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"Computer palms”

e Described in patient using computer
keyboards for long periods; similar features
described in swimmers ("'pool palms")

e Similar changes in other types of repeated
mechanical irritation

e Teleangectatic vessels in the upper dermis

 No inflammatory infiltrate

* [n rare cases may show features of palmar
eccrine hidradenitis
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Computer palms

Alan T. Lewis, M), Sylvia Hsu, MDD, Rhea M. Phillips, MD, and Jo Ann Lee, BS Houston, Texas

We describe a new ocouparion-related skin finding in 2 compurer programmers and discuss its characrer-

istics and causes. (J Am Acad Dermatol 2000,42:1073-5)

e describe 2 patients in whom symmertic,

well-demarcared, ervthemartous patches

wirth telangicotases ocourred ar sites of
chronic pressure on the palms. Both parients had
been computer programmers for many vears, This
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Case 1

A 47-vear-cld healthy white man presented with
an asymplornatic eruption on his palins of 10 yesrs'
dlll"’rll iory, He was a t'.{}TTT[JI!l(.T '[JTH“:{I'}IHITFIUT who }I.’-l!l
spent 22 years using a kevboard, on average of
approximately 12 to 15 hours a day, including weelk-
ends, The patient reported that he often leaned for-
ward and resred his weight on his palins to alleviate
back stress from prolonged sitting,
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Om clinical examination, there were 2 symimetric,
well-demarcated, blanchable, erythematous patches
with relangiectases on the ulnar side of the palms (Fig
1. Routine laboratory work from an employment
physical revealed no abnormal liver chemistries, The
patient does net drink aleohaol,

Case 2

A 42-vear-old white worman presented with a 5-
vear history of an asyinplomatic eruption on her
pelrns She was o computer programmmer who hed
spent 20 vears typing at a kevboard, on average of
10 hours a day on weekdays and up to 18 hours a
day on weekends. She also admitted to leaning for-
ward and placing pressure on her palmar surfaces
to see the screen and o relieve lower back pain.
Examination of her palms revealed findings identi-
cal ta rthose of case 1.

DISCUSSION

Tn 1948, Rone Dileseribed somae of the char-
acreristics of skin changes ina wide variery of labor-
ers. These included scars, calluses, eczemarous
patches, nail changes, and erythema ab jgne-like







Collagenous vasculopathy

e |diopathic microangiopathy of the superficial
dermal vessels

e Clinically asymptomatic teleangectasia

e Histopathology shows teleangectatic vessels
in the superficial dermis

e Perivascular, PAS+ deposits of type IV
collagen
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Cutaneous collagenous vasculopathy
with generalized telangiectasia:

an immunohistochemical and

ultrastructural study

We report a 5d-vearold male, with a 5-vear histouy of spreading
asymptomatic generalized curancous telangicerases. The patient had no
mucosal ar nail involvement, no positive lamily history and no dinical
cvidenes of systomic discase or bleoding diathesis. TTistologically, the
superficial small dermal Blood vessels were dilated and showed
thickened walls with hyaline perivascular material, staining as colla-
gin. The vissel walls were PAS and colloidal ron stain positivi, and
immune-histochemically lacked actin staining. Clollagen TV, fibronectin
and laminin antdhodies showed the material deposited arcund the
bascment membrane zone. Ultrastrucmrally, the viesscls wore post-capil-
lary verles (POV) and showed marked collagen deposition around
the basal lamina. There were many abnormally banded widely spaced
filbres with 100-150 nm periodicity Tase bodics), in addition o reg-
ular banded collagen. Pericyvies were sparse and lacked intracyto-
plasmic filaments, ane few vell or fibroblastic cells were seen embed-
ded within the collapen, We believe this 15 a lonn ol cutaneous micm-
angiopathy not previously deseribed, with disinet mempheology and
unicue ultrasmructural features. It may be due to a genetic deteet with
erronenus production of disorganized collagen o the culaneous miono-

b= ghould be

vasculare, Dermatologists and Dermatopathol
aware of this unusual cutaneous vasculopathy.
Balama. 8, Rosenthal T3 Clotancous collagenous vasculoparhy with
generalized telangiectasia an immunchistochemical and ultrastructural
shudy.

