 172 (T15%-
1/2) and herpes vaneellazoster (VEV ) represent common dermatoses.
In somse cases, thev present with atypical clinieal andior histopatls-
ologic features. including presence of dense mphoid infiltrates
weith atyeal Tymphocytes simulaing cotaneaus Symphomas. 0 ths
study, we reviswed the hiopsy speeimens of 63 puhents (33 males,
32 lemnaled; roein dje, B2 vears; mediin ape, 62 vears; age range,
19 96 years) with eulmicous eriplions cansed by [TSY=12 or W2
Higtologic exumination revealed several atvpicdl findings, including
prasenca of dense [vmphoid mfiltrates. angiotropism, and shmpical
hymphosytes simulaing malignant mphoma, Immunohistochamis-
iy perfarmied dn 22 cases showed o medonina Toeell sufiltvate, in
the maiarity of cases with vanahle numbers of CIAH and (56—
cells, Two cases with & prebdolymphomulons appeanmee and small
Clishers o CTD . cells teveulad @ nerockial papuldion af T Tyn-
phocytes by PCR analysis. onderlving the difficulties in classifiing
somae ol these cises correctly. Our shady indiciles Uil culuneos herpes
infections can cehibit several atvpical histopathologie, immmaohisto-

chemival, and rmeleonlar features, and that 1 ghven cases acouate
chinicopathologic correlation and short-ten followap controls are
Tevessary Lor dillzrenizmio o colamesos lamphonms

Key Words: berpet simplex, herpes varieellaizoster, alsnenus
pseniilyniplinma

tedsr J St Pl 2006 3030 5%)

Atanedns eruphions caased by hempes sinples 172 (HSV-1/2)

and herpes varicellyzoster (VZV) represent commen
dermaioses. Lo must cases, a covect diagnosis can be made
bazed on the charncteristic clinical Andings, and vsoally skin
lestons are biopsied only o patiests with toemmimod cliical
presentations, 7 1 this context, it Is well koewn thal cu-
mncows hemes mtectons cim prosent with anyyneal elimical
feamures m patients with immunosuppresson o with under-
Iying hemarologie discases ™= In these instances, the

Trom the Dspanment of Dematolory, Mediesl Univeriny of Gne, Gz,
Sudistria.

Feorinds: Locenzn Ceproul, MDD, Depariment of Dernsiulogy, Medical
Lnivetsity of Graz, Ausnhmggerplatz § A-8036 (itas, Austrin (e-mail:
Lisret st cersuns @ anedl i preve a1

Conyeighe © 2005 by Lippircott Williams & Wilkirs
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clinteal diaguosiz may be problemaiie, and the differendial
diagnosis inclades cmaneous lymphoma or pseudolvmphoma
atmony others. To addition, histology of cutateons herpes e
fections can yary to @ gredt extent, ringiong from lesions with
purely epathelial imvolvement and spacse to absent mttamma-
tovy infilieates, 1o cases with o odd psevdolymphomatans
patiermn simulanng a malignant lymphona. [ndeed, in 2 recent
article, Faddesse-1leath et al ceported a case of an ohsioctive
mass In e nasopharvig caused by infection it 1I8V-1/2,
with a clinical presentation sinliting 2 maligoant wnon and
a prelimnary pathologic diagnosis of extranodal NK/ T-cell
Tymphotma nasaltype

Occasionally, palens wilwut coexisting Jdlssases pres-
ent with cutanecus HSV-1/2 o VZV ifections thal display
atypical clineal and histolopic Godings sugeesiive of a cu-
taneons lymphoma. lndeed, I the past few months, one of bs
(L0 received 5 such cases for consultion (case nos. 27,31,
49, 53, and 54), which lad been previonsly misdiagnosed as
milignant Tymphoma (eutaneous CO30+ hymphaproliferative
dhsorders speetrum Tymphomatoid papulosis/anaplastie lage
cell Iymphoma). In this study, we anulyzed tetrospectively the
Thistopurhologic features of 65 cases of cutamenns HEV-172 mnd
VN infeclions.

MATERIALS AND METHODS

Buopsy specinens {rom 65 patlents (33 males. 12
lerpales; mean age, 612 years, oledian age, 62 years, age
catge, T9-96 years) with cotaneons HSVE2 and VIZV were
anchuded o the study (Table | Al esses were retneved frorm
the lss of the Division of Dermatopatholopy, Department ot
Devmaology, Medieal University of Graz, Graz, Avswia
Swme of the eases lad been sent us consuleation eases. All
ilipgnoses were reviewed by al least two ndependent derma-
topathologists (B, 1O Diggmoses were based on chimeal,
lustologie, mmunehiglochemical. molecular, and follow-up
bt

Histology

All hiapsy specimens were fixed in 10% buffersd
formaling voulinely processed, and sabsequenly entbedded
an pavallin. Sections were stalied switl hematoxylin and eosiu
and analyzed for the presence of several histopathologic
features isted m Table 1,

Am | Surg Pathol « Valume 30, Mumber 1, January 2006
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TABLE 2. Summary of Results of Immunohistologic and PCR Analyses

Immunnohistochemistry* MR

Case No. 3 D4 D8 CDh20 D30 D36 TIAL CDh123 Herpes Type TCR 1gH
1 - S i+t + + = +t ND ND NI
5 ND ND ND ND ND ND ND ND VIV ND ND
8 + H— + . 1= = I - NI NI NI
1 bl i = | e - foh — ND ND ND
15 ++ o2 ris A2 + +- ++ ND ND ND
16 -+ += - + +/ ++ ND ND ND
17 et ++ + + e ++ + ND ND ND
] bk R - + +H “ ++ - ND ND ND
34 It - 1+ - - = - A+ - NI ND ND
25 it + —+t + + 4+ - ND ND ND

27 deht ND ND g * + ND ND HSV-12 P P
28 FH = FHE += ¥ * =+ — NI ND ND
29 ND NI ND ND ND ND ND ND HSV-1/2 & VZV ND ND

3l ++ + 4 +i— +i= + ++ NI V&NV P P
34 ND ND ND ND ND ND ND ND HSV-1.2 ND ND
36 NI ND ND ND ND ND ND ND HSV-17/2 ND ND
37 £ & 2 - +H— - Seed +i— ND ND ND
39 ET. + 4+ - +— + - ND ND NI
40 t i + + b= - + - ND ND ND
43 FH St ++ + - ¥ -t - ND ND ND
ND ND ND ND ND ND ND ND HSV-1/2 & VZV ND ND

46 ++ + e - - +— ++ = HSV-1/2 P B
48 e s I % 3 +/— 4=t - VIN ND ND

48 ND NI ND ND ¥ ND ND WD HSV-1/2 M P
5a et += +4 + + - 4+ = ND ND ND

53 et = ++ - +f ~ o ND HSV-1/2 M i

54 +oH HE + + - ND ND ND HSV-1/2 P P
36 ek ™D ND | - ND ND ND ISV-1/2 ND ND
6l ND ND ND ND ND ND ND ND HSV-1/2 NI ND
62 ND ND ND ND ND ND ND ND HSV-12 ND ND
63 ND NI ND ND ND ND ND ND HSV-1.2 ND ND
64 ND ND ND ND ND ND ND ND HSV-1.2 ND ND

HSV- 112, herpes simplax 1/2; VIV, vanicella zoster virus; PCR, polymerase cham reaction; TCR, T-cell receplor; B polyclonal; M, monoelonal; ND, not dons:
*Rating immnnohisochetistry: —, nane; +/—, seattered  3%; +, 5% 0 35%, +, =25% to 503 +—+, >50%

*Clusters of posiive cells.
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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




F, 44

The patient is a nurse and also has a small farm with cows and rabbits (a cow was recently ill). Two
itchy lesions on right and left hands for 3 days.

A biopsy is taken.
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Fan Lipprncor Willams & Wilkime, P

Cutaneous Pseudolymphoma in Association

With Molluscum Contagiosum

Julia de Diego, v.p., Daniel Berridi. y.p.. Nieves Saracibar. M.D.. and

Luis Requena, M.D.

