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Case 1l

M, 22. Cyst on the forehead
of unknown duration.
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Exrrackmaany Case Rerowr

Trichoblastic Infundibular Cyst

Shin-tehi Ansai, *F Mesueki Tsud, = Hujime Nageio, ™ Keito Nishimaki,* Musahiko Woako, =
Motoonw Muanabe, ® Takava Frlwmoro, 7 and Tetsunori Kimrat

Abstract: W roport 4 cases of an nfundibular cvst that
hastopathslogcally showed sl papillany projechiom of ellicl
germimitive cells emandtng from the hasal layer of the oyst wall,
Sorne o these projestions brooched @l Tormed o retioalaled patem
1his ovstic Tesion is histopathologically dadnenve. We propase o
designare it a8 o tachoblaste infindibular cvat because it Tining
resernbles that of an nfundilmlar cyst vet it has cells that resemhble
thase of the fallicnlar gemm i dis wall

Key Words: mlimdiudar type [OTHmalar cysl epidennal cysl,
epuleriend eyst lelliculur gerimmulive o2l fchuldasome, Wcli-
Tolicwloms
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INTRODUCTION

The inflndibuler type of follicalar cyst, also velered to
as “epidermal nclosion cyst™ or “epidermoid cyst.” i one of
the most commim epithelizl cysts of the sk ' We report
4 cases of an wfandibular type of follienlar eyst with distne.
tive lnstopathologienl feanres, mmely foci of cells resembling
follicular gerrm, Thos eyst 15 to0 be difterentiated from other
infunditalar cystic lesions, nliding neoplasins comprised of
follicular germinative cells.

CASE REPORTS

A simnery o The elimical dats o oor 4 caes s shown m e
tahile, Ty, 4 rales rangang inoage o 32 o A% yewrs (e ater
palients were 36 and 57 veurs okl respechively) presented to their
dermatelogists with either an intracttancous or suboutancous nodule
arviznar inall patients, and in 3 of the 4 cascs the lesions were locared
an the head or neck (Figure 1), Two of the lesions had sormounding
eryiiemd. The lmeal duradon was known an 2 ol e sses; e $3-
year-old pansent s the lesion was present for mere than 33 vears and
the 32-vear-old panent voted 11 BEd been present simee childhood

Histopathologically, cach lesion showed similar findings
{Figure Z). These uwnilocular cvsts comified in o fashion identical
o that af infundibubar epifbielinm (Figare 240, The cvst walls ranged
a0 Mickiess Temn 3 e 3 up o 610 7 layens ol squarivus epilliclinn
(Figwe 2B, and the inoermost cells contioed Ketatobvaling
grimules, Vpsrating ram the hisl Tyer of the cyst walls were
papillany projections of cells with large oucked and scant ovtoplasm
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arvangad ma penpheral palisade (Fgure 20, Some of the projecnong
ol vells ramehed sud forined eticale stooctomes {Figure 20) None ol
the cysts contained sebnceous glands, [Ollioular dulbs or papillae.
cytologic atypis. or mitoses. One af the cysts (case ) was mptoed i
its lower half and was accompanied by suppurative and gramilors-
tons inflaniiation

Tmmunohistochemical stalning vsing antikeratin 17 (B3
s Likeratm 20 (K24 8], und anti-KagT (MIT) antibonlies showed v
positve redctions in cells of the syst will and papillay projections in
we 1

DISCUSSION

The basic strocture of our 4 cases is similar to that of e
imfumdi bular type of tallicular oyst, also desipnuted “epidermil
inelosion cyal”™ o “epidermoid evst™ The cyst wall of llis
lesion is composed of squamaus epithelial cells with a grapuli
cell layer, resembling the infundibulm ofa haic follicle. These
cyals, howevey, differ from conventional infundibular cysi by
comtaming papllry wnd seteula projections of cells with
large nuelel cmanating from the basal layer of the cyst wall,
Althaugh we fiiled to prave the differentiation of these cells
wowand follicular germuative cells immunohisiochemically,
these cells ave mocphologically similar o folliculw ger-
minative cells (ie, they have small, dark nucler and scant
cytoplasi)” and the outermost cells ace columpae and arcayed
0 padlisades.” Dast, those cells bk eytologics] stypa and
muloses, suggesting the benignity of these lesions. For these
reasons, we desigmated these lesions ay wichoblastic m-
fumdinubar cysts.

Twst, we should consider e possibility that thess
projections were  slpn of indaction of follicular perms by the
Obrohisticeytic strama” I bas besn well koown tha
hypemplasia of the cyst wall w infundibulo-type follicula
cyals pecurs with sucvundmg mflarmation o fhrosis, T our
4 ases, nAammatory chinges or fibvosis were observed m
emby 2 cases and mowhnich prajections of cells resembling
follicular germ were observed in the parions wihow -
famnmaory changes pr fibrosis. Induction of follicular germi-
native cells inthe epidennis has been noted in devmatofibroms,
neurohibramma, and other teopluans.® In sum, we consider that
the projections from cyst walls observed moour cases wens
primmary findings of the lesion.

Trichoblastic mfumdibular cyst 15 to be difforentiated
Lo other lesions with follicalar germinatve cells and other
fundibular eystic lesions. A benign neoplastic proliferaion
of follicular germinative cells is classified as wichoblastoma. ™
Alihough: trichoblasioma may comain a cyslic componenl, 1
contrast to richoblastic infimdibula eyats, fhose fnfundibulac
tysts are smally da not predominate; ind, when present, e

N7

TABLE 1. Table Summary of the Cases in This Study
Size of the  Duration of Clinical

Case Ape Sex Laocation Lesion the Lesion Symptom
1 8 Male Right Neck 5 % 6 % 3 cm Over 35 years Intracutancous
tamor with

erythema an
averlying skin
2 56 Male Oceipital - Aboul 2 em Nol apparenl Subcuianesus

Sealp fmar

3 57 Male Ear Aboul | em Nol apparenl  Bulruculansous
lumor

4 32 Male Nucle Aboul 8 . Sinee his Subcutaneous
childhood Llumor

FIGURE 1. Clinical findings of case 1. This 83-year-old healthy
man presented himself to the Department of Dermatology and
Plastic Surgery at Akita University Hospital with a history of this
cystic tumor on his right neck for more than 35 years. The
patient noted that several days before his visit, the lesion had
become inflamed. Clinical examination revealed a dome-
shaped and cystic tumor measuring 5 X 6 < 3 cm in diameter
with overlying telangiectasia and erythema. No recurrence has
been noted 1 year after excision of this lesion.

L : S ..ﬂ_;
FIGURE 2A-C. Histopathological findings of case 1. A, Within
the dermisis a large unilobular cyst with a thin wall, B,
Intermediate magnification shows the cyst wall contains radial
projections of epithelium and is filled with basket-weave
cormeocytes. C, Higher magnification reveals the cyst wall is
composed of 3 to 4 layers of squamous epithelium and the
inner—-most layer of cells contains keratohyaline granules. The
papillary projections from the basal layer of the cyst wall are
composed of cells with small nuclei and scant cytoplasm in
palisaded array al their periphery. Some projections branch
and form reticular structures. No follicular bulbs or follicular
papillae are present.
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Cystic trichoblastoma (so-called
trichoblastic infundibular cyst):
a report of three new cases

Three gases of so-called trichchlastic infandibolar cysl ave reported. Aftica Judtez', Arno Riltten?,
The lesion el & canfigu it b dnfurdibn lar (CIEN Heinz Kutzner* and
inc;iuding bt _Jhilu arthokeratotic corneoeylis arranged in Luls qu"gna‘

lbazket-weave pattern ancl intermingled with ecsinophilic sebum. The
oyet wall was mainky compesed of strarified squamons epithelinm
showing infundibular kerarinizaticn throughout a granular layer.
Hewever, In some areas, epithelial covds, buds ancl reticulated
praliferarions of fallicufar eseminarive cells surrounded by a densely
cellular stroma emanared radially from the oyst wall In one case, in
addition o the presence of [ollicular germinative cells, there were also
aggregations of matrical cells with evidences of inner sheath and
matrical ditferentiarion. In our opinion, these findings supperra
nenplastic rather than a eystie nanies for this lesion. We discuss the
hustlopatholome dilferental diagnesis with ofber [Glicular cvstic lesons

Bp | Curel; A) Bewrmmg power showing men cpae pruckures mvebn ke deseray B) Buds of banlod eprihebum evane g from the oy
wall 53 The biks snd corde are connposad of flicalur germanatve calls wnd sumesnded by & stroma contamang mamerss flrootes O}
Braderes of priranvs dilfsrennation soeard folleslis bulks sed pagillse

Hp ¥ Cage ¥ A) Seanning pewer chewing o ryens lemen inthe derme. B) Bode of prominw (ol odwr gerssnanve cells, oene of Shem shewvang
pevipheralpabisading. mnisaind from the et wall Moes the dessly calhdar sroma. 51 Inseme e thers wers sk agyregpations of ms sirical

eslle [} Theew sggregasins of matreal ceilk shorwed wad e of mamnes! berdmizshon with sidhchwnlzs proauds snd hink of formstan of
Hudow comrerim

Ay 1 Cue T A) Scimning peress dhowirgy o cpetic lsson imvahing the dermes. B} Bagophiic cords of falliosar peminaiv ol wranged
1 vt el sk e palmmrn. mmanatmg e the e wall O In sorse wreas, thees baophilic corde sentuned ey sfimdbule e e D) The

Eroms raresndmg the cords of elod s pemsss v s comiswned numeres Srsovie
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Tricheblastic infundibular cyst should be renamed infundibular
cyst with unique papillary projections
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Abstract

Trichatistc inhardinitsr cyst (TG was presvloiaty frpered s @ uke hermtinme
eysile lesion. which Ugw charscimizan. fy the panlliny juoetions ol - felicul
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lusrez vt ol reported siellar cystic leslom wir eeitenoe of bmer
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[ET0) pecsads of e nasglablie. macher than ryihs, Ashae oF
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FIGURE 2 Cimed: i Munpathoinpivsly, sasmieg magnificston
atarwrd  eskotadar cys i the derests (HEE 20w 0. d6ghan
il on yeowed thay cords evemated from the busal Layer o the
eyt walls e i 4 petlosdar struchine. They wers comjond of
ol wiith larps sl and cant cytoplesm, Pt vimoms wis
Attt ol heivi e i sesviinadid i opst HRE 00