J Cutan Pathol 2000,

Mumksgaard 2000,

Samih Salama and
Donald Rosenthal

rtment cf Fathalogy and
aph's Hosp tal,
Hamilte,

The human dermal microvasoulature s composed of
mwio plexuses, an upper horizontal network in the pap-
illary dermis {subpapillary plexus), from which ar-
cades of capillary loops arise, and a lower horizontal

* Thiz caze was presented in part ar the Joane Meeting of the Interna-
ol Bociety of Derrtopatbology, Avetican Sociely of Derrmato-
pathology, European Sorety of Dermatopathology and Larn
American Sodety o Dermatopathology, Orlando Flodda USA,
Tehrmary 25-06, 1995, and the American Scoicty of Trormanopathal-
agy, Denver Colorada, USA, Cerober 25-November 1, 1992
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plexus at the dermal-subecutaneous interface. The de-
tailed ulmastructural studies by Braverman® provide
a sound framework for studving and nnderstanding
the orpanizadon of the cutaneous microcireulation in
normal and pathologic states. The arteriolar and ven-
ular sides ol the microvascwlatwe can be wdentilied by
the ultrastructure of the basement membrane :_'B.I\-'I._f-
material.”

Tdangevtasia denoles permanent dilalation ol

10y

venules, and occasionally capillaries and arterioles
the subpapillary plexus. It may be secondary to vari-
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Telangiectasias and Review of the Lterature

TABLE 1. Clinical and Histopathological Characteristics of the 34 Patients With Cutaneous Collagencus Yasculopathy
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TABLE 1. (Continued) Clinical and Histopathelogical Characteristics of the 34 Patients With Cutanecus Collagencus Vasculopatiny
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Degos disease-like scleroderma

A wedge-shaped sclerosis with mucin
deposition and surrounded by inflammatory
infiltrate may mimic the wedge-shaped
degenerative changes of Degos disease

e Guttate scleroderma may present clinically
with "porcelain-like" small lesions, akin to

Degos disease

e Accurate clinicopathologic correlation
important in order to avoid mistakes



Lesions Resembling Malignant Atrophic
Papulosis in a Patient With Progressive

Systemic Sclerosis

Clive M. Liu, MD; Ronald M. Harrs, MD, MBA; C. David Hansen, MD

Maiignant atrephic papuliosia (MAFP), or Degos
syndrome, {5 a rare disordsr of unknown etiology

g characicrizod by a deop

culopaihy resulling moatrophe, n-whiie
papules. We report the case of a 42-year-old
woman with a fustory of prograssive systemic
srosis who presenied with painful sebeula-
- along  wiih
chronic atrophic papules on her upper and lower
fimhs, Biopsy results of both typss of lesions
withow! surrounding
inflammation 2w the lterature on
MAF and its association with various connective
tissue diseases. To cur knowledge, thers have
been no previcus reports of a patient with the
Vi presentations described
arance of the
28 WHE YOIy s ey foy that ot
. the alinical characteriatics

H
noous oo

G her abdarioen

he 2 types of las

iriza thal Degos fesic
slarl as alrophe pors
rather evolve from a pris
size that these fesions start as painful red nod-

ain-white papulos bl

ary lesion. We hyoothe-

ules and may raprasent part of the discase
1 ition of WAR
Cuitis, 2005 7o 101-104,

alignant atrophic papulosis (MAP), ar Degos
syndrome, is characrerized as a vasculopathy
of unknown etiology. Described by Degos
and colleagues' in 1942, the discase presents as mul-
tiple porcelain-white erosions. Associated symptoms
often include abdominal pain, gastrointestinal

Acecepted for publication June 29, 2004,
Fro the D =it of Darrataogy, LUni
rs report no conilict o
P [spmse, MO
of Utan, Dapartmen: of Cerratology, 45454
ke Cory, L1 84901
e

ity of Utah, Sall - aks City.

bleading, and neurclogic deficits. The prognosis is
usually poor. Histologic characreristics include a
\-"c]SLZUl(]'[JGill]\_" k)(".l\)“' ||]9 'I]\"!f.:'l'(}l'."i\)"i(: Tone \\"'i[:h
endathelial swelling, proliferation, and thrombosis,
To our knowledge, only a few cases of MAP associ-
ated with connective tissue disease have been
TE swled: 4 cases with syslemic lupux erythematosus,
| with dermatomyositis, and 1 with propressive sy
temic sclerosis.”® We present the case report of a
woman with progressive systemic sclerosis and
MAP-like lesions.