Cutaneous pseudolymphomas have been defined as benign
Iy mphoeytic intiltrates of the skin that simulate cutancous bym-
phoma clinically or histologically, The authors report on a 2-
vear-old boy with a lesion of molluscum contagiosum in which
the inflammatory infilirate that surrounded a custlihe struecture
containing molluscum bodics consisted at atypical hyperchro-
matic mononuelear cells with abundant mitolic figures, some of
them avpical. Immunehistochemival investigation demon-
strated that the infiltrate was predominantly composed of T
Iymphocyies, A previows report documented pseudoleukemia
cutis associated with molluscum contagiosum, and this report
expands the spectrum of histopathologic pseudomalignancies
that imay be seen in lesions of molluscum contagiosum,

Key Wards: Peeudolymphoma—>Molluscum contagiosum

From the Departments of Pathology (1d Dy
1.8, Hospial Comarcal del Alw Deba, Mond:
Deparminent of Pathologs. Hospital Txagorntxu, Vitena (N8
Department of Dermutology. Fundacicn Jiménez Diaz. Unive
Aurdnoma, Madrid, Span (L R

Address correspondence and repnnt requests e Dr. Luis Reguena
Depariment of Dermatologs . Fundacion Jiménez Diaz, Avda. Reves
Catolicos 2. 28040, Madrid. Spain
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Cutaneous pseudolvmphomas are commonly defined
as benign hyperplastic lvmphoproliferative reactions that
simulate cutaneous malignant lymphomas ¢limcally or
histologically 11.21. Because these pseudolymphomas
can mimie cutaneous B-cell Ivimphomas or cutaneous
T-cell lvmphomas. they often are divided mio B-cell
preudols mphomas and T-cell preudolymphomas accord-
g to the architectural pattern of the cutaneous infiltrates
51 iTahle 1. Thus. cutaneous B-cell pseudalympho-
mas are characterized by nodular infiltrates throughout
the entire dermis. a pattern similar to that of the cutane-
ous lesions of malignant B lymphomas. In contrast, cu-
tancous T-cell pseudoly mphomas show a dense. bandlike
mfiltrate i the upper parts of the dermis, mimicking
plague-stage lesions of mycosis fungoides.

The authors describe a striking example of cutaneous
T-cell pseudolymphoma associated with a cystic lesion
of molluscum comagiosum in 2-vear-old boyv. In their
review of the literature. the authors found a previous
report of pseudoleukemia cutis in associanon with mol-
luscum contagiosum (61 The current case expands the
spectrum of histopathologic pseudomalignancies that
may be seen in lesions of molluscum contagiosum,

CASE REPORT

A 2avear-old boy had a pedunculated lesion on the
anterior axpect of the chest that had been present for
several months. He was born trom a normal delivery. and
fanuly history was not contributory. He was i good
health until 6 months of age. when he showed an episode
of laryngitis and acute gastroententis. He was therefore
admitted to the hospital. receiving reatment with adrena-
line inhalations and mtravenous administration of fluids
and desoxymetasone, The infant recovered i a few days
and was discharged with no additional problems umil the
cutaneols lesion appeared

Examination revealed an erythematous pedunculated
lesion of | ¢m on the anterior aspect of the chest. The







CD30+ pseudolymphomas — Histopathological clues

= Arthropod bites with CD30+ celfs: 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 (rare!)

= Herpes infections. necrotic keratinocytes within epithelial structures
(sometimes confined to follicles, eccrine colls)

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

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

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



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

(Consultation Dr. Calcinaro, Ascoli Piceno)
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Panniculitis in lupus erythematosus (lupus profundus)

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

e 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

e 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
Lupus Erythematosus Panniculitis: Distinction by Means of
the Periadipocytic Cell Proliferation Index

Puritte Stthieamzwwan, MD* Penodee Palfosppeichoksd, MILF Jitoupa Treeiipeatl, ML=
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ﬂrﬁﬁ SPTCL LE Sensitivity Specificity PPV PLR
s Immunoreagents =19 (@=17 P 95% CI) (%) (95% CI) (%) (95% CI) (%) (95% CT)
“ Y [Ki-67 periadipocytic rimming, 1 (%)
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Subcutaneous panniculitis-like T-cell lymphoma
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Lupus panniculitis

Subcutaneous T-cell ymphoma

e Rimming of adipocytes by different cell

types
e Nodules of B lymphocytes at the periphery
of lobules

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

= Fibrotic, enlarged septae

e Proliferation (Ki-67) low

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

= TCR: polyclonal

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

e Germinal centers absent

e Monomorphous lymphocytes; clusters of
atypical cells

 Septae minimally or not enlarged

e Proliferation (Ki-67) high

* Proliferation "rimming"

< No (or small) clusters of CD123+ cells
e 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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INTRODUCTION
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hustopatbalrgieal soctioss o sin blopates.
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18 have Ficassd prorewily on delinesting ivsopinaligpol
aud clinjeal Reatupes ol dissguish SPTCL. from fapus
erylleimatoans prrmstabtm (1 EP)7 " Todend it o e vy
Ehaltengging w Bikronins mgween SPTCL sl LEF o0
ustograttsologial gooinds " Microscopically, LEP o sypically
cluacigiead by & lmphoytie alliae within salnutndous
bobufes with Ttz sepil imvplvoment, faf secoms, amd the
presence of liwtiieytes corining karyorhots: dobris
alifnmpli Uer mmes cen alie b osem om SPICL
Micnsopie Eoliges Umi v belp o disuonganl LEF (Mo
SPTCL. mchide fmbwes tymca] of omanoous 1LE i the
epaderiain hod glefruly  bcledny vieaeda disage W e
deirmal-epiderenil interlbor, pefsdieal lpmplesyue Bl
s, aned mwerstifinl depeosinen of miictn i e reticulm
wlermns, The prsence i tha siiboa s of Brenphd fdlicks witk
reactive perveimal eenies, chaaes of B hmiphocyses, and
A maned infibame with promeens plasms celle aben Dnoes
LER" A secently cluchiia] tlue W LEI is presaios ol clusan
of CONXY plescmsytond daudmo ceds (pDCal Wil the st
e iobvales anet iF e witkms the deomial inflrme

Am | Dematemaial @ Yahume 30, Mimber &, Augut 2009

TABLE 1. Patient Data

Patient
1 2 3 4 5
Age at diagnosis of 52F 22M 22/F 20/F 20/F
SPTCL (yrs)isex
Age at first a7 20 NA NA 15
presentation of
clinical lesions (vrs)

Follow-up {mo) A— (18): clinical A— (19): clinical Tt (41) NA A— (30): clinical
remission after remission after remission after
treatment with treatment with treatment with
hydroxychloroquine hydroxyehloroguine 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 “nanniculitis” 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 irvolving 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
Amnemia Neutropenia Renal failure requiring Bilateral parotitis
cialysis
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 Imterface dermatitis
features of LE seen IgM and IgG on CD123 staining pDCs dermatitis
in skin biopsies clinically uninvolved Muein deposition Mucin deposition
and:lesiomal gkin Substantial DIF: junctional

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

deposits of IgG and
C3 on lesional skin

A, alive without signs of SPTCL; Anti-Ro, Ami-Ro antibodies; ASMA, anti-smooth musele antibodies; D+, dead of hemophagocytic syndrome with SFTCL; ESR, erythrocyte
sedimentation tate; F, female; M, male; NA, not available.




Solitary subcutaneous
nodule (trunk); managed
“+  with systemic steroids; a
few new lesions appeared
over a period of 5 years
(local steroids).