FIGURE 1 Coel: A, Clinics Drfirgs of B lonon. A din-colonsd
nodule wits 2 coniral pore on the nedic B Histopethological find'nga:
et roagn festion heaved @ unlocular oyl m e derens HAE,
20w T gt e Fistan thawed Bha eyst wall 6 be eomensed
o s iy fum and B rnerd e of ol oontsining
hewacobyalin prambes [HEL 2004 D, The papllry projectons
wemanatod from the besal leyver of the oyst well and inemed Fetouder
stnuttures. The propectim wers oo of cells with Lege fuel
and seant cytoplewn, revendTng folbouler permingtive oells, Flbenile
rsnnd wieh nfliteation of hephacytes taranded e oy
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INTRODUCTION

Ve fifimelihu o tyme of follieuts eyss, sl refemed to
Fipiddainal u.nluumucysr ar “epidemid oy 18 one of
the e crmimen epizheltz] eyt of Hhe skin© © W tepor
4 pases of s infandibale tgse of follica b cyst with distine-
s bistopatholagical feabaes, sumely faci of el reserhiog
Folbeulir genm. Vs et %t e difforontiated from other
nfuneipulis ey lesons. including neplisms somprised of

Mooy geritniive cells,

CASE REPORTS

A smmememye of e climira] ot ol oar 4 enges fesliven w e
Al Firety, o males ranging in age from 32 10 43 veas (e aine
putizies wore 30 and 37 yoars okl ssspeesyely) presanted % thei
dermaialomsts with either an mracubincens urguhnmusmwwdﬂu
ann D sl patiianss, and T 7 ul e vises e lesions s Tsed
17 Tt woF e Tsinun. fuid surminnidivg
innowas known in 2 alhe cassa e B3-
presenl for e s 15 veors and

e uhj e il b ey presemy sinee childhod
Vgt patheTogienlle, sl lesior shows Tradimgs
urz 2} These uniomlar cysts carmifiad in 2 thshion wdennical
1o fur of mfimdibular epatheliom (e 24) The ovsrwalls rnpeed
w Uockyess from 3 1o 4 up to & o T Juvers of squamous epibeim:
fFigure 2R =nd Ahe Saneirnost ool cowriued kesolvali
grates. Bresinting fram fhe asal Teyer of s cyen walls w
papilary projectians of colls wifh large ticicd and scans cytoplsm
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DISCUSSION

Thie b struehue Dlowe = cases [q sfmili 10 st of e
Lnlmlibular type of follisolar eysi, alao desigroied “epadormial
thelusion eyst”™ of “epidermond cust”™ The gyst wall of this
Tesior 3 composed ol squamons cpithelind eallewith o granalas
eiel] e, wesom bling the infndibo g of s baor fallicte. These
eva, however difer from consantlonal minndibula syvae by
enmtaining mrml\ary ﬂ“\d reticuli prvecions of cells with
Lizze layer of the eyst wall
Althoiygh we failesd ty prove the differentiation of tede cells
vl Tolhcules perninanyve sefls commmelasiochencally,
dhese cells we mophoogesle smilie o folliealsr ger-
snltive cells (e, ey lowe shmdl, dark ouclel and scou
el et the uceamost celld e columear s sreayed
I pallsades” Last, those c.ells lack cymilogical alvpia and
TIPS, S Thenignil Tesi = these
weasonz, we desiprated Thee lesions os Irclioblasne o
ltdlitidlar exals

Fuay we ool corsider the possibility tual (hese
swojeenans ware @ sign of mduetion of fallicelsr goms by die
librabustiooyue swoma®™ L Los beow well kuown i
myperplisin of the oyst wall o infimdibularope folien ks
evals geeuis with surrounding wfammation o Aheesis. Lo el
4 enses, inflammstory climges s fibrass were observed
anly 7 casas and in whieh projoctions of sclls esembling
fol Felar eem were shserved 9 the partions withar -
flammistory ehemges o fbrosis. Duuesion of fallieular germi
rve cells il epidenms s heen uoted i dematofbnm.
g Tbreoma, dul atber oeoplosms” In suo, we consider Lne
s projeckims from cpat walls ohserved i o cnes wet
wriinaey Gudings ol e s,
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cyst with unique papillary projections

Kenta Kobayashi® © | Tormoaki Yokoyama' | Yoko Masuda® | bchire Hashimote® |

Shin-ichi Anzal®

IS TR O NI % e LB
B P i
Vgl ek i AL b5 g
.
B e

bk 3 AL b
orr b bty &

i | iMTRODUCETION

Al

o P, e o iyl (TRIC] saes pursiondis rovrived 4 )i praions.
A LR W e il iy U peley eweiow @) i
perwalny B ool rraeadmy, S che oer mall Hoe, e epoe B kol
vt = Tl s T T g R e ey e i
b e oorkured e, W e o soll s covpossd o senoR ekhelm. &
PRy o coany s T DR Fiaw thee tund by of e ovs sl
oo i st " s i s TR S i L 1 O
e b e wrnhal cmally, al-uplubion 4 L il evladaone 1 e ol
i s, Wl el e Pk el an gl Theow Byowt sl Pl
il 1 grevivave frels or whisvoen marle cerilveical bl v bl B amee
it vt lskior Freurgrnin i s, e onl s ey s s
i bl Coly, il TR AR G Iy R Ve ki L e
e O P Preeen Bt SOy (LTI e The Pl & Aehed 1 Rl gt
ratne el sanSroph et Gkt ndf o & Moot AT UPshelac T Baner
W Y et SV Py Fivp P il By cSecs sds i = PReafeifin s Whveid
ST A B e D L Thestoes, THIC shousd i reviores] wrlinds (ol
i pa i e

w W

At I ik £ ke gt B bk en s ekl o ke
bl ek L

iy e
o Ve el m s e g daap e i Wi ek g

-]

Ad o 6 gredany wocelisd 1o o 0 i berlioes frile Sk
i e i i o ki |oter bl o TR THIC
0 i v o P ey s ey ey

oo or

saithol il cri with e el fem e e el 7 | CASE AEPDATS

AWARE £ 8 Pt W CyllT S WA easr & ener

it vl T

verviith o D el ol ot ad | Cassl

kT i Vi e VS e e s el bt b b

TN became ol e

[T W S—— T YT

) T

| e E AT Sk

ol (T Twi i sip ol (e

s

it Cme agbdi rnlew W A FPmma n Dapeeems s sk bilnd o0 b el b ighile
wn b

PN R T A Y ——— e R L)
B e e L. T L L

A P VR Y e Tl e e B VB )

A rare cyst, 3 publications, 3 different names...



Exiratrniaey Cast Ripok

Trichoblastic Infundibular Cyst

Rt fhd Ansei, 57 Sdasauki i‘_l!acde.* Tajine Nagero,® Keilo Nivhimelki ¥ Mevahiko Harko
Motonsee Masehe, ™ Tierver Fahinnoti, - end Tewsenoel Kimura?

v Sl Y | D L T P T e e \rl.._.“

B s i ey
CASCACPORT EEE \viLey

Trichoblastic infundibular cyst should be renamed infundibular
cyst with unique papillary projections

Konta Kobayashi® © | Tomoaki Yokoyama' | Yoko Masuda' | Ichiro Hashimato™ |
Shinelchi Ansal®

Srert® iz Fle S S gt
Journal of
Cutaneous Pathelogy

Cystic trichoblastoma (so-called
trichoblastic infundibular cyst):
a report of three new cases

e mses of weealled fcteblasic nfimdibmar cest s epored. | ffiea Judtez!, Amo Ritten?,
T feziens cliowed & confipuanon simlas v infuschbuar owg, Hemz Kutaner® and
Smiitiefin bisophilie sl twkeralife cemnsocytes wrimeed in Luls Requena®
TP % TS O S T




Infundibular cyst with matrical Infundibular cyst with focal
differentiation acantholytic dyskeratosis
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Case 2
F, 70. History of melanoma on the left shoulder. During a follow-up visit a flat lesion on the right thoracal area is noticed and
excised by shaving under a clinical diagnosis of basal cell carcinoma vs. carcinoma in situ.
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Histarical
Perspective

Reticulated
Acanthoma with
Sebaceous
Differentiation

[n 1980, under the title "Superticial epithelioma wilh sebaceous differenti-
ation', Rathko ef al.t reported on the case of'a 48-year-uld man who, over a
period ol B years, developed six papules, 3 o 15 mm n diameter, in the
center of the face, on a thigh, and in the axillae. The dlinical diagnoses
were fibrous papule af the nose, basal-cell carcinoma, sebaccous hyperpla-
sia, actinic keratosis, fibroepithelioma, and seborrheie keratosis. Lesions
were of two types. The first (twao lesions) was characterized by “muldlobu-
lar, superficial dermal tumors with numerous broad attachments to the
ying spidermis (Fig. 17-1A). The tumor cells had pale, basophilic niu-
clei, visible burnot prominent nucleoli, eosinophilic cytoplasm, and poorty
defined borders withour apparent intevcellalar bridges, At the epidarmal-
tuinor junction, the transition between tumor cells and epidermal cellswas
gradual. No mitoses were nated. The cellular pattern was disorganized
wilh many wherled areas and only minimal peripheral palisading (Fig.
-1B). Randomly scattered within the tumor mass were keratin-filled
CVSLS OF varying sizac Clusters ol mature sebaceous cells were also pres-
ent in two of the three lesions (Fig. 17-1C). Occasional sebaceous cell clus-
ters appeared to open to the skin surtace . . . The papillary dermis closely
surrounded the wimor and was somewhat sclerone,”

‘The second type, manifested in the ather lesions, “did not show the
superficial plate-like confignration of the fivst two tumors, but did share
certain features with them, All were multilobular and showed attachments
ta the overlying epidermis (Fig, 17-10). The paranasal and nasal tumors
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DIFFERENTIATION
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FIG, 20,5 RETICULATED ACANTHOMA W|TH #FOCRINE AND SEFACEOUS DIFFERENTIATION
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RETICULATED ACANTHOMA WITH
SEBACEOUS DIFFERENTIATION

Reticulated acanthoma with sebaceous differentian: -
is a rare benign sebaceous neoplasm, with less 1ho=
20 reported cases.” The term was introdu. =z
by Steften and Ackerman ™ to replace the previou-
used designation “superficial epithelioma with sers
ceous differentiation.” According to Steffen and Ack--
man, the latter had likelv been applied to two differs—
conditions, namely reticulated acanthoma with se-.
ceous differentiation and seborrheic keratosis w s
" At present, no defir -
association of the tumor with MTS has been est:-
lished. although one of the hve patients reported -
developed an esophageal and col.

sebaceous differentiation.
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Friedman et al.
carcinoma, suggesting a possible link,
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Reticulated acanthoma with sebaceous differentiation
vs. seborrheic keratosis with sebaceous differentiation:
* Small basaloid cells in seborrheic keratosis

* Scattering of individual sebocytes in seborrheic
keratosis rather than clusters at the base of rete
ridges.

* Ductal sebaceous differentiation rare in seborrheic
keratosis.