Area of "Subcutaneous T-cell lymphoma" "o * » ‘- ¥ "< 1 Area of "Lupus panniculiti




ORIGTVAL ARTICLE

Lobular Panniculitic Infiltrates With Overlapping
Histopathologic Features of Lupus Panniculitis (Lupus
Profundus) and Subcutaneous T-cell Lymphoma
A Conceptual and Practical Dilemma

Francesca Bosivio, MD* T Sebastiona Boi, MD.T Valentina Caputo. MD,¢ Concetta Chiarelli,
MO Fergus Ofiver. MDY Roberra ch‘m. MD# and Lovenzo Cerront MD®

Abstract: Subcuiancous panmwulids-hke T-edl  lymphoma
(SPTCL) 18 charmcienzed by panmculitic infilitates that may he
liffienlt to distingmsh frotn mdammasors diserdzars, parsicularly
Lupns erythematosus profundus (TEP)L W repori on 1 paticnis
(M:F = Sedi median age: 49y range: 20 w0 TEy) presenting with
lobular panmenlitic infilirates showing histopachologic (zamires
of both SPTCL and LEP in different parcs of the same biopsy
specimen. The areas showing aspects of SPTCL revealad dense

mfiltrates of small and medinm-sized . arypical a/ff T-criotoxic
Wymphocyies with focal rimsung of the adipoeytes and bigh
prolferation, 1n other sreas the ddfiltrale was composed of
nodules of B lymphocytes arranged characteristcally at the
perphery of the fad lobules and in the septa and showing g low
prollerduon e, 123-positive plasmocy todd dendrile cells
arranged in small chisers conld be observed in 3 cases, Onur
abservanon raises an imporant qnestion concermng the rela-
aoustup botween SPTCL snd LEP. A simple chance averlap of 2
tmrelafed palhologes scems unlikely, as woe could shserve these
nnmsnal feamires 11 cases, much more than mete chance
wonld mstify. Three other hypathesss mav esplaio the faamres
observed in our patieats: (1) these sre exsmples of SPTCT with
i istologic features mimicking those of LEP: (2
examples of LEI* with focal amypical histologic feamurss mm-
icking those of SPTCL: (3) SPTCL and TEP may represent
ends ol a spectrum. a hypothesis thal may be supporied by the
freduent assomaton of the 2 diseases

I'rom ths *Ressarch Uit of Dermatoparhiology, Departmmt of Der
Tﬂmnln;{y Metienl Universiny of Graz, Graz, Ausoia: #1eparment
1 1 nivarail Mo
@Depar.uueul of Tatkol - LD Anat-
puua Patologica, Osp. M, Mellon. Mifano; |Depactmene of Palle-
[ogy, 5. Martino Hospital, Belluno; # U of Fathology, L niversits
Hosmtal of Pamia, Parma, Laly, and Auck fand Skin and Cancer
Foundarion, Aucklkind; New Zeland
|IT|HIL‘\A-F Inrerast .mrl Somres af lvmding: Uha authors have disclogad
t |r~|>mnnuh11w with, or fmansdal meerest
dos partaming to chis artizle.
Correspamilene: Tomenze Corrani, VT, Ressarch Uil af Diermato-
tholegy, Depariman of Detmalology, Medical L wversiny of Graz,
Auenbropgerplai ¥ 8036 Graz. &ustrin (snmail, lorenzo cerromi@
Ui gra zat)
Copyiight & 2004 Walkers Kinwer Health, ine 10 dgh e ressrvnd
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Key Words: sobeutaneous pannicnlins-liks T-eell [voophoom,
Inpms eryihemalosus,  lupns panmiculins, hpes profindas,
atypical lymphocyac lobular panniculibis

(i Surg Pathed 201 539:206 211)

ubcytaneons  panoiculilis-like  T-cell  lymphoma

{SPTCL) is defined in the World Health Dyganization
WHO)-Furepean Organization for Research and Treal-
ment of Caneer {EORTC) classification of primary cu-
tangous lymphomas and 1n the 2008 WHO clasatheation
of tumaers of hematopoiehic and lvimphoid tissnes s
4 primary cutaneons  lymphoms of T-cell  linesge
that involves the snbentaneons lissue, expressing an =/ [‘
aytotoxic T-cell phenatvpe B2 Lupus ervthematosis o=
funchins (1 EP) i5 charctenzed by a labplar pm]n]ulhh\
with aspects that may minic those of SFTCL? and vep-
resents its most important differential diagnosis. A further
problem i represented by The knowledgze hat oo distined
proporiion of cases SPTCL is assocsiod with various
autoimmune disorders,'* and that an intertace dermatitis
has been observed in a minority of SPTCL cases,” thus
showing that overlapping [eatures belween these 2 con-
ditions may exist. However, histopathologic analysis of
any given biopsy is aimed at diffarantiation of the 2 dis-
cases. and overlapping histopathologic fewlures on the
same biopsy specimen havenot been deseribed. We repart
on 11 patents with lobular pansiculite infiltrates show-
ing features of both SPTCL and TEP and discuss the
mnplications of this unusual inoding,

PATIENTS AND METHODS

Patients

Tata from || patients with overlapping  histo-
pathelogic features of SPTCL and LEP a0 the same bi-
opsy specimen were collected from the files of the
Research Tinit Dermatopathalogy, Depiartment o Der-
matelogy, Medical University of Griaz, Austria. When
available, clinical and follow-up darta were obtained from
the referring physicians, The sindy was approved by
thes Eihje Commitiee of the Medical Laiversily of Grie

At | Sy Pathiol « Valume 39, Number 2, February 2015

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.




Mimickers of CBCLs (FCL, MZLD)

Borrelia & other lymphocytomas Syphilis II

Local reaction to vaccination Leishmaniasis

ACA, plasma cell-rich variant Drug eruptions, B-cell type
Cutaneous plasmacytosis Reactions to tattoo

Localized scleroderma



Differential diagnosis of cutaneous lymphoid infiltrates

with follicular pattern

o Reactive germinal centers:

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

* Clusters of Bcl6+ cells confined to the germinal centers

 High proliferation of the germinal centers

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

* Beware special locations in Borrelia-related lymphocytoma
(e.g., earlobe, nipple, genital area)
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Borrelia burgdorferi-associated lymphocytoma
cutis simulating a primary cutancous
large B-cell lymphoma
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"Because of this misleading
nistologic feature, a diagnosis of
orimary cutaneous large B-cell
ymphoma was first suspected In
poth cases. In one case, successive
recurrences led to aggressive
therapies before the B burgdorferi
Infection was recognized."




Fig 3. Case 1. Detail of FLg 2 Inﬁlu ate is m'nnly :.ompoqecl
of centroblasts; few immunoblasts and numerous mitoses
(M arrows) are present. Some lymphocytes exhibit a plas-
macytic differentiation (P arrows). (Hematoxylin-eosin
stain; original magnification <200.)

Fig 1. Case 1. Deeply infiltrated plaque on anterior part of
scrotum.

"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."



Germinal centers in Borrelia lymphocytoma at special sites (nippl,
genital area, sometimes also earlobe) are commonly "naked", and
may become confluent mimicking a diffuse large B-cell lymphoma
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Borrelia burgdorfer-associated
lymphocytoma cutis: clinicopathologic,

immunophenotypi

study of 106 cases

Lymphieywima cutis (WO is consicdersd as ihe sierentypical example
of the eutancons Beeell psendolymphomas, Tt ean be induced by
vartoms antigenic stimuli inchiding arthropod bites, vaccination, and
drugs amoeng others. In endemic cegions, Berelia hurgdafn is the
prineipal cansative agen for L We studied reirospecively 105
Liepmies from 106 patients (male - female. 48 58; mean age. 44.6:
meidian, 1.0, vamge, 3017 wirh B, fugdogar-assoriated TO retrieved
s of the J_)epa.[ unent ol Dermatelogy of the Linlversity of
(Mustriag, Only cases with a 8. bepgdorien etology {1ypical
lseations, positivity ol seralogic and/or polymerase chain reaction
PCR) tests, ehmical history) were induded in the study. Lesions were
located on the nipple (63 cases), earlobe (18 cases). gemital remon (9
and trunk or extrenutles (16 caz P{_ R analvsis ol B, bm{dw[m
TINA way positive i 34 of B cases rested (87.5%). Tn 47 cases, we
conld rerieve dats on serologe examination for B begdimfar
amtibodics performied at the fme of diagnoss of TOL Positvine was
Lound in 13 patients | gl Aghl | 6 cases; laG Flghd | 37 cases;

LG A1aM ™. 3 cusess lglr /1eM | 2 cases). Hnslulam revealed dense
l}mphnul infilirates with prominent germingl centers (GOs) in all
cases. Atvpical morphelogic and/or immuuopherwt\fpm features of
the: GUs were commonly ohserved, In i cases. due 1o confluence of
karge [ollicles, e Listopaiologic patiern simulated that ol a large B-
well lvmphoma, PR analyss of the TglT cone rearrangement
perfermed in 45 cases showed a pelyclonal partern in 31 cises and 3
memoclotial band i 2. Tn summary, B. hugdofen-assoctated TO ean
present with misleading hisiopathologio, Immisioplenolvpic, and
molecular ftamres, anel integiation of all data is negessary for a correct
duagnaosis.

Calli €, Teinweber B, Millegger B, Chaw A Kerl T, Oerroni L. fRelia
burgiarteri-nssociared lrmiphocyioma oz chincopathologic.
inininophienoty pie, and mnoleenlar stidy of L0 sases

T Cuian Pathial 2004 51: 232240, 0 Blackwell Munksganrel 200014

ic, and molecular
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Demphocytoma cutis (LOY s one of the most commot others, In endemic regions, Brvelia hugdifon infecnan
types of cutaneous B-cell pseudohymphoma' It can 1 the most common causative factor. ™" These lesions
I nduged Ly various antigenic stimmli. inelading are alse deagnated S Bawhal hrophacytoma’, sl
arihroped bites,” vacanation.” and (imgx5 among represent the least common mandtestahon wailim the
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Exception to the rules

 Reactive germinal centers in Borrelia-induced lymphocytoma
may lack a well-formed mantle and show confluence,
mimicking the histopathological features of a diffuse large
B-cell lymphoma

* High proliferation is usually a feature of malignant tumors,
yet in lymphoid infiltrates with follicular pattern reduced
proliferation of the lymphoid follicles is a clue for malignancy,
whereas high (nearly 100%) proliferation is typical of reactive
germinal centers



Subcutaneous nodule at the site of a hyposensitivity

treatment.

F, 42.
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Oraciimal ARTICLE

Cutaneous B-cell Pseudolymphoma at the Site
of Vaccination

Lorenze Cervoml, MEL® Riceardo G, Bevwowmi, MEL*F Cevare Massome, MOL*
Amdreay Charr, ML e Helanr Kerl, MD®

Almirace: Peoudolyspdaomas are o rane complication of veccinasion,
prscnting with dene lempload mfilnoes sl promscers Tolliculs
patterm. Wi ropert o ohservations oo 4 paticess with vaecination-
wruhaed szl pawblymghoma gall females, ape ranps 19 3 00
ywan, modisnm M5 yearsh Clinkally 3 peikents proseniind with
subvtanaus malubs sl | proscmal with o Leye, el
orvibrmatous plajoe, Biskolagy neveaked i all coses demse hrmpwsd
infilloreies. in the ssbossancius Bt wih prominess Sallicular pasern
T fullichss dmplayed Exbure of reactive gomiiss] cemens [hesmal
mantls pove. presence o singible bady macrophages. noomal peo-
Ieferatm. Necrunic arvas sermeded By palissdal Misocy o were
seem o 3 ey fom 2 patients. A miaedaod] sl with amanophils
armal plancmia erbh s et in all caves by ki, kistascyies nath
pranular hasophilic cytiplasm could he shamrvl anmmsd the el
aten ol Becrosiy of withs S inflammatony infiless:, Follre=op was
mvadable for 1 patissis. One petient was alive with perastent discase
 menths afier he fv obscrvaron. Tea patisss wese esed
iwtih Joal reledberapy aml sy alive and T ol discase afler 1 asd
12 menits, respoctniely D of these twr paleems id & sooomed
pecwl ly mpdeema om fhe contralatenil s afler @ sew sEtion of
waging. Cutsseous pacualolymphoma sfies vacciiaion should be
drmimpuished ltopaiholopeaily from hew-pradk anemsoous Bodl
Fempdwemers i fillicde comier cell Brmpwoma, marginal sme lymphoemai
and from eiher Becefl peeudnlmgphy with nili=
endlar ot rogurng ifforoml trestmes? eg, Rorvedio burpderen-
il Iy miphoryim cunia)

Key Wirds: Beocll prevdolympboma, vaccimaimms Solhgular
e by mphewma, fymphocyiona, lympladenasis henigna cutis
L J Diermnnopatd 2007 29:51x-341)

dhverse cutsncous effects of vaccimations include wide-

sptend and Jocaliead reactions. Mild eryibema, odema
puin, and induesiion limited i0 the sie of injection me
eomimanky ohservad  immediately afier mmmimsation and
wanlly heal spomancowsky, Les  frequently, papales ar
mibcutamenis mxhiles arise @ the sie of vagenation and
may persist for months or year ' Hisiopathodogically,
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Sa

they ane charciericed by cither gronulomas or hghoid
infilumes with promineit permital cemon” T Typically,
peculodytiphomas a2 the site of injection have heen reponod
fotlowing adnsinistrmtion of vaccmes of allergens adworbed 1
ahammim. ' **~

W deseribe the climical, histopatbologie, mimunopls-
turlypic, and mwbecular boologic Fmdangs of 4 paticnis whv
leveloped outnmeois B-eell paimbdyimphima ar the siw of
hacinalen

PATIENTS AND METHODS

Patients

Four patients with & dingnosss of pscudelynaphaoma
accurning al the sise of voccnaion wers ischided in the study.
The diagnosis af preudalymphoma was hased on chnkopath-
g lomures, Assoceiton with [Revions vaitinsion wis
documented in all pabents.

His v, Immunohistology, and
Molecular Biology

Al biapsy spocimens were fixal m 4% buflered
formadin, poeninely processed. and subsequenily embodded
in paraffin. For routine histopashobogic amlysiz, sections were
sxines] with hemalonylin snd eosin, Al hissopathologic
srclons were pestowed Byl leasd e of ws (LC., OB L
The fodlowing Featumes wene anabysod: loemiaon of the infliesie,
prcsoiice ar shenoe of mecrosis, srcosdal or iwheroulivid
yranulomnas, gememal centers. degenermtive B changes, cosini-
phils, plasma cclis, amd histioeyies with granular basophific
evioplism, Sanderd i.ntruunnhi.nnlng}'prl madecular hiology
lechmiques [polymerass chain waction (PCR) omalysiss of
immunoghobsibm ilgh 1 gene searmmgoment] were wsed m
ibesecriben] previoualy. ™'

RESULTS

Clinical Features

The climicil featuees of our patients s semmanised in
Table 1. All patients mcluded were women. Age mmged from
19 1 6100 years [mnedian: 34,5 yeami. The vaccine sdiminastirad
wins for early sunsmer mensngocncepduling (ESME) in 2 of 4
[ratienia, tetanes in | patient, and hepatitis B virus in | paticet
The sute ol ingjection, s the site of socurrence ol dhim kesdons,
wis Ihe upper aom in sl pationis. Patiend 2 presemicd with
a peeudolympboma afler ESME vaccination onihe lell upper
arm She subeeyuemily rocehed o scomd ingection of the