Other differential diagnoses: poroma with sebaceous
differentiation, verruca vulgaris with sebaceous
differentiation, nevus sebaceous of Jadassohn, tumor
of the follicular infundibulum, rarely sebaceoma or
sebaceous adenoma.
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Reticulated acanthoma with sehaceous differentiation:
another scbaccous neoplasm associated with
Muir-Torre syndrome?
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Reticulated acanthoma with sehaceous
differentiation mimicking melanoma
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Figure 1, & 10 x 15 mm asymmetric brown
macule on the hip of a 65-par-cld male,
[Copyright: ©2017 Rikeire et al.]
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FAgure 2. Dermmatoscopic findings in an
RASD mimicking melanama. Figmented re-
ticular lines in the pesiphery. White reticular
limes in the center extending into an eccentric
white strocturelest zone Gray dtrocheres
Bla yellaw strocturss Indicating sebaceous
differentistion can be seen. [Copyright:
€2017 Ribewro et al ]
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Acantoma reticulado con
diferenciacion sebacea

Reticulated Acanthoma with Sebaceous
Differentiation
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Seborrheic keratosis with sebaceous differentiation



Case 3

M, 88. History of multiple non-melanoma skin cancers. A lesion on the

right forehead Is excised under a clinical diagnosis of hyperplastic actinic
keratosis.
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Editor's note: The pages of Dermatopathology: Prac-
tical and Conceptual are open to a contrary point of
view such as the one expressed about malignant
fibrous histiocytoma (atypical fibroxanthoma) by Drs,
Zelger and Sover, whether or not the editor shares
that particular point of view. What matters i1s that the
case for the point of view be made 1n a logical, inc

sive, lucid, dispassionate manner.
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INTRODUCTICN

Atypieal fibroxanthoma is a controversinl entity whoss s
Logenesls remaing an eulgims, despile (he availabiily of
various Iimmunoperogidase warkers, The ternn was cobned
in 106%." In the same year, Bourne, from the Queenslind
Badinm Institute, veported 13 similar cases as “paradoxical
fibrosareoma’ [ pseudosaroomn) of the skin, in recognition
of the timanr’s marvksd cellnlar pleamorphism yet benizn
behaviour” Rare cages ol metastases have been reporled.
Toul e diieesis of sorme of Ulese cases las beed dispuled
subseguently.

BRecently, it has been suggested tar most ANX a1e acrually
variants of SCC.F In view of the coutroversy surronnding
this entity we reviewed {00 purported nases of AFX from
the files of a private pathology praetice in Brishaue, to per-
Toron elinical Tollow wp and vardows Immugehistochemical
markers on Lhese eases,

METHODS

We searched the histopatholngy database of a privote
pathology practice for specimens with the diagnosis of A
reveived durving e years 10061990, This allowed comple
Liegn ol a minimum of 3 years follew op feom fhe Gme of the
procedure. A lotal of 100 cases were obtained. Ten cases
were subsequently excluded on the basis of either lncorreel
SNOMIED eoding, insnfficient material for subsequent
immnuehistochemical staing, o1 absence of parattin blocks
from the tiles. A further case was excluded atter review of
the histology. | wis interpreted as an MEH. One patient had
fawa simultanaons AT,

Follow up letters were muled 1o e redling practitlo
ners Lo delerndoe i the palienls had been assessed o (he
previonus & months, and whether recurrence had oceurred.
1f'a patient had not attended in the previous 3 months, we

Abbreviatons:

AFX argpieal fAbroxan thoma

MEH magligtant lbhrons hisliocy e
sce syuarnous cell carcinomin

"The only case demonstrating positive staining
for keratin also stained for CD10. It had dual
features of atypical fibroxanthoma and
squamous cell carcinoma. However, as the
majority of atypical fibroxanthoma had no
adjacent solar keratosis, our data suggest it is
unlikely that atypical fibroxanthomais a
variant of squamous cell carcinoma."
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LETTER TO THE EDITOR

Spindle cell squamous cell carcinoma exhibiting a metaplasia to

atypical fibroxanthoma
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Atypical fibroxanthoma BEAN et or. S %
¢ Distinct entity ("“fibrohistiocytic" tumor) ?
. Dedifferentiated squamous cell carcinoma ?

A diagnosis of exclusion (r/o mostly SCC,

: melanoma, leiomyosarcoma, angiosarcoma)
21 CD10 (and vimentin) completely non-

. specific (made mostly to have a positive
staining...)

SCC or not: an academic discussion without
%. relevance for the management of patients

My opinion: dedifferentiated SCC




Case 4
F, 94. Skin tumor on the left temporal region of unknown duration.







y . e s e : : %%&

.. Mucinous basal cell carcinoma
BT N E W

@, - P DT -

L1
-






Luis Requena
Omar Sanglieza Mucinous Carcinoma 29

Cutaneous Adnexal = ———

appear om the haad, the makoriy of which wers -
Elond o b @vbidl,
= Mlucinoss corcinoma i made up of umall grosps nf
moogilmdic oolls embodded 1 likey of miscis aml
weparmed fpom each acher ey thin sepus of connooive
masar. oompatmenializing the umoe  Sooplist
cell are nmngl, irvsl, o palygomad, with sensl] hyper
chrmatic niclel wik] shurtain cytogdasm
= The weialled emdogvion meci-{redacing  swex
Folmn} crranims of it shim muy be o precorao or as
ey stage i the cviliion (f Oilanoois Mo
AR with neursendocring Jdiflerenmion
lmmsunchisioghemically, neogpilams oells of mess-
nous carcipoma dww positivity (o CEA. 5-100
proicin, EMA, GCIP- 15, CK7, afpha-lactalbumin
salivary  amylass, bt 2-microglohdin,  sligos
Lewi-MA 0. TFFIL, TFFL, ileiged and peogesienime
recepiors [ A peripheral layer of myocpithclial
ey cuprexiing smooth muscle markers. such o
umith moacle sciin, phl, s calponin B 5
primary cuténecos onigin and malitstes apaiiid &
Cwsher metalasis from @ viscerl mocnous
CArCinoma.

®

& Primary cutdiponis misifous carcisama i 8 low-
grsde carvinoma. angd lew coeer Byve developed
Iymph Bode of viiceral metiiases

.1  History
I'he Hewa puhlinhed Case of primary Colanoous Macina o
s s protabls L s
lerrined 1] e Dee 0
e cases © d
 BI-yenr- up, *
T

%) Springer




Case b5
M

10N

ivid lesi

77. Red-
ht leg of

19

onther

10N

unknown durat

g






.
!
J‘L"'

g
...rf

T2,
S .

%




;'-l"' ) - i .‘”“
'\f. Aﬁ;l 7 4 A4

i~

, , . G " B, : <. = . -. - "‘”:él 1:-..—- e ; - 5 ,_;‘-:.'_-i.'_'-_-,__‘. =,
Dermatofibroma S oo e Lo s
* Y3 % W errewe. o

with basaloid induction and amyloid K deposition Z-s2%.5 w.%'f* : "f" ," f‘ -»--t-f'?nf"i’-f’"f"" A

ﬁ I! ‘1‘ l“?)




i




0022202 % 79/ 7302-01BNS02.00/0
Toe Jourxar o Ivvestioative Dermatonocy, T4:150-152, 1979
Copyright © 1975 by The Willinms & Wilkins Co

Vol. 73, Na. 2
Printed in U5 A.

Histogenesis of Primary Localized Cutaneous Amyloidosis: Sequential
Change of Epidermal Keratinocytes to Amyloid via Filamentous
Degeneration

Masanoeu Kumakiri, M.D.,

anND KEN Hasuimoro, M.D.

The Veterans Administration Center and Wright State University School of Medicine, Dayton, Ohio, [7.8.4,

Two cases of lichen amyloidosus and & cases of macu-
lar amyloidosis were examined by electron microscopy.
Epidermal keratinocytes showed variable degrees of fo-
cal degeneration in the basal or lower Malpighian layer.
The primary change was seen in cells which contain
fibrillar (30 nm in thickness) eytoplasmic inelusion. The
following developments seemed to lead to filamentous
degeneration (colloid bodies): (1) aggregation of tonofil-
aments within the granular or fibrillar eytoplasm, (2)
filamentous cells, which are composed of bundles of 7-
nm thick filaments surrounded by cell membrane and
desmosomes, and (3) filamentous masses compaosed of
bundles or whorls of tightly packed T-nm thick filaments
in the intercellular spaces. At the dermo-epidermal junc-
tion, some of the filamentous masses were surrounded
by the basal lamina of the epidermis and others were
dropping into the dermis. Occasionally, loosened fila-
ments (similar to amyloid filaments) were about to drop
into the dermis. Early formation of amyleid islands con-
sisted of electron-dense and electron-light parts. They
were located directly bencath the epidermis. In the
dcgper portion of the papillary dermis and in the upper
relicular dermis, (he majority were electron-light
masses, Eleciron dense parts were the densely packed 7-
nm thick filaments, whereas clectron-light parts were
the typical straight amyloid filaments. Small tubular
filamentis were seen in common in the filamentous cells,
filamentous masses, and amyloid islands.

It is concluded that some of the amyloid substance in
primary localized forms of cutancous amyloidoses derive
from the epidermal cells through filamentous degenera-
tion.

A ditferent pathogenesis seems to exist between systemic
amyloidosis and primary localized cutaneous amyloidesis [1-
3]. Although amyloid deposits in both are composed of 6 to 10-
nm thick straight filaments [4-11], primary localized cutaneous
amyloidoses show some biological peculiarities [1]: (1) the
deposition of amyleid is limited to the papillary dermis in lichen
amyloidosus [5,6] and macular amyloidosis [7,8], (2} the amy-
Inid formation is seen only in the immediate surroundings of
epithelial tumors [10,11], (3) in wound healing experiments in
the lesions of lichenoid and macular amyloidoses and in actinic
keratosis, amyloid does not accumulate until the wound is re-
epithelialized [8,11], and {iv) no plasma cells are found in the
lesion [5-11].
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Ultrastruetural studies have not clearly demonstrated the
precursor of amyloid filaments in the epidermis [5-21]. Some
investigators, however, found the filamentous masses (colloid
or hyalin bodies) [6,19], which were similar to the Civatte
bodies in lichen planus [19,22], but distinctly different from
amyloid. The relationship between Civatte bodies and amyloid
islands was therefore an interesting subject to study.