A | Dermatopathol = Volume 29, Mumber 6, December 2007

TABLE 2. Histopathologie Features of Pscudolymphomas at Site of Vaccination

Sarcehlal or Ity ies With
Tuabserculodd Leermidnal [T Ciranular Dasophilke Degendrative Palymerase
Patient Swrnaks Cramilan i Eandnugihib Clls il plasm Fai Changes Chals Reactlon
1 : + + + ¥ ¥ P
2 + + + + + P
1 ¥ + + + + + NI
2t + = . ' ' » r
3 - - - wle r
3 . . . . ' . ND
i " . M " . P

o lesnm on die comnisisrs] s e & oo Bt of veccne

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

infiltrates in all cases."
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EBER in situ hybridization in subcutaneous aluminum
granulomas/lymphoid hyperplasia: A diagnostic clue to
differentiate injection-associated lymphoid hyperplasia from
other forms of pseudolymphomas and cutaneous lymphomas
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Eva Gelssinger™ | Marion Wobser!
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FIGURE 2 Aluminum
granuloma. Electron microscopy
exemplified by case 1. (A, B) In
the cytoplasm of the histiocytes
there are interwoven, filamentary
or crystalline structures that
correspond to the EBER positive
signals
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Secondary syph







Misdiagnosed as Lymphoma

D, R. Gorminer; M.I,, C. Hoyr, M.D., AND
J. R. ELvrincaam, M.D,, Stanford

I~ 1968 Symmers reviewed the histologic material
of 600 patients with an initial hiopsy diagnosis of
Hodgkin's diszase and found that three of the pa-
tients actually had either primary or tertiary
syphilis as the correct diagnosis.! However, 23
yenrs have elapsed since the generalized lymph-
adenopathy of secondary syphilis was last reported
to have been misdiagnosed as one of the lympho-
mas, in particular giant follicle lymphoma,?

Since 1944 a new generation of physiciang has
heen trained, some of whom have never seen o
case of secondary syphilis, Thersfore, attention is
again called to the fact that syphilis is still 2 com-
mon dlsms,: that &hou.'ld be :xmsldmd in the
diff 1 of g lized Iymphadenop-
athy. This repm describus two patients scen
recently, both of whom had syphilis, misdiagnosed
in one case as giant follicle lymphoma and in the
other confused with Hodgkin's disease.

Report of First Case

Case 1. A 31-year-old Negro man noted tender
right ingumal lymphadenopathy in Yanuary 1968,
but no penile lesions were present and a VDEL
report was negative. Erythromycin was given oral-
Iy for five days with prompt disappearance of all
palpable lymph nodes.

The patient was then well until October 1968
when a slightly pruritic widespread papular skin
eruption appeared, followed in about 1wo weels hy
generalized lymphedenopathy. The skin lesians
were teated with cornstarch soaks. Biopsy of
material from axillary and inguinal nodes in No-
vember was interpreted as giant follicle lymphama,
and the patient was subsequently referred 1o the
Division of Radiation Therapy at Stanford Um-
versity Medical Center for further evaluation and

The sadlee desciibed fa 03 puves wese supganed by smoank
arants CA OB122 and CA 05835 thie Nadpnal Cancer Tnsrioe

T e Pepunene of Sugey D, Gooc), Mlivee (B0
Hoyo), Tbr. mrﬁgm Adraced i el
,ﬂmm:xn Qﬂl!l Sociery). Stanfr

Subealiosd Ober B, 1959,

Rere Gentend Ui
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treatment. He was taking no medications, had
not used Dilantin® and had no history of mono-
nucleosis, cat scratches, sweats, or fevers.

The patient, who was healthy-appearing, had
generalized lymphadenopathy, including palpable
epitrochlear nodes, all less than 2.5 cm in size.
There was a generalized papulo-squamous arup-
tion, most prominent on the palms and trunk. The
rémaindér of the examination, including nedrologi-
cal, disclosed no abnormality.

The Venereal Disease Research Laboratory Test
(vDrL) was reactive to 1:128 dilmtion and the
Fluorescent Treponema Antibody Test (aFTa)
was also positive. The Stanford surgical pathol-
ogists were of the opinion that the lymph node
hiopsy sections showed reactive hyperplasia.

The patient was sent back to the referring phy-
sician with o diagnosis of secondary syphilis. A
Jarisch - Herxheimer reaction developed during
penicillin therapy, and palpable adenopathy dis-
appeared within three weeks. A repeal VvDRL was
nonreactive within three months,

Report of Second Case

Case 2. A 4l-year-old single white mun was
well until January 1968 when he first noted small,
painless, slowly enlarging masses on both sides of
the neck. A generalized, erythematous and pruritic
skin eruption was also noted. It cleared complete-
1y, without treatment, in a few days. There was
1o history of fevers, night sweats, diphenylhydan-
toin (Dilantin®) intake, cat seratches, mono-
nugleosis, or penile lesions. A VDRL test had been
negative in 1966, but the patient admitted to
having both homosexual and heterosexuz] rela-
tions since that time,

After a March 1969 cervical lymph node biopsy
was interpreted as showing Hodgkin's disease, the
patient was transferred to the Palo Alta Veterats
Administration Hospital for consideration of radi-
ation therapy-

Except for generalized lymphadenopathy, in-
cluding palpuble epitrochlear nodes, no abnormal-
ity was noted on physical examination. All nodes
were less than 2 em in diameter, The liver and
spleen were not pulpable, and there were no skin
lesions,

Results of blood cell count, wrinalysis, determe
nation of blood urea nitrogen, scoT and electrolyte
contents, and an x-ray film of the chest were all
wilhin normal limits. A VDRL test was reactive at
1:128 dilution and an FTA test was also posilive.

Biopsies of lymph nodes interpreted as lymphoma

Brwrish Tovernal of Dermaralugy [1970) 95, 258

Histology simulating reticulosis
in secondary syphilis

REBECCA E.LCOCHRAXN,® JOHN THOMSON, E.A FLEMING! AND
ALEXANDRA M M.STROKG

Dicpanmmicne of Dermaohigy, *Undversiny ol Gilesgoe, Dipparemsent of Dermamology, Rowl Dfiremare, Ui,

end *Univemiry Depanmens of Pabobogy, Bogul Infirmary, Clagow
Accepied for pubbiciton § Janusry gmh
SUMMANRY

[hiee cases ol secondary syphilss sre described in whom i skin biogay was perfoemed. In all, the
histology bore & siriking resemblance 1o that of malignant lvmphoid neoplasm

The classical cutaneows mamfstutons of secondery syphilis wre wsually oy o diagme, cpectally
when there is @ gnod climical history and the sppropriate investigutoang ure positive. 15 however, the
eruption w oot charmoteristic, a dkin biogrey gy be carreed out. We slwold Nike fo report three cises
where the histnlogical appesrances in snlition would have been minleading

CASE RUPORDS

Laie
The pariem , & vh-year-old gk, wn sdmited o howpital with o pyrexia and swmproms suggestive of a
urinary wwact infection. She was noded 1o hove & widesprisad erythemativus papulis eruption mvabang
face, wnank and Limbs, which hed been present for 3 weeine. There were no mucosal lesinns, The in-
guingl Iymph nodes were palpable

Speaific wrology was as follows: VDRL slide tmr—postive. Cordiolipin Wassermann reactin—
peritive, Reer protein complement fxanon tes—positive, A dkin hiopsy wirs repartied s Follows
The cpudermi is hyper= and parskerumnic with nwrked epidermortropman of monoruckear lvmphoid
vells which are Forming micro-absosises in anse, There i inter- and inteacellilar ocdema in the
epidernns. Dn the dermus there is o dense mfilirre which predomimamly is pevivascular. There i oo
evidence of o vascular lesion. The infibrate bs composed of histiocytic cell, mumonuclss gells, plasma
cells and occasionn]l neutrophil palymorphs, Scaiterod thoroughout there are lage pleamorphic
monotiuclear cells with hyperchromatic nuclel and prominent pucleotl, Mitic fgunes are ocoision-
ally found. These fmadingy i the absence of a cinicol history sre compatible with the diagaoas of
cutznegary. hemphord |1|,'np[.n|.1'|

Skin biopsies interpreted as lymphoma



Pseudolymphomatous syphilis

e Rare clinicopathologic presentation of secondary syphilis

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

 |n 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
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Pseudolymphoma after drug adminisfration,
B-cell type



Lymphomatoid drug eruption (B-cell pattern)

 Drug eruptions may occasionally mimic a cutaneous B-cell
lymphoma (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