Studying PUVA (psoralen and ultraviolet A} treated skin
[23] and ultraviolet (UV) irradiated skin [24], we found that
repeated irradiation of UVA is amyloidogenic. Filamentous
masses and/or amyloid islands were in the dermo-epidermal
junction or in the papillary dermis. Particularly some deposits
shared characteristics of both filamentous mass {(whorls of
filaments) and amyloid {randormly orlented straight filaments).
These filamentous masses were often surrounded by the basal
lamina of the epidermis. Thus, the conversion from epidermal
keratinocytes to amyloid islands was dramatically demon-
strated [23]. Encouraged by this finding, we carefully re-exam-
ined the specimens of lichen amyloidosus and macular amyloi-
dosis, which had been studied previeusly for other aspects of
diseases [6-8].

MATERIALS AND METHODS

Two cases of lichen amyloidosus and 8 cases of macular amyloidosis
were re-examined. Case histories were fully documented previously [6-
8], Briefly, 2 eases of lichen amyloidosus were a 45 yr-old Chinese man
and a 36 yr-old Puerts Hican woman, The clinical diagnosis was
confirmed by histelogical examination [6,8], Eight cases of macular
amyloidosis were comprised of 6 Puerto Ricans, an Equadorian woman,
and a Cancasian woman. The hyperpigmented macules were biopsied
and amyloid deposits in the papillary dermis were confirmed [7.8],

The dived skin samples were fixed for 72 hr in chilled 5% glutaral-
debyde in 0.1 M cacodylate bulfer (pH 7.4). After an overnight rinse,
specimens were postficed with 1% osmic acid in barbital i{veronal)
buffered to pH 74 or in 1.1 M cacodylate bullered Lo pH 7.4 for 3 hr, All
specimens were dehydrated with ethanol, 50% through absolute, and
propylene oxide. Araldite was used for embedding, Thin sections were
cut in an ultramicrotome (Porter-Blum MT-2 or MT-2B). The sections
were stained with uranyl acetate and lead citrate, and examined with
an clectron microscope (Phillips 400), To study the thickness of fila-
mentous structure, electron micrographs were taken at a high magni-
fication (% 80,000} with an accelerating voltage of 100 kv, and were
enlarged to x 150,000

RESULTS
Histological findings reported [6-8] previously were con-
firmed. No significant differences were noted between lichen
amyloidosus and macular amyloidosis regarding the ultrastruc-

ture of amyloid depesit [6-8]. Therefore, the following is the
summary of both types of specimens,

Epidermal Changes

Frequenily, there were degenerating foci in the basal or lower
Malpighian layer (Fig 1). Affected keratinoeytes had a pvknotic
nucleus, abnormally aggregated tonofilaments, vacuoles, and
fragmented cell organelles among condensed cytoplasm. Huge
vacuoles up to 5 pm in diameter were sometimes observed in

Fii 4, The filaments in the filamentous cell (4) and typical amyloid
island (M} are compared at the same magnification. No difference is
noticed between the thickness ol individual tubular structures (—). A:
The filamentous cell shown by the asterisk in Fig 3 is enlarged. Tightly
packed filaments are resolved into P-nm thick tubules (). (Lichen
amyloidosus), Seale = 100 nm (X 150,00, B: Lypical amyloid filaments
are tubules of aboul 7 nm in diameter (). Low magnification of this
area will be shown in Fig 12, (Macular amyloidosis). Seale = 100 nm
[ 150,000).

FIc. 5. Sequential chunges from keratinocytes to filamentous cells are displayed (lichen amyloidosus). 4, Early change i bxlmd.le formation of
the tonofilaments (h) and granular or fbrillar cytoplasm (e). B, Desmosomes (df} are still seen; however, filaments (&) begin to have a wavy
nature within the eyloplasm (c). €, Filamentous cells have desmosomes () and cell membrane, Density in the bundles of filaments is diminished.
Condensed cytoplasm () are vacuolated. M, Melanosome. Seale = 100 nm each (3 44,000 each),



Case 6

F, 83. According to the patient
pigmented lesion on the right labium
for approximately 6 months.
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Features supporting the diagnosis of Dowling-Degos disease:
Pigmentation not restricted to the main area, with small spots around it.

Histopathological features.

Features militating against the diagnosis of Dowling-Degos disease:

Age of onset (if history correct...).
Unilateral distribution with "patchy" pigmentation.




Ingian Jouwrnal of

Dermatology | i

indinn J Deematal 2118 Nev- Dee EIE) 521-52 PMCID: PMOEZIXIES
ded 10410544100 10_18 10410384 LD _10_18 PO s

Dionwling-Negos Disease Localized on Yulva Mimicking Condyloma Acuminats
ad S8 ;-,---.;'?aml sad g m vang!

"Focan e Dapadimenst of Dermstodigy. Keohsbing Chang Gueg Me ol Hoapdal and Chang Gueg Linvenaly
Cotsge of Médiines, Keahsiung, Tenwan

2Dwnarment of Conrmatic Annkcstons and Mansgamand, Yl Vieg Junor College of Healhcae and
Hmw_ Haphaiang, Tavwar. Emad gt o5 Nioaraion

Retokud 2018 Jan, Actepted 2008 Aug

Copaint - @AE ndian Jowtnel of Dermatslogy

Thin i% 3 opinn seceas joumal, smd srivies 5 disriuted osdertha term ol ks Crenins Commons Sfwbuon-
Man Commer ek ShareAbke 41 Leshss, whth slows olhes b emin, west, snd build upury B 'work nom
casmmencially, i kong @ aperepeels cradd be green and e new crealiens e Iceneed under the sderical
tmeE

Sir,

A bE year-old female presented with muldple brown retculae pignentiry plaques on per
inaum for decades [Figures L3 and b]. A blopey specimen showed irregular, Hitform epider-
mal elongations of hyperplgmented reve ridges [Elpuare 17, Muldple subcutanecss nodules
o groins wens slso noted [Egnice 14] and the blopsy proved that those were epidermal bnclo-
sion cysts According to the above ndings, Dovdlng-Degos disease (DDD] sssockted with
multiple epidermal lochusion cyaes were diagnosed. Her younger alster alis had the mme le-
sloms. Om the other hand. her brothers and nieces had multiple epidermal inclusion cysts on
the trink. Becavsse of the benign progrosis of DD, the patiepy preferned loag-term obseryva-
o

Az the genetic basic of DD wag retently reporesd, we focused aur genetie analysis on meon 1
of the KATS gene Divect DNA sequencing of POR products derived from the patient did not re-
vl any mutation compared o the conwol seguence. We identifled <73 T>C [negative
srrand), which was a single-nucleotde polymorphism (SNF) 4rs37 1725 of keraup 5 (K5] o
cared in chromosome 12 52914153 [Elgues ] This SNF was located st 5 end of exon 1 but
nateranslated.

DO ix characterized by acquired, progressive plgmentesd letlony that primarily involbve the
large Aexural areas, [t 15 common that DDD involved the genalla;{1] bowever, DDD resslied
Trom NP and assoctiwed with family members had not been repored. In addidon, the dis
unoe clinical presenadon might be due wilong-seanding lesioes with local suimull by e

Figure 1

(& and k) Multiple brown reticulate pigmentary macules on labia minora and confluent brown plagques on labia ma-
jora with multiple epidermal inclusion cysts on inguinal area. (¢] Typical filiform epidermal elongations of hyperpig-
mented rete ridpes with a concentration of melanin at the tips (H and E, <100}




Case 7

F, 89. Sent by a private dermatologist
for evaluation of hemorrhagic, partly
erosive lesions on the left lower leg
and foot (unknown duration).

Admitted as in-patient and started on
oral prednisone under a clinical
diagnosis of bullous pemphigoid.
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Case 8

F, 71. Hemorrhagic skin lesion on
the right arm for one month, not
Improving with compression;
according to the patient similar
hemorrhagic lesions also 1 year
previously.

History of breast carcinoma 21
years before presentation.
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Case 9

M, 48. History of AML (myelodysplasia-
associated; 1%t diagnosis 6 months
previously). Allogeneic stem cell Tx (day
+53).

Itchy skin lesions for 7 days.
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Leukemic cells within skin lesions of psoriasis
in a patient with acute myelogenous leukemia
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M, 67.

History of nodal FCL (1999) with progression (2003),
treated with R-CHOP. MDS (2014), evolution into
AML (2015). Best supportive care.

Herpes zoster cervico-thoracal dx (2015).

No improvement under anti-viral treatment (lesions

T
#

become more infiltrated).




AML & other skin disorders

 |n contrast to B-CLL, skin infiltrates of myelogeneous
leukemia are seen uncommonly at the site of skin
iInflammation

e Relationship between Sweet syndrome (particularly
"histiocytoid" Sweet syndrome) and myeloid leukemia likely;
specific cells demonstrated in a number of cases

e |n some cases, Sweet syndrome-like infiltrates may represent
a mimicker rather than a colonization of genuine Sweet
syndrome by leukemic cells



Case 10

F, 54. History of AML with NPM1 mutation 18 months
before presentation; allogeneic stem cell transplantation
(day +43).

Suspicion of cutaneous and gastrointestinal GVHD (grade
1); skin lesions present for approximately 2 weeks.
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M, 39. Tattoo done >10 years previously. According to the patient partly
crusted lesions for the last months, arising in areas tattooed with red color.






ATy

. e :'1L1 -'.ﬂ'; 1""{.’# g WALy 2 (. M Pyl L)
i p ot e e QAN e L LR, g B s A e T, Ay Do
e, e o P 7R U T SRt R A R I e




-M— ."_ .‘..n_)...ul._.ﬁ_...{._..__.ﬂ..... .q..
o Agdho's o
I e G

Wy

X ***_ J :
e
O e
'gli

vy
.

h “._ P
-
\
R
.
T
L]
L
e,
A

= L_-:ﬁ {I-
§ B
T35

3

S

T

-

-

5 ¥
.
= i, S
- -

£ w
1" - ¥
' =ty
L r Fan
Ny A=
¥









'I“.-:.'I.f':r. }; :1‘1':_’-'*'!:.-'-;;':'.
-3 1.#{'1 ‘:!' g - TR -

Necrotizing granulomatous

reaction to tattoo pigment
PCR for TBC and MQOTT: negative




Case 12

M, 61. Several, irregular papulo-
nodular lesions arising within a large
tattoo on the left shoulder.