* 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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Alstract

Drrug-nclaced cuitsnes presdatymplioma (CPL) 1 a commmo form of pasdo-
Iymphana and ilem are memerous drsgs asocidisd adth (L In this atudy, we
perfonmed 2 wysiemutic nadew’ of the lemiere by seanching PubModMed |
and Fmbase darboses to determine the most commos drigs responsible for
CPL and to defioe tbe demographic, dinical. histopatbobogical amd) fmmme-
puthulogicnl chumenenstos of patienm (updieed un 30 December 20200 Fruen
w0 fdrintly Sound ardcdles. Shostadics (9 copartod cosen) woir inelnded. The
et e -of putfcniy was 54.4 8 177 (rangimg H-Ho) years, and 46 (31797 woro
e, The nsdian time iierval betvees doug roke and CFL scurmenie wis
120 days {range 1=Tusideys). The sharmsit modin dme intonbal bétwoon i
Ihe i and (he onset of the disetse win observid among pateiis wking o
tdepreitants (S (riige T-3300 and e lange medinn ume el was
observed B individants using fmmanondilaors {300 days) (ruge 5 73000, The
taiysL-Pepaortind i eatmpirien catsing L1"L were andd-Byportensives | 17,59 Lanii-
commvilisanty {14,65%), munocional untibodies [13.9% ) and dntidegrmsands (11.2%)
Mareover, the most commals drags wene plemgaotn (65500, amiodipine (56581
Thncelinee [5.0% ) and carhumazepine (4491 Histopamolegicd] cvaliating of T
o reveled 6 (H1.9% ) reponts of T-cedl inRlirutions. Parthermore, positive
roparts af CE (L), CTHE (8000 and CDd (756 wenn nosod: The lowes!
previlanoe o CTEMposlive reparis wik olrerved dmong monod anal anfibodies
Ity genchminn, ami-hyperienstes, ani-canvilants nonockonal apibedies and
ant-doprosamts are the most common doags revpansible for CPL. I mosthy e
mmis it riddle-aged pattents wilh almost no gender difference us praritle pp-
ules, nadulesand plagmes
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FIGURE 1

Antihypertensives
(N=16)

Monoclonal-Antibodies
(N=12)

Antidepressants
(N=10)

The culprit drug categories




> Pseudolymphoma after talimogene Iahérparepvec
treatment for metastatic melanoma

kappa : lambda




2 years previously 1 year previously (during treatment)

Time of biopsy
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Talimogene laherparepvec can
initiate plasma cell invasion into
infitrated melanoma lesions - a
case series
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Figure 1 Clirdcal images and mmunohbistochemécal plctures of
caze | and 2. (4 Black-bluish papubes on Agi upper am repre-
aoming cutsneous mddaroma rmdotasteses in Docormbor 201 6. i)
Regrossion of all murkac lesions in My 2017, 2 Histology show-
g denme infiltrites compotied Mmis enlirely of matune plaama
calls Incated in tha ertire demmis and superfical subeutis (onginal
imirgrfecalon 20 ). [d} Focal fbrosis and small clusters of malano-
phagaa semiksd with plasma oalls, bul no eompénons of melanc-
cytes fodgiral magrification 200 ). fe) Plasma cells are pasitive for
kappa fight chain {in sl hybddization; odginal magrification

100 ). {f) Plasma colly are mostly negative for lambda lght chain
(i it Byloeiclization; orgenal magnification 100w ig) Rod ond
black-thulsh macules snd papuiss on the [l lowsrlag reprasent-
ing eulaneous melanema melastases 0 August 2018, 11 Regres-
aiwa lesions in Mai 2019, i) Histology showing donsa infiltmbes
cormposed almast entivély of malure plasma cells located n the
entine denmis {origingl magnification 20:x ). ) Fooal fibrosls and
wrnall clubers of melanophages scmixed with pladma cells and
Iymphocyles, bul no cormplanss of melanocyles (orginal magnifi-
cation 200x|. Polyclonal expression of kappa k) and amixda (i

light chaing of plasma eslls (in siu hybdiolztion; orgine magnitios-

thon 20x),

g . .
Figure 2 Clinical images and immunohistochemical piclures of
case 3, (a) Black-bluish papules on the left lower leg representing
cutanenus mealanoma metasiases in December 2017, [b) Ragres-
aive lesions in December 2018, (c) Histology showing densa infil-
trates composed almost enfirely of mature plasma cells looated 0
the entire dermis (original magnification 20x), {d) Focal fibrosis and
plasma cells, but no complexes of melanooytes (orginal magnifica-
tieen 200}, (8) Plasma cells are positive for Kappa light chain
fir situ hybridization: orginal magnification 20, i Plasma cells
are mastly negative for lamibda light chain {in situ hybridization,
onginal magnification 20:x),
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Intralymphatic Histiocytosis. A Clinicopathologic
Study of 16 Cases

Loty Regquena, MD™ Laila El-Shabrmnwi-Caglden, MILF Sarah N, IRalsh, MILL9

Senrinr Seynsera, MY, Micjang Zivmen, MI3L*® Mark A, Hurer, MILE

Charatr I? Sangiiesa, MD2E and Hetnz Kitzner, MO

Abstrsol Immihympdeme Samacyoais s 5 e ondiion chame
wrieed by ihe presnoe of dibicd hmphic vosch ooeiining
appregaiss of modoniic snpcyisn (macmphages within vher
hamiia. The fhenomenon aedms Wi corur slessal e oly within
ihe peibenisy deymis. Alibough ity pathesamesis omsine uncertain,

Emilie
[t
theguss 1hig

i eypard on the previously descnibod serphologe sal
ochemsical fommes off intnnvascuba histiooriois. YW alse
wihly el heraeen marElymphasg Mgy i
sml s wiecallad fensive stmaeorlar segcomdo helin

i

Ky Vynniw mmrheplums hisnocyssses, inmlymplane saonn

TABLE 1. Clinical Data of 16 Patients With Intralymphatic Histiocytosis

A
Case Sex (y\f:) Lesion Location Clinleal Peatures Assodated Discases or Findings Follow-ap
1 F 9 Thighs, knees Erythematous violacsous Rleumatoid arthritis Lesions disappearer. atter
conluent patches Lnee juint replacement
2 T 46 Lefl Loweer Tey, Poorly demarcited erythermna REzamatoid arhritis HNia
Klippel-Trenaunay syncrome
3 M 48  Left chost, left thigh Nia Nia Nia
T B4 Right wm Indurated plague: itrvascular Wume Tesions Tuve persisted
lymphoma?
5 F 57 Left thigh Erythema and induration Merkel cell carcinoma at the same M
site of the origival biopsy. rheumatoid
arthritis, PCR regative for FHY,
Forrelia, and Treponcma pallidum
é M T Ahcominal skir Tdultiple excoriated Mone Nia
papilss: scabies?
i F 69 Right bweast Erythema on the strgical scar Previous right breast carcisoma Nia
Gnciroma erysipeloides?
B ¥ooEs Leftupperann  Livie erythema: dermatonmvositis?  PCR regative for Horselia, Strepococcus. Nia
Staplplococeus, and Bartonellc
2 F 66 Lef breast Livic erythemaivus paich Tacision of lef breast cancinoma 9 yrs apo Hra
10 F 75 Right elbow Seaby indwation: granloma Mone Mia
annulare, allergic eczema,
herpes simplex?
1l M A3 Right hip Tncurated erythema of fhe The lesinns developed an the scar after hip Nia
suogical scar Jjoint replacement with a metal prosthesis
12 B irh] Right uoper arm  Livic erythema after irsect bite:  PCR. negative for Sorvelinand HHY-H, Nia
myeosis Tungoides? sobvelorality of light chain sxpression
(rappa andt lambda light chains)
132 M 6 Right thigh Frythema an the surgical sear The lesinns developed nn the surgical sear after Nia
hin joint renlacement with a metal prosthesis
14 T & Rightwwmeramm  Persistent reticilate crytherna REcumatoid arthritis, PUR negative far Bormelia Nia
IgH and TCR clonality
15 M (13 Upper evelic Melkerssor—Rosenthal svnorome?  Melaroma in sinc in the overlying epidermis Mia
Uniluters] syelid swellivg Listopatulogically
showing suppuritive granoloma
16 M 73 Left vupper ann Large vascular radiating patch RErcumatoid arthritis, malignart melanoma Nia

prssent for 2 months:
anpjosarcama, it Jammatary
careinoma, Kanosi's sarcoma?

ST lymotadersctomy

HHYV-E, Iman 2erpeavinis §; Mia. Mot svailable; FCR, polymerass chain rastion; TCR, Tecll recepro;, EBV, eptcinbarr vims.

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

Case, Reference Age (yrs)iSex Clinical Triagnasis Histopathology/T histoch Associated Diseases
1, O'Grady et al* T0/F Erythematous rash below the  Infravascular collections of histiocytes ND
left knee {Mac 387 and Kp1 + histiocytes and
E-V11 + endothelial cells)
2, Rieger et al* RO Red macules ard plaques on  Intravascnlar callections of histiocytes Cardiac insufficiency
face and arms {Mac 387 and PGM]1 + histiocytes osleoporosis, positive
and CD31, F-VIII, and Liex rheumatoid factor
ewropacws + endothelial cells
3, Rieger ot al® TUF Violaseous patches with Intravascular collsdtions of histioeyles Rhgumatoid arthritis,
livedo-like erythema Mac 387 and PGMI + histiocytes bilateral sreast cancer
on both elbows and CD31, F-VII, and
L. europaens — endothelial cells)

4, Pruim et al® 63/M Violaceous lesions with Intravascualar collections of histiocytes Rheumatoid arthritis
livedo-like erythema {HAM 56 and CD63 + Listiocytes and
on the left elbow €CD3l, €D34 = endothelial cells)

5, Pruim et al* 59/F Erythematous rash Intravascular collections of histiocytes Rheumatoid arthritis
on the left wrist {ILAM 56 and CD6B | histiocytes and
CD31, CD34 + endothelial cells)
6, Magro and Crowson” 2 Contact dermatitis on Intravascalar collections of histiocytes Rheumatoid arthritis
shoulder
7, Magro aud Crowson® A6/M Urticaria on buftocks, Intravascular collections of histioeyles Rhbewmatoid arthritis
thighs, and lower back
&, Magro and Crowson® 41F Lymphoma or forearm Intravascular collections of histiocytes Rheumatoid arthritis
9 Takiwaki et al® 69/F Indurated eryvthema and Intravascular or intralymphatic collections of  Rheumatoid arthntis
papules on the elhow histineytes {CDGR + histiocytes and CD3 1,
CD34, and F-VII + endothelial cells)

10, Takiwaki et al® FAM Livedo-like erythens Intravaseular or intralymphatic collections of  Rheuwmatoid arthritis

on the elbow and forearm histioeytes {CDOS + histiocytes and CD31,
CD34, and F-VIII + endothelial colls)

11, Takiwaki et al’ G6/F Livedo-like erythema on the Intravascular or intralymphatic collections of  Rheumatoid arthritis

elbow and forsarm histioeytes (CDAR + histioeytes and CD31,
CD34, and F-VII + endothelial cells)

12, Takiwaki et al® G2F Ervthema and confinent Intravascalar or intralymph: collections of Rheumatoid arthritis

papules on forearm histiocytes (CD6R + histiocytes and CD31,
CD34, and F-VII + endothelial cells)

13, Okazaki et al® Sz Livedo-like erythema with Intralymphatic collectiors of histiocytes Rheumatoid arthritis
vesicles on lower leg (CD68 + histiocytes and D2-40 +

endothelial cells)

14, Asagoe etal’ 17 Pairful induration of the Intravascular collections of histiocytes Temsillitis
serotum {CD6S + histiocytes and CD31 +

D2-40 endothelial cells)

15, Catalina-Ferndndez et al® SO0F FErythematous plagues Tntralymphatic eollections of histiocyres Rheumaroid arthritis,
with livedo-like (CD6E + histiocyles and D2-40 + Abromyvalgia
pattern on shins endothelial cells)

16, Ckamoto et al” T5/F Violaceous. infiltrated Intralyraphatic collectiors of kistiocytes Rheumatoid arthritis.
eryithema on lefl (PM-1 + histioeytes and 1D2-40 + bymphedema
forearm endothelial cells)

17. Mensing et al'® 68/ Reticular, bizarre-shaped Intravascular collzctions 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, und thighs
18, Waranabe et alll TS Frythematous nodrles Intravascalar callections of histiacytes Orthopedic metal

on the left knee

{(PGM-1 + histiocytes and
D2-40 + endothelial colls)

implants

F-VILL factoe VI related astigen; F, female; M, male; ND, not describec.
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F, 50

B-CLL and clonal cytopenia;
skin lesions for some months.

Consultation Dr.'FBrsek, lagemfrt
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Intravascular (blood vessel) histiocytosis with
haemophagocytosis

M Tergsa Fmﬂnm—ﬁmns.l M Tertsa Martin-Unda,® Adria Plana,* Detast Servit)e,
Roza M Penin,? Gostavo Tapla,® José |, Mate® & Aursllo Ariza®
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Intravascular (blood vessel] histiocytosis with hasmophagocytosis

A Bany Sypes ol inlrosassbar hamphodisloovilk el iniravisinber slbyieis a@dl B
prvdiferalivng hove been desordlind reoenilys v wis phagmeylimis wrmlving sl veook al the dermia o
provisly @ somiibed  or misislerpiets] ke prwrss KBpal may be repreenlslivg of 4 new eilly
vismenpe.  Inbrubpmphoi; Bmehohbibnyil  aggre- The pullems were o wmmen wnd one mon whis pes-
gules are rebilively oomman, uml incdisde benign. sewsl @ ospmmeiris) eeflooliled prgibemn wiith o
mushgmuml ool imdeterminsie omdillons. Inoomined.  iemilmey b imedee e dim of e hresde. The
all monecodithchal prolforstios o the hmione of  biioos wore mdolont, did neit wlodrsie aml fllowed o
Bilinad wowsedy v boen Inboprebod so lar as maligs benigh course.

nami. Horcin, we proscad ibree coscs of hibtbocylc proe Oomclnvione Phis seemibvigly. ool condith s charae-
Hicrabius & gt lwmen of Ihamd vosch asodatod with — teriaad by the prowmee of hindtie colls lrkds blind
Imrcyloplasinic wraruboeyie debis (hocmiphigocy-  vesscls, where they have ol been deribed prev
insisk, n previously underenbed ey, ously ne un entiry, [be most reasomnbie cxplanation
Methods mul vesuftr We Mdentified dheee putlenss for s peacest Woan origin from ihe non-clambenl
from two metiuiions with amdlor cutaneous lesiba el of meqocyies thar ‘patrod” the moer feoe of
bath  clinically  nnd microecopicnlly,  Informstion  hlood vessely acting nx mocrophapes. The pxdstonee of
meganiing  clinkal  hiviory,  birtologicad  features  thik entity should be bepd In mind o ovald oveoding-
wiil Immumsipridiles were shialnesd, The Lheee Gises wwwds il e By

Kepwardhe Bl wesesel. Dvesl. hemophgeeyionds, bisilocyum, (mpavisenlur, icvedca] pronmey e