(Consultation Prof. C. Massone, Genova)
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Reactions to tattoo pigment vs. chance associations

EARLY

e Acute inflammatory reaction after injection of tattoo
pigment(s); rarely anaphylactic shock (may be delayed!)

e Koebnerization of dermatoses (e.g., psoriasis, lichen planus)

* Infections, rarely progressing to gangrene, sepsis

LATE

* Hypersensitivity reactions including allergic contact dermatitis

* Photo-aggravated reactions

e Granulomatous reactions, including sarcoidosis

e Lichenoid reactions

* Pseudolymphomatous reactions, marginal zone "lymphoma"

e Pseudoepitheliomatous epithelial hyperplasia,
keratoacanthoma, squamous cell carcinoma

e Hypertrophic scars & keloids

OTHERS

e Swelling and burning after magnetic resonance imaging

e Reactions to tattoo removal (several types)

Any skin disease can occur by
chance at the site of a tattoo,
without a pathogenetic link
Melanocytic tumors located
within a tattoo should be judged
with caution (a professional
tattoo will never be done on a
preexisting mole, but pigment
injected in the surrounding skin
may "leak" into the mole)
Many tumors reported as
"caused" by tattoos are
probably only chance
associations
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Tattoos as a risk factor for malignant lymphoma: |

a population-based case-control study —
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We found that tattooed individuals had a 21%
higher risk of overall malignant lymphoma
compared with non-tattooed individuals, and
that the association was strongest for diffuse
large B-cell lymphoma and follicular
lymphoma.
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® Cohort study of 2,367 randomly selected twins and a case-
Tattoo ink exposure is associated =

. : 2 control study of 316 twins born in the period 1960-1996.
with lymphoma and skin cancers - a Danish . : . .
study of twins Cancer diagnoses retrieved from the Danish Cancer Registry
A T S T R and tattoo ink exposure from the Danish Twin Tattoo survey
e Bomaruer Hpinsis 4 ' from 2021.

Abitrac Individual-level analysis resulted in a hazard of skin cancer (of

T e T any type except basal cell carcinoma) that was 1.62 times
e higher among tattooed individuals (95% ClI: 1.08-2.41). Twin-
e e o 1 A A -l matched analysis of 14 twin pairs discordant for tattoo ink

Forot. e onl ety Al eyt i o i exposure and skin cancer showed HR = 1.33 (95% CI: 0.46-

T s A e S 585 -1 o 3.84). For skin cancer and lymphoma, increased hazards were
o7 D A SR 15 found for tattoos larger than the palm of a hand: HR = 2.37
T e (95% Cl: 1.11-5.06) and HR = 2.73 (95% Cl: 1.33-5.60),

S THE0 S rO cib ENE ARBR respectively. In the cohort study design, individual-level
analysis resulted in a hazard ratio of 3.91 (95% CI: 1.42-10.8)

R, e e e for skin cancer and 2.83 (95% Cl: 1.30-6.16) for basal cell

ST e I T e carcinoma.







Case 13

F, 36. According to the patient skin
lesions for approximately 2 weeks. A
private dermatologist suspected LE or
atopic dermatitis (ANA 1:80; IgE 256+).
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Case 14

F, 52. According to the patient rapidly
growing lesion on the left ankle for a
few days.
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Bullous arthropod bite reaction
with intraluminal thrombi
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Case 15

F, 42. According to the patient
rapidly growing, painful lesion
on the left lower leg for 1 week.
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Necrotic arthropod bite
reaction with intraluminal
thrombi




Vascular occlusive diseases

MORE COMMON LESS COMMON
 Arthropod bite reactions  Warfarin necrosis
* Atrophie blanche (livedo vasculitis)  Embolia cutis medicamentosa
 Antiphospholipid syndrome  Prothrombin gene mutations
e Protein C and S deficiency * Thrombotic thrombocytopenic
e Covid-19 / Covid-19 vaccination purpura
e Cryoglobulinemia * Thrombocythemia
e DIC / Purpura fulminans e Factor V Leiden mutations
* Cholesterol emboli e CADASIL
 Sneddon's syndrome  Levamisole adulterated cocaine

e Others



Case 16

M, 63. A few days after an upper
respiratory tract infection onset of
generalized papulo-vesicular lesions,
becoming confluent and hemorrhagic on
the hands.

No fever, no systemic symptoms.
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DJF:linear deposition of IgG and C3
with"n-serrated" pattern along the
dermoepidermal junction

I/
BP180
BP230

69+ U/mL (0-14)
57+ U/mL (0-8)
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Case 17

M, 90. According to the patient
asymptomatic skin lesion on the
left temple for 14 days. Sent by a
private dermatologist because of
suspicion of basal cell carcinoma.










Herpes zoster -
PCR+ for VZV

i




4 Necrotlc follicles and/or follicle-related structures .=
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Case 18

M, 50. History of psoriasis for 26 years
(at present managed with guselkumab).

According to the patient
hyperpigmentation, particularly on the
trunk, "for some years".
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- Acanthosis nigricans
(obesity-associated —
"pseudoacanthosis nigricans")
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Case 19

M, 61. According to the patient perianal
"eczema" for 4 years; a private dermatologist
found several "fungi"; no improvement after
2 weeks of systemic antimycotic treatment.
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Porokeratosis ptychotropica
& chronic eczema



[t ematslisny « Comeon rapent |

(insical and Experimentsl Dermsatokogy

Parokeratosis ptychotropica: a lesser-known variant
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Figure 2 Skin biopsy talen from {ab) the peripheral margin and (c) the proxdmal intertriginous area of the buttoclk plague, showing

(a] mild hyperkeratosis and the characteristic presence of multiple comneid lamellae (hasmatoxylin and eosin, original magnification % 10],
{b] The base of a parakeratotic colurmn, showing focal hypogranulasis and acanthelysis at the basal and upper malphigian layers with ne
underlying amyloid deposition (haematoxylin and sosin, original magnification % 40). (¢] Amyloid deposits (pink] underlying a cornoid
lamella [ervstal vislet, criginal magnification x 40,



Case 20

F, 45. Asymptomatic skin lesions mostly on the upper trunk and
axillary and antecubital folds present for 1 year. No involvement of
the face. Previous diagnosis of "Darier disease".

(Consultation of Dr. Berta Ferrer, Barcelona. Clinical pictures courtesy of Dr. Ferrer).









Porokeratotic eccrine ostial & dermal duct nevus
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A S MR RN 2= The clinical presentation is not consistent with
s s NN A j— . . . :
N SNNRES . o porokeratosis ptychotropica, a histopathological

%~ and no dyskeratotic cells in the epidermis); parakeratotic
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: ’F‘k columns over eccrine ducts.

I -
a B Ty a_-'A'-,',.a.,". SIE s - |
T,

o b ey T s i
S LR, el Porokeratosis ptychotropica

SRR e LT v o R e
Parakeratotic column & hyperplastic epidermis with
_ invagination & abscence of granular layer &
:l,.?", dysmaturation: vacuolated, larger keratocytes with
* . pyknotic nuclei, dyskeratotic cells & variable lymphoid

« | infiltrate, interface dermatitis possible
w * (Dieter Metze, Summer Academy of Dermatopathology 2024)
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Case 21

2 F, 18. 15t diagnosis of systemic
lupus erythematosus at the age of
15 (at presentation managed with
cyclosporine A and methotrexate).
Atrophie blanche-like lesions on
both hands.

ANA 1:80; dsDNA >15; U1 RNP
>240; RNP70170; Ro 10,1.










Iblain lupus erythematosus
Degos' disease-like
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+3 years +4 years +21 years




+21 years

.
‘N _
New crop of lesions for the last 2 weeks (according to
the patient previously no skin lesions).

History of renal, myocardial and lung involvement;
osteopenia and aseptic bone necrosis; IgA deficiency.

Previously managed with systemic steroids, cyclosporin
A, methotrexate, cyclophosphamide, rituximab,
azathioprine, dapsone, mepacrine, prostacyclin,
belimumab; 7 years before last observation bone
marrow transplantation.

ANA 1:1280; ULRNP 12+; smD(p)-S 16+
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Erythematosus
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'In short, we do not conceive of Degos’
disease as a specific disease, but as a
distinctive pattern expressive of different
pathologic processes, chief among them
lupus erythematosus. Patients with skin
lesions typical of Degos’ disease should be
assessed for evidences of lupus
erythematosus and other collagen vascular
diseases, and for the presence of
antiphospholipid antibodies. It is likely that
many patients thought to have Degos’
disease will prove to have lupus
erythematosus."




Case 22

F, 85. Generalized, itchy lesions for some

months; worsening in the last days.
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Lupus Erythematosus
and Erythema
Multiforme-like L.esions

A Syndrome With Characteristic
Immunological Abnormalities

Four patients with erythema multiforme-
like lesions in association with apparent
discoid lupus erythematasus have been da-
seribed. In zach a characteristic immuno-
logical pattern was found in the serum
consisting of the presence of speckled type
of antinuclear factor, the same precipitating
antibody to saline extract of human tissues,
and rheumatoid factor.

This is considered to be a new syndroms,
and the first in the connective tissue diseases
to be described in which a distinctive clinical
pictore is associated with a characterishic
pattern of immunclegical abnormality.

In a recent study of 120 patients with
chronie discoid lupus erythematosus (1o be
publighed}, four paticnts also had lesions
resembling erythema multiforme and showed
a similar pattern of immunological abnor-
mality. This consists of the presence in the
serwun of “‘speckled” type of antinuclear fac-
tor {Beck, 1961), a precipitating antibudy to

Department of Dermatology, General Tnfirmary
at Leeds [Dr. Rowell) ; University Department of
Pathology, Western Infirmary, Glasgow (Dr.
Beck, D, Andersan),

NEVILLE R, ROWELL, MB, MECE,
TCH

LEEDS, ENGLAND

1 SWANS(A BECK, MH, RS,
FRIPS, MROPE

ANTH

JOHN R. ANDERSON, MD, RS,
FRFPS, MRCT

GLASGUW, SCOTTAND

R TR AR R AT

saline extract of ltnan tissues, and rheuma-
toid factor. These associations have not been
described previously, and we regard this
proup of cases as a distinct entity.

Report of Cases

Case 1.—This woman, now aged 48 vears, has
had lipus valgariz of the lateral aspect of the right
cali since the age of eight. At the age of 28 years,
this was treated with carbun dioxide snow, znd two
weeks later she develaped two raised painful areas
on the right leg above the Jateral mallealns, These
were diagnosed as discoid Jupus erythematosus.
These lesions have since subsided and reappeared
intermittently. Al the age of 35 vears, the lateral
aspect of the fect began to show bluish red erythema
also eonsidercd to be Tupus erythematosns, Tiopsy
when she was 40 years of age confirmed the diag-
noses of Jupns velgaris and diseoid lupus ervthiema-
tosus in the lesions. The ESR was 49 mm in one
hour, hemoglabin 98%%, and the white cells 5,400/
wit. LE cells were not demonstrated, and xevay
of the chest was mormal, Treatment with vitamin
D oin ol (Sterogel) 600000 wnits by mouth
twice a week was started, and the lupus wilgaris
slowly improved. Cheer the next few yeurs she had
somie discoid lesions on the face and right thumb

Tauts, L—~Clinical Featwres of Four Patienty With Lupus Eryihematosus and
Ervthema Multiforse-like Lesions

Cuse:

1 E 3 4
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12

Erythema multiforme like lesions on the right
upper arm {case 2).