Inlm:hr.ﬂm dlimsnites] f el yrare [n il sk e e b

inrmlyrmphutle Bistioeytosks (0TL Uit may be eliher
Imrubymiphiuls  fyenpluddisl kel proliferitliss o ety Cilopuiised oF sesumdory e ol bl
reliivedy  cvemmmone amil el Gppes Bive e cosed o lilaniisdiory ounditngs, and Wopoiticaliely
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Figare 1. Clindeepatheloyien] featares of ense 1. A Four neanthy afier presenbition the patient shewed intense revienlor ervihema with a vie-
laecons Bise surroending Ui ascels of beth Sreass. i, Soperfoial proliferation of capllary vesacls tha form colissive aggregates, mainly i
the npper dermin. €, Capillars vessels flled with Large hishacytes showing Imagenented grannlocytes in thea cytoplasm (haamaphagesytosis |
I, 304 stabning TaghBghes the wellslemareatsd areas of vasular probiferation atsd s negative in the ditravascoular cell collectzms. F, T0-
40 tiity o aley the ge wof i sauall beer el hvinpiatic vessels bul & oegative i the viscular poliferation. F,
CIFEL is pesitive i the vewsel walls and ale in reany histioeytes. G, COGEKP |-pasitive Inmavosenbe histineytes. B, Myelopermeidnse siain-
imp positive in the pariially digested ganolooptes present i the cytoplase: of most wacrophage

Ngare L Clinaespaibnlegien] fesiares of eave 2 (A=) and 3 (F-H) A The patient presended with reiienlar erythesea involving the anterior
anyl posterior aupecls of the thorey, induding ler bresatsy as well &y the proxcinad upper Umbs, 0, Proliferaton of eaplllasy vemels frmng
eihesive aggregates in the apper and deep derme. O, Capillary veseel with dllated lnmins contaiming reany hatiocytes with mgmented
rasnalorytees i Bieir cpteplasns (ammaplgoestos B, C071 Misziafien: ia] aaining = hhan! v am! wimn gy F,
Telugsectatic conflnenl erythema in the opper clest area of case 5 0L Interconnectsd capilliry vessels oo venules i the opper and el
ilerieis were Blimd with hioeyies, 6, Dikated sapilany vesels fillad wih hxtiocyies containing bagients of granaloyies eslls in thetr opio.
plasne. W, C131 mnmunchistochonsical stiming was taken wp by bolb histiocytes amd blood vessel codethelis colia




Intravascular (intralymphatic) histiocytosis

e Clusters of histiocytes within lymphatic vessels (in rare cases within
blood vessels); may mimic intravascular large cell ymphoma

e Cells CD68+, CD163+ and negative for lymphoid markers; vessels
positive for podoplanin in the vast majority of cases

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

 "Localized" cases observed in different settings (particularly in
chronic recurrent infections / inflammation, e.g. recurrent
erysipelas)




M, 44, hidradenitis suppurativa . —







Iniral mhatlc atypical T-cell
roliferation in a cutaneous
mangioma
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Benign intralymphatic proliferation of T-cell blasts

= Most reported cases observed in a "microorganism-rich" environment

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-cell phenotype with high Ki-67; cytotoxic markers
negative; no association with EBV, polyclonal pattern of the TCR genes

Positive staining for podoplanin in affected vessels rules out intravascular
arge 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
Reprart of a Case in Association with Molluseun Contagiosum

A. Brenard AckERMan, Mp, ann Evcene ¥, Tassx, un

Histologic sections from a solitary cystic
mononuclear cells in the dermis and within bln-n-d vﬂllll were dn

sewernl

cutaneous lesion that showed stypical
cuitin, TE

patient, who had no other cutaneaus 'lninnl. mmw submiited o an
ENlEmsivE i ion for leukemin, which proved negative, Additional and
deeper sections from the original block revealed that the cellular infltrate so

suspicious of leukemis cutis was

to rapture of & lesion of molluscum

contagiorum. The correct hivtopathologic diagnosis, therelore, was plﬂdnhu-
kemia cutis. The lessons of the case are that 1) further study of the specimen,,
solitary as it was and asymptomatic as the p-um wan, wwld hawe n'hr\_rhud

worry and the eaxpense and incon

of an ex

vestigation, and that 2) the du'unnql'klhm- cutis should nl.-nt e lﬂd.!
solely on the basis of hisologic sections of skin, but rather alter examination of

blood and bone marrow.

Cancer 40:813-817, 1977,

Cnnm CAVEATS PERTAINING T0 THE INTER-
pretation of histopathology of the skin can-
nat be emphasized too firmly or too often. One
such caution relates o making an ungqualified
diagnosis of leukemia cutis solely on the basis of
histalogic fAndings in a lesion of the skin. The
consequences of such premature conclusions are
here reported in @ case that may be as instructive
to others as it was 1o us.

Case RerorT

A N-year-obd woman had a “cyst” of 11 months
duration on the right lower eyelid. It was removed i
st by surgical excision and hisologic sectlon were
imerpreed by o general pathelogist as beulemia cutis.
For greater certainty, the slides were sent b corsualia-
tion 1o the Armed Forces Institute of Pathology
[AFIP Accession No. 1475626) where a diagnosis of
“malignant neoplastic infileate, probably gran-
whocytic eukemia, evelid ™ was also made. A diagnosia
(#1122-74) of “mesastatic lesion, lymphoma or lym-
phematoid papulosis™ was rendered by the Depart.
ment of Eye Pathology of the Nofthwestern Univer-
sty Sehool of Medicine. The Dermatopathology
Section of the Skin and Cancer Unit of New York
University School of Medicine also inerpreted the

From the Deparmenn of Dermarslogy and Pakelogy,
New York Universiny Schaol of Medicine.

Adddress far reprings; Dr, A, Bornard Ackermar, 552 Fimst
Avemue, New Yook, NY 10016

Accrgied for publication Novermer 30, 1975

changes as those of leukemin cutis. All saw & maoder-
ately dere, mixed infiltrate of lymphocyies, histio-
eytes, plasrma eells, coslnophil, and expecially
arypical mononuclear cells throughout the dermis, In
addition to their interstitial distribution, the atypical
mananuclear ol were found in large numbens
within widely dilated endeahelial-lined spaces [Fig.
la & b}

Despite the Fact that the cutaneous beslon was sel-
itary, and solely on the basis of the histologic diag-
nosis of beakemia cutis, which had been concurred in
by most of the pathologists who had examincd the
tissue, the patient (a doctor's wile] was admaned 10
the M.I Anderson Tumor Tratitae for thorough
wystemic investigation. Findings of complete routine
examination and special studies of the bleod and bone
magrow were comipletely normal

Perplexed by the contradiction between the dire
hiselegic Interpretation and the pegative clirical and
ather lnboratory findings, we obtained the original
hilock of the cutaneous speciemen snd cut deeper sec-
tiona |hrnugl1 it To cur amazemens, and embarass-
ment, those wections revealed molluscum  hodies
within the cornified cells of an cpithelial, cys-ilke
structure (Fig. 2] that had ruptured. In these secrions,
toa, within the umina of the dilsted blood vessel
mirroinding the cystlike lesion of molluscum con-
tagiosum, there were many af those aypical mon-
onucbear cells thar were previously so misleading | Fig.
I & b)

Disevssion

One may only wonder worriedly abour the
phenomenan of rupture af a lesion of molluscum

Bi3

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 emharass-
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)
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Atypical intravascular CD30+ T-cell
proliferation following trauma in

a healthy 17-year-old male: first
reported case of a potential diagnostic
pitfall and literature review
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Benign Atypical Intravascular CD30+ T-Cell Proliferation:
A Recently Described Reactive Lymphoproliferative
Process and Simulator of Intravascular Lymphoma

Report of a Case Associated With Lichen Sclerosus

and Review of the Literature
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Main "Intravascular"” proliferation of cells

Within blood vessels

 B- and NK/T-cell intravascular diffuse large cell ymphoma

e Diffuse large B-cell lymphoma with intravascular component

e Intravascular angiosarcoma

 Reactive angioendotheliomatosis

 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

e Intralymphatic histiocytosis

» Merkel cell carcinoma (common)

» Metastases of different types of carcinoma and of other malignant neoplasms




Approach to dlagn05|s of mtralummal cells

= Type of vessels involved
- lymphatic vs. blood vessel
Type of cells
lymphocytes, histiocytes, endothelial cells, solid tumor
Extravascular component (yes / no)
: (e.g., ho extravascular component in IV-LCL)
Histopathological features of concomitant diseases