"At the margins of the vesicle the uninvolved epidermis
showed infiltration by degenerate leukocytes, and in
other areas the whole thickness of the epidermis was
necrotic.”



W

- _I.';;'f.‘ v _,,, e ;.?:r;f*-s:‘ F, 66. History of IgA lambda multiple myeloma (15t
‘ THEAY diagnosis 1 month before presentation) managed with
daratumumab (15t cycle).

Recent onset of generalized skin lesions (exact timing
unknown). Positive Nikolsky sign. Severe leukopenia.


















Slow improvement (residual skin lesions still present 23 days after presentation; more in keeping with TEN); No atypical target
lesions (more in keeping with AGEP); Epidermal exfoliation focally on the shoulder but more pronounced on the back (more in

keeping with TEN); No involvement of mucosal surfaces (more in keeping with AGEP); Leukopenia (more in keeping with TEN);
Two biopsies (overlapping features AGEP/TEN).




F, 77

Reduced general conditions. Onset of
skin lesions 5 days after intake of
amoxicillin for eradication of
" Helicobacter pylori. Leukocytosis

* (>37.000), mild anemia.

Culture negative. Acute renal
insufficiency, hypocalcemia
hyperkalemia.

A biopsy is taken.




AGEP / TEN "overlap"
Resolved within a few days under systemic
steroids (50 mg prednisolone)



1st presentation 8 days later

Course relatively short (more in keeping with AGEP); Atypical target lesions (more in keeping with TEN); Pronounced epidermal
exfoliation (more in keeping with TEN); No involvement of mucosal surfaces (more in keeping with AGEP); High white cell count
(more in keeping with AGEP); Two biopsies (one consistent with AGEP, the other with TEN).




CASE BEPORT British Jausmal of Dermatalogy
Acute Generalized Exanthematous Pustulosis Severe flucloxacillin-induced acute generalized
Simulating Toxic Epidermal Necrolysis exanthematous pustulosis (AGEP), with toxic epidermal

necrolysis (TEN)-like features: does overlap between AGEP
and TEN exist? Clinical report and review of the literature

Thaguil Perrmnhomed, RS Tishand W Hidwr, M8 FROTT 5. Wan Hamem,' Gl Beerfuiea® and S K

A Case Report and Review of the Literature
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It is possible for AGEP to simulate TEN, although these | | We reviewed the literature on cases reported as
cases are rare. Acute generalized exanthematous AGEP with SJS/TEN-like features or cases reported
pustulosis can display both clinical and histologic as overlap of AGEP and SJS/TEN. Notwithstanding
features of TEN. (...) Itis important for dermatologists several claims, convincing cases of true AGEP-

to be aware that, unlike TEN, most cases of AGEP have | | SIS/TEN overlap, defined as cases simultaneously

an excellent prognosis once treatment with the or sequentially qualifying in full for both diagnoses,
precipitating agent is discontinued. were not found in the English literature.
(Rgure ¥ i iine eicles o Case repor T e s l
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Toxic epidermal necrolysis, DRESS, AGEP: Do

overlap cases exist?
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Case 24

M, 63. According to the patient
recurrent skin lesions on the right
leg for approximately 10 years
(3x/year), accompanied by fever,
diarrhea and malaise.
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Recurrent erysipelas - risk factors and clinical
presentation
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Pitfall of modern genetics: recurrent erysipelas
mar-:queratling as autoinflammatory disease

EJW. Splorings. | WM. van der Meer, A, Siment

Department of Intermal Medcne, Radbsaisd Uisiiveraty Medical Centre, Ngmegen, the Netlsrands,
Segrrespanding authes tel: =41 ($)ag- 360881, Fax +30 [o)ag-36550 54,
emai: anma simon@radboudame.nl

502 patients with erysipelas (357 single episode; 145
recurrent erysipelas).

Erysipelas in the lower limbs had the greatest propensity of
recurrence. Lymphedema was the most prominent risk
factor for recurrence.
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M, 35 with recurrent episodes of itching skin rash over the
buttocks accompanied by fever (240 °C), general malaise,
back pain and bilateral inguinal lymphadenopathy. The
attacks had occurred 3-4 times/year for the last eight years.
DNA analysis revealed a missense mutation in the NLRP3
gene (Leu677Pro) (mutations in the NLRP3 gene are linked
with cryopyrin-associated periodic syndrome — CAPS).
Reassessment of the medical history raised the suspicion of
recurrent erysipelas of the buttocks. Culture of the
perineum yielded group C haemolytic streptococci. The
patient received eradication treatment with 10 days of
clindamycin (600 mg three times a day). In the three years
following, no new episodes of fever or skin lesions
occurred.
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Case 25

M, 65. According to the patient slightly itchy and
burning skin lesions on the back for 1 week.

Five days previously painful hemorrhoids and
shiver (managed with NSAID and oral antibiotics).
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Erysipelas on the trunk




Case 26

M, 50. According to the patient skin lesions on both
lower extremities for 3 weeks. Visited the GP 2 days
before presentation (prescribed doxycycline
200mg/d). Leukocytes: 19.46; CRP: 38.9.

Admitted as in-patient.
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Case 27

¥l Pt AR F, 6. According to the parents progressively enlarging
cal RER I . skin lesions for approximately 8 months.
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Morphea
(segmental)

n



15t presentation (age 6) Age 7 Age 9 Age 16 Age 20

Managed over the years with systemic steroids, mycophenolate mofetil, UVA-1, ceftriaxone i.v., cyclosporin A, methotrexate.



Case 28
M, 77

History of melanoma of the left upper arm 4 years
before presentation (managed with surgical excision and

local radiotherapy).
Erythematous, partly erosive lesions on the irradiated
area.

A biopsy is taken under the suspect clinical diagnosis of
angiosarcoma.













Previous melanoma




Chronic radiation dermatitis Post-radiation angiosarcoma

Latency: >90 days after irradiation (up to Latency: 2 - >50 yrs. (median: ~7 yrs.)
several years) Hemorrhagic, non-indurated lesions
Poikilodermatic, sclerotic lesions
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Postirradiation Morphea: A Case Report With a Review of
the Literature and Summary of the Clinicopathologic
Differential Diagnosis
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Case 29

F, 23. According to the patient itchy
skin lesions for 5 days.

A biopsy is taken under the clinical
diagnosis of multilocular erythema
migrans.
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types.

Predominance of
intravascular
neutrophils

19%

Conventional urticaria
(i.e., with an infiltrate
that was not neutrophilic)

(Gontrols)
42.9%

Distribution of the 84 cases by histopathologic sub-




no fever. Several drugs taken

29. Overnight onset of itchy skin lesions.
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Urticaria

* A cutaneous reaction pattern and not a specific disease

 Acute (usually never biopsied), chronic (persisting >6 weeks) (may be biopsied)

* Related to different triggers (e.g., infections, drugs); in many cases "idiopathic"

o "Urticarial" dermatoses may be observed in many contexts including among
others autoinflammatory syndromes, rheumatological disorders, autoimmune
diseases

* Histopathological features often referred to as "invisible dermatosis"; slight
edema, sparse perivascular infiltrates of lymphocytes admixed with some
eosinophils; in my experience variable numbers of neutrophils not uncommon

* "Neutrophilic urticaria" usually refers to cases with moderately dense infiltrates
with prominent neutrophils but without signs of vasculitis

« "Urticaria vasculitis" usually refers to cases with urticarial lesions clinically,
which histopathologically show signs of vasculitis



Case 31

F, 54. According to the patient solitary, asymptomatic lesion on the left buttock for approximately 1 year.
A recent biopsy was interpreted as "psoriasiform-lichenoid dermatitis, suspicious for mycosis fungoides".
The biopsy is re-evaluated.
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Features supporting a diagnosis of psoriasis

Scaly erythematous plaque; epidermal hyperplasia.

Features militating against a diagnosis of psoriasis

Solitary lesion; band-like lymphoid infiltrate with prominent epidermotropism.

Features supporting a diagnosis of mycosis fungoides

Prominent epidermotropism; dense band-like lymphoid infiltrate.
Features militating against a diagnosis of mycosis fungoides

Solitary lesion; mixture of CD4+ and CD8+ intraepidermal lymphocytes.

Features militating against a diagnosis of eczematous dermatitis
Solitary, sharply circumscribed lesion; absence of spongiosis.




15 months later (local steroids only); new biopsy
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Superficial pseudolymphoma...
..but kgep forllovying up the patient...

Features supporting a diagnosis of psoriasis

Scaly erythematous plaque; epidermal hyperplasia.

Features militating against a diagnosis of psoriasis

Solitary lesion at presentation; no response to local steroids; no new lesions after 2,5 years; band-like
lymphoid infiltrate with prominent epidermotropism in 3 biopsies.

Features supporting a diagnosis of mycosis fungoides

No response to local steroids; slow growth; persistent lesion over a period of 2,5 years; dense band-like
lymphoid infiltrate with prominent epidermotropism in 3 biopsies.

Features militating against a diagnosis of mycosis fungoides

Solitary lesion; mixture of CD4+ and CD8+ intraepidermal lymphocytes.

Features militating against a diagnosis of eczematous dermatitis
Solitary, sharply circumscribed lesion not responding to local steroids and growing slowly over a period of
2,5 years; absence of spongiosis.
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Solitary Skin Lesions With Histopathologic Features
of Early Mycosis Fungoides

Lorenzo Cerrond, M.p., Reginn Fink-Puches, M.,
Luils El-Shubruwi-Caelen, s, H. Peter Soyer, m.n.,
Philip E. LeBoir, M.n., and Helmut Kerl, 0.
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Mycosis fungoides (MF), is a cutaneous T-cell lymphoma that
usually begins with cutaneous patches that evolve into plaques
and tumors. A few recent reports describe a solitary variant of
MF distinct from localized pagetoid reticulosis, a disease in
which solitary verrucous lesions occur on acral skin, Solitary
skin lesions with some of the histopathologic features of MF
rarely occur during treatment with several drugs, especially
antidepressants or antihistamines. We analyzed the clinicopath-
ologic features of 20 patients with solitary skin lesions showing
histopathologic features of patch- or early plaque-stage MF.
Eight men and 12 women (mean age 50.6, range 23-82, median
49) had solitary. small erythematous patches or plaques located
on the trunk (16 cases, 6 of them on the breast), upper extremi-
ties (3 cases), and inguinal region (1 case). Ten patients were
treated with one or more drugs; only two of them received
antidepressants or antihistamines. Histopathologic examination
revealed in all cases a band-like infiltrate in the upper dermis,
frequently with epidermotropism of solitary lymphocytes.
Atypical lymphocytes were present in a minority of cases. Im-
munohistology showed a predominance of CD3+ T lympho-
cytes, in most cases admixed with clusters of CD20+ B-cells.
Only a small proportion of the infiltrate was CD8+. Molecular
analysis of the rearrangement of the T-cell receptor genes was
performed in 16 cases using the polymerase chain reaction
(PCR) technique and revealed a monoclonal band in 8 of them.
After surgical excision, 2/14 patients had a recurrence near the
surgical scar. In 18 patients with complete follow-up data, no
evidence of “classic” MF could be observed after a mean fol-
low-up of 31.9 months. Solitary skin lesions with the histo-
pathologic features of MF can be considered as a distinct clin-
icopathologic entity, probably representing a solitary variant of
mycosis fungoides.
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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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Solitary nonepidermotropic T cell
pseudolymphoma of the skin

Sebastian C. I. van der Putte, M_.D.,* Johan Toonstra, M.D. #**
Paul C. Felien,** and Willem A. van Vioten, M.D *#* Utrecht, The Netherlands

A possibly new type of T cell psendolymphoma is described in three cases, It
presented as a small, solitary lesion on the trunk of 3 to 5 months’ duration.

It was slightly elevated, round, and erythematous, with a diameter of | to

2 cm. It showed a tendency to regress spontancously. In sharp contrast to its
benign clinical appearance and biologic behavior, a distinct malignant
histopathologic picture was observed, however. It was characterized by a
nonepidermotropic bandlike subepidermal infiltrate dominated by large T
lymphocytes with cerebriform nucles identical in morphologic and immunologic
characteristics to the abnormal cellular component of curaneous T-cell
Iymphomas. (I Am AcaD DERMATOL 14:444-453, 1986.)

The differentiation between malignant lympho-
mas and pseudolymphomas of the skin is often a
source of serious diagnostic perfurbation. Pseu-
dolymphormas have been defined a5 disorders in
which g histologic picture strongly suggesting ma-
lignant lymphoma stands in sharp contrast to be-
nign biologic behavior." Recently, cutaneous pseu-

From the Institute of Pathology. University of Utrecht,* and the
Department of Deematology, University Hospital, ¥*

Accepled for publication Oat. 31. 1985,
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University of Utrecht, Pasteurstraat 2, 351 | HX Utrecht, Tha Neth-
erlands.
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dolymphomas have been subclassified into stmu-
lators of B and T cell lymphomas.' Classification
of the T cell pseudolymphoma is based on the
resemblance of the infiltration pattern and/or the
cytomorphologic characteristics of the infiltrative
cells to cutaneous T cell lymphomas, i.e., mycosis
fungoides, Sézary's syndrome, and pagetoid refic-
ulosis. The criteria included reactions to sun-
light,* drugs,*® arthropods,” viruses,'® and con-
tact allergens.®''"" Pagetoid reticulosis!'#'% and
lymphomatoid papulosis™'™® have still escaped
exact categorization as either low-grade malignant
lymphomas or pseudolymphomas.

Fig. 1. Case L. Solitary 2 X | .5-cm erythematous plaque
on the back, existing for 7 months. It showed a tendency
toward spontanecus regression shortly betore excision.

Inset: Detail.

Fig. 3. Case 3. Plague lgsion shovwing Hie chimetsris-

Fig. 2. Case 3. Solitary l-cm erythematous plague on
the chest farrow), existing for 3 months, One year later,
it had almost completely disappeared spontaneously.
Inset: Detail.

zally subgpidermul bandlike iolliake, {80, s
ayperchromatic end fmegular nucle farm & conapicuans
sant ol e desal inblale: (=200,



Unilesional Mycosis Fungoides
or Lymphomatoid Keratosis?

read with interest in a recent issue ol the ARCHIVES
the “Off-Center Fold” case report by Evans et al' of
anasymptomatic scaly plaque measuring 1.1X 1.5 cm,
which showed histological features of mycosis fungoides
(MF) and was interpreted as an example of unilesional MF.

ARCH BERMATOLANOL 133, OCT 1997
1312

Mycosis fungoides has received a great deal of pub-
lic exposure in Australia with the death of Paul Edding-
ton, the British actor, and more recently the public struggle
of a patient with advanced MF who elected to undergo
voluntary euthanasia under the recent controversial leg-
islation passed in the Australian Northern Territory. The
public perception of MF is that of a terminal disease.

Lrecall being sent for review the histopathologic ma-
terial of 3 patienis who underwent excision biopsies of
solitary lesions measuring 1 te 2 cm in diameter that were
associated with a short history of change and pruritus.
While the histopathologic material on the slides showed
features of MF, there was also a lichenoid element pres-
ent. Subsequent clinical review of the patients showed
no evidence of M and 2 of the patients underwent a he-
malologic review, including scans for lymph node in-
volvement, the results of which were negative.

From the clinical and histological standpoint Thave
mterpreted these cases as examples of a possible variant
of lichenoid keratosis showing lymphomatoid features.
In the ahsence of compelling evidence of MF in this group
of patients, T would be inclined to avoid this diagnosis.
While the concept of unilesional MF is certainly accept-
able, T suspect that we may need to be more rigorous in
delining this type of presemtation. T would be cautious
of accepting the case presented by Evans et al' as an ex-
ample of unilesional MF, despite the histologicat [ea-
tures,

Steven Kossard, FACD, PhD

Skin and Cancer Foundation Australia
277 Bourke 5t

Darlinghurst NSW 2010, Australia

L. Evans L, Mackey SL, Vidmar DA, An asymptomatic scaly plague Arch Der-
matal, 1997:133:231-236.
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An Asymptomatic Scaly Plaque

LT Larry Evant. MC. LSN: LEDR Steven T, Wacihey, MO, DSNG CAPT Deos A Vidmar, M0 G5 Naoumad Navel Meducal Center, Bethesdu, Md

REFORT OF A CASE

A Sdyearapld man presented o our clinic Lor evalua
tinn ol a single asymptomane fesion on his right fank
ihat bl been present for 4 muoniha, e rr[mnlnsi ihail the

>

Jesion el uackly artsen bot had remained unchanged
Tor the past 3 months. Physical exambnatbon vevealed a
1.1 1 S=con, erythematous, shghaly scaly plague witl cen-
iral chisring and airaphy (Figere 1), He had oo othier
custanenis leshess. He bad been evalisated 2 menths pre-

Tt 1.
An Asymptomaltic Scaly Plaque

DIAGMNOSIS: [nilesional myuosic [ungoides (MF).
HISTOPATHOLOGIC TINDINGS

The biopsy specimen revealed compact ortholeratosis
with a slightly arrophic epidermis. There was a dermal
mfilrate of atypieal, hyperchromatic lymphocytes that
had convoluted nuclei with significant epidevimoro-
pism and formation of Pautrier microahscesses.

DSCUSSION

Mycosis [ungotdesisa cutaneous T-cell lymphoma, Clini-
cal.lv the lesions range from patches (o plagques to nodules,
Tlmolo;_'n.,m\, MT s Characterized by an iofilirate of large
hyper(hrnmﬂ.lm atypical-appearing T helper cells with epi-
dermoitopism and the [ormation of Pautner microabscesses.
Unilesional MF has heen reported but it is a very rare
candinion,* Unlike typical MF, unilesional M presents
as asingle lesion that respomds Lo local treasment., such as
excision or rachotherapy, and does not progress Lo syslemic
disease. Histologically and clinically, our patient’s lesionwas
consisient withMF T was excised completely. On follow-
ip el 18 months, the patlent had not developed any new
lesions and has had an apparent cure.

In 1940, Woringer and Kelopp® described a palient
with asingle lesion that histologically revealed a pagetnid
invasion of atypical-appearing monennclear cells with an
overlving hyperplastic epidenmis with anstypical dermal
mllammatory infilivate. Since that repornt. Woringer-
Kolopp disease, also krown as pageroid reticulosis, has been

desemibed as a henign localized vanant of ME with promi-
nent epidermotropism. Recent reports, however, have den
onstrated that unilesional MF exsts as 4 distinet entity that
diflers frem Woringer- Kolopp disease hath Lluuca'l'!) and
¢ Climieally. Woringer-Kolopp disease is usi-
zed |wy a single verrueous plague located on
the extremities with polyeyelic borders and cenual clear-
ing, Tt is characierized hisiolegically by an infiltrate of nu-
merats mononuclear cells wirth large hyperchromaric and
irregularly shuped nueler (hat are surrounded by a halo-
like clear space with signilicant epidermotroplsin as a dis-
tinguishing fearare. Unilesional MF, in contrast, is an ec-
remalvicl, pirapsoriasilonn or poikilodermane pateh or
plague that is mure consistent with elinical MFE? Hisio-
logically. these lesions are identical o ME. Woringer-
Kailipp disesse and selirary MF have been studied with tm-
munchistochemistry, electiron micrascopy, enzyme
histochemistry, and monocyte chemotaxis. | hese studies
have demonsirated that Woringer-Koelopp disease arises
frem a prohiferation of an abmormal done within the epi-
derrmis, while salitary MF results from the invasion of the
epidermis by atypival evemuclear cells. The abnormal cells
of Woringer-kalopp disease are conlined 1w the epider
s, with numerous mitotic Bgures ac the dermoepider-
mal juncrion, while MF is characterized by abnormally large
cells above and below the dermospidermal junction, with
few mitonc ligures.™

Clinucatly anc hiswlogieally, there are many disorders
that miay resemble ME, including actinic resenlod, lym-
phematoid contact dermatiiis, lymphomatsid papulosis,
lymphematoid granulomatosis, and anhrepod bile reaction

vinwsly, amd a biopsy had been performed on a panion
ol the lesion ta nile out basal cell carcinama
An excisionn] bopsy wis petlormed (Fligees 2 and
- il

What & your diagnosks?

However, there are elinical dilferences that eniable the dis-
Linctien 1o be mide, Furthermore, "mycosis cells” are nol
pathegnomonic ol ME, Atypical lymphoid cells with fulifed
hyperchromic muck have been described incondiions such
asdiscoid lupus erythemarens, lichen planns, psoriasis, so-
lar keratosis, basal cell carcinoma, and parapsonasis. !

10 summary, unilesional MF represents a distingl en-
tity that resembles conventional MF both histologically
and chinically in the morphological appearance of its le-
sions. Unilesional MF 15 thought to be a benign condi-
rfion that does not progress 1o systemic disease, How-
ever, patients witlt unilesiomal MT [ungoides must
continue Lo receive [ollow-up alter treatment i ensure
that progression des not ceeur

The epinions contained herein are ihe privie views of the aw-
thors and are not 1o be eomstrucd us officidl or ds reflectmy
1he views af the Department of the Navy or the Department
of Defense.
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M, 46

According to the patient solitary,
slowly growing lesion on the right
buttock for >10 years.

A biopsy is taken.







Solitary mycosis fungoides

» Most cases of pagetoid reticulosis (truly solitary or restricted
to a small area)

* \ery rare cases of "conventional” mycosis fungoides

 Not in genital skin (MF-like lichen sclerosus, MF-like balanitis
or vulvitis)

 Not on the nipple (MF-like nevoid hyperkeratosis)
* Not on palms or soles (MF-like psoriasis)
* Not hypopigmented (MF-like vitiligo)

« Solitary mycosis fungoides is a diagnosis of exclusion —and it
may still be wrong...



Case 32

the

for 2 years;

M, 64. Sometimes itchy lesion on the left thigh,
patient noticed also keratotic lesions on the left wrist and back of

the knees, and an alopecic area on the abdomen.
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i Ad n'e'x.o”tropic MYCOSIS fungoides



Case 33

M, 56. Sent by a private dermatologist for "exacerbation of a chronic folliculitis" present for 12 years and
diagnosed at onset of the disease as keratosis pilaris. According to the patient erosions on the left wrist for
the last 8 days.









Biopsy #2 (left leg)
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Adnexotropic (pilotropic & syringotropic) mycosis fungoides



Case 34

F, 37. According to the patient painful,

reddish papules on the right elbow for a
few weeks.
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Pseudolymphomatous &
molluscum i

L]

contagiosum







Case 35

M, 48. According to the patient skin
lesions for >1 year. A previous biopsy was
diagnosed as mycosis fungoides.
Managed for 2 months with UVB 311nm.
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15t biopsy taken one year earlier (no clinical pictures)
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new biopsy #2
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15t presentation ..~ - 3 years later

infiltrate nor Darier's nests, the only diagnostic
criterion being represented by the presence of
disproportionate epidermotropism.




Case 36

10NSs.

Onset of new pustular les

des.

ic mycosis fungoi

tory of adnexotropi

IS

61. 6-year hi

M
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6 years previously
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 months later! /!

months later







42 months later
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72 months later




Ad nexotroplc myc05|s fu ng0|des
with pustules ( pustular F") starting with a solitary IeS|on
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Case 37

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).
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Seborrheic keratosis with
pseudolymphomatous infiltrate

&




Clinically, inflammation restricted
to the seborrheic keratoses

Histopathologically, inflammatory
infiltrate restricted to the area of
hyperplastic epidermis




Case 39

M, 50. According to the patient slightly itchy perianal lesions
for 2 months. No improvement with local steroids.










1St mfectlon serologlcally in 2021, managed only 2
years later with one injection of benzathine

benzylpenicillin (insufficient therapy). VDLR increase in g
the last 5 months (sign of a second, recent infection). X *‘

Nov &
2l
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Case 40
M, 69. The patient noticed a pigmentation on the right sole 1 month before presentation.













At time of surgery 4 months later
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17 months after surgery




Persistent acral melanoma
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Gene Amplifications Characterize Acral Melanoma and Permit the Detection of
Occult Tumor Cells in the Surrounding Skin'

Boris €. Bastia
Thilip E. LeDoit, and Dan Tinkel

ABSTRACT

Acrsl (AN §s © Ly from superlicial
spreading melanpma (SShI), the most comon tvpe of welanoma, by its
clinical presentation as well as its ellinic distribution. However, justilica-
Hon for such o distinetion 15 contraversial becanse of histological overlap

" Mohammed Kushani-Sabel, Henning Hamm, Tony Godirey, Dun H. Moore L, Eva-B Bricker,

und progress Hwough a penod of lateral expansion w0 an vsive
Izston tu bas metaskate capaetty (110 Melwnomn bes v potential (v
rectt locally if nor excised wath o salely maton of elitneally and
histalegically annvolved skin (12}

In o previ
miclanonias by CGH. woe noled Hal gene smophfeanens |=3-fld

i sty of 32 randomly seleeted primary eutanecus

and fack ol prognostc sienificance, We analyzed Aberra
lions of 15 AR5 andd 15 §8Ms thal were comparable Tor lomor rickness
and patlent age, using comparative genomle hybridization, All AMs had ai
Meswsd oree {miean, 200 gene amplilica o, signilicamly more e e S50,
In which ondy 20f 15 {13%) had one amplification each (P < 0.0001). Ar
least 12 different gemomie reghons were amplified I ANL These inmvolved
small poriinns of chemmosomal arms, samelimes including Keswn onee
genes implicated in melanoma. The most frequently amplified regions In
AMs oceirred of 1113 (47%) 22001 13 (40%5), umd 315 (200, Com
parlson of the amplilfication levels of invasive and nonlnvaslve portlons of
ihe tumors uslng Muorescence [ s hybridization sugaested that anpli-
Ffeations occureed before the foomation of e nvesive poction. The
Tnding of amplifications of 11913 in three of fve additlonal cases of AM
dn s Puribier sppporis e nolion Dl amplifications avise early o the
progression of AM. Yery significantly, we fonnd isalaicd melanocytes with
amplifications in the epldermis up 10 3 mm beyond the histologically
recoghilzable cxtent of U melaiomas i 567 15 vasive AMs. Tn coneln
shon, our daia show st AM is 2 distinet type of melanoma characierized
by focused gene amplifications oconvring eatly in fumorigenesls, and that
are present beyand the histologleally deteciable bonndary,
therehy revenling one mechanism of local recurrene,

INTRODLUCTION

Vhe clinical and hisrelogical presentations of entanecus melanoma
are associatad with anatomienl lecatinn, sun expesire, age, and sth-
nicity. These pattams lad to a classifieation of eranems melanoma
inly super et sproadmg. nodulas, lenbige malioma. and seml (vpes
(1), However, jusifeation for such o classiReation is comreversiul
becanse of istolomeal ovedap (2, 33 and lack of propnostic sigrfi-
cance [4-A)

AN exdilnls seversl dishel livical and epidemiol ogical laalires
1) develops on palmar, planfar, and subsmgual skan (71, siles thal have
little sposute to sunlight and are prefected from UY radiation by a
thick statm ooueum, Thetelore, it i wnlikely that UY radiation
plavs an tmpoatant take in the pathogenesis of AM. The overall
ineidence is similar deross all mcial groups (81 with AN Being the
mes eammon wpe of malanoma in dark-skinned peoples (9, 105

Most melanomas begn wallun e epdenmis (i s melanoma)

negephed 21700,
inn gl Wi licke were delimyed i port by e payment ol page

734 sulely [ indicale this Jach

! smppaited by the Deutsche Borschungsaimcinschaft irant Ba
MBS, s supparte by 3 Tenders Susiely Clivicsd Cavess Develi
Derarology Eaumndifion.

" T whion réqueste fon reprinls should be addresked. ab Univeraty ol Calilormia Sm
Hrungisch Cancer Centor, Bow 0508, San Frucieco, CA $AL05-0E0E. Phene: (4150 17
1269; Pains (415) 476208 Tl bisdiancét e siesf ek

* The sbbrevizicos vsed ar serul melunoma; S5M. superficial spreading mel:
anmmis; FISHE, Ouoressence i 2ife hybrdanliom CAIL compuralive genomis hybridics
tion, i3k, fbpobleat erowh fictor,

menese inogopy mumber (133 were mitequent i mclaniomus m
general bt found mitiple amplifications in 8 single AM that we
analyzad 1143 Here we show that AM universally demonstrates a
urnipie lype ol genomne inslability il os charaelerized by ampfiGea-
Homs ol small gonomic regions. Some of hose regions conluin genes
ol known sigmilicanes in melanoms progression. This is consisient
with the peneral view that amplifisd regions in fumers fregquantly
eoitain alieogenss or drug-resistines genzs, the increased dosage of
which conlers 4 selective advaniige to e cells (131 We show thal
these amplificalions are delectable m the & sim stage of AN and are
Toumd i solpted intrazpidermal melanscyies in histologieally nooal-
appearing skin surounding the mielannmas

MATERIALS AND METHODS
Study Topuladons

Fifleen vases that bail Deen archived apcer the dimgnosis of inesive AM
wire retrieved from the archeal matenal of e Depurtment of Dermatolugy.
Universty of Wirzbore, the Demiatopathiology Sechion. sud the Melanama
Goenler al the University of Californin. Sun Francisew. Two AMs were fiam (he
Lae, 10 fram the sole. muid 3 were from the foot without further speetfivadon.
By lstalugy, [2 AMs were of e acl lenlizmis [ype, 10 were Lol assi-
figble because the radial partions of the tumers were not represented w the
speaimen, and ane hiad overlapping fealurcs with 353 As contrals, 15 cases
earnparble for patient age (=5 yemrs)and tunor tickne:
mum and 4.4 mmy that had been archived as S3Ms we
Iogieal leassessment showed cypical featites et S& in all 15 contrals. Fov the
atalysis of AM jn sifu, five cases Were retrigved from the database of the
Melanoma Center al the University of Cabilommia, San Franciseo

CCll

DNA Extracton. Tumoi-bearing tissse was nucrodissected fom 30-un
sections [2-20 per lumer) usine HEE-damed scolions as gnidance. DA
extraction and labeling was performed Az published by Tsola @ 2l (15, The
amotnl of DNA ohtaned rimged from 2t 12 pglspecmen

DNA Labeling, Al messurements were peformed i duplicates: once with
1 pig at mmat THA Tabeled with thiorescein- 1 2-dUTP TuFant. Toe, Tostan,
MA) and 700 ng of Texas Ted-S-dL TP laleled reference DA sl
labeling): and a second time with the Iabeling roversed, as described earlier
a4

Comrols srad Viwestold Definitions, Mol DM A i DS A Fom W
el lings with known aberiations were nsed 4= negative and positive contrals
fur CGH, Tospecively. We regirded o rogiun ss sherm| when- (@) either the
standard labeling or the reverse labeling resulied m a tumarictorenes fuares-
went ratios =080 or = L or {00 both thic standard and the reverse labeling
resailiead i lomicrrelerence: Mhibrescen| raboyg ull =

S RER LI

elor FISH was carmied oul om Besue seeions ol the lanors
(hal shawyed amplilicagon v CGH TProbes mappng o amplilicd

1968

Bastian B, et al. Cancer Res 2000:60:1968-1973
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OIRIGINAL ARTICLE

Table 1. Case characlerislics

Tumar  Histalogic  FC widih FC al
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'Daza not available.

Field cells axtended past the higlologic margin o bath sicdes of e melanoma; distances inmm,

"These field cells provide a plausible explanation
for the tendency of certain melanoma types to
recur locally despite apparently having

undergone complete excision."



Persistence of acral melanoma:

from main tumor)

Within the scar: From neoplastic melanocytes
growing along the eccrine ducts ?

Around the scar: From field cells (up to >6 mm.