Case Report

Round erosions with drv central crusts developed on
a 42-year-old worman with a long hustory of progres-
sive systemic sclerosis, significant pulmonary hypet-
tension, and rtight hearr failure, Although the
lesions were scatterad on all limbs, the most -
rent lesions extended from the right labium majus
down the anterior aspects of both limbs. Associated
symploms included mild pruritus.

One month alter the appearunce of these lesions,
T"r]'i'l]FlJ] S‘]l?(:l][:?]n\'—:(}ll:" T'I(]dl]]eﬁ‘ ‘]ﬁ(-'ﬂ](."p(“.(] an ]}'I("
patient’s abdomen in a kackeround of mild diffuse
erythema. The nodules were exquisitely tender on
I"dlI."d Livem. ."\i'.‘[]\'!”'l'i'['l'dl I‘?]'iT'I Was L:l'J'I]l..'i'ﬂP.(l Ly ll 18 area
of the cutancous lesions, The patient denied any
fever, chills, diarrhea, nausea, or vomiting. In addi-
tion to progressive systemic sclerosis, the patient’s
medical history included iron deficiency anemia,
restless legs syndrome, gastroesophageal reflux dis-
case, and depression. Her medications included tre-
prosunil (UUT-15, an experimental prostaglandin
used to treat her pulmonary hypertension ), levothy-
roxine, lansoprazole, sertraline, furcsemide, spirono-
|'r]€.'.l:(]'l'|(".| }!'I](I |]y(]'|'\)T['I(]'I'[]|](}T'IE }]YdT(]\'.}]l\J'I'i(]E. Tl]ﬁr(".
WETE 110 kT'I\.‘\\"'I] dTllg 'r]HE'I"f_:'i es.

Significant findings from the physical examina-
tion included a mask with mulviple matted telangi-
as and cyanosis. The phalunges w - and
EL.l?‘.T\Jl:i\: \’-"Il.}] Tn'r]'l"ki'.‘(] CYTIORE. (jT1 l:]]('! ](]\’-'E‘?'I'
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S-100 positivity in leprosy

e Old reports mentioned positivity of
histiocytes for S-100 in some cases of leprosy

e Modulation of S-100 within macrophages has
been suggested as a possible cause; Unlikely
due to cross-reactivity with mycobacteria

e S5-100 positivity may be misinterpreted as a
histiocytic tumor

e Old literature, sometimes, still helps...
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LETTER TO THE EDITOR

COMMERCIALLY AVAILABLE ANTI-S-100 PROTEIN SERUM STAINS M. LEPRAE IN
LEPROSY TISSUES BY IMMUNOHISTOCHEMICAL PROCEDURES.

Demaonstration of bacilli and consequently
ol their antigenic products is casily feasible in
multibacillary (LL, BL, BB) forms of leprosy. Ho-
wever, the presence ol a non specilic chronic ia-
{lammatory infiltrate, as scen in indeterminate
leprosy, or the persistence of a granuloma in the
paucibaceilary (BT, TT) lorms of leprosy in the
absenee of demostrable bacilli, may indicate that
free anligenic products are initiating the appa-
rently non-specific inllammation andfor perpe-
tuating the granuloma (2).

Imimunohistochemistry proved 1o be usclul
Lo demonstrate infectious organisms and/or their
antigens in Lissucs. Anligenic analysis indicalcs
that there are common anligenic silcs among
mycobacterial spocics. On this basis rabbit anti-
BCG scrum has been widely used as the primary
antibody to demonstrate both the bacilli and their
anligens in leprosy tissues (5,6), Recently mono-
clonal antibodies against M. leprae have been
produced which recognise specific anligens on
cell surfaces of leprosy lesions (8).

A phenolic glycolipid with a structure rela-
ted to mycoside A of Mycobacterium Kansasii
wis Tound in M. leprae preparation and had its
structure elucidated by HUNTER & BRENNAN
(3) and HUNTER, FUINIWARA & BRENNAN
(4). A highly specific trisaccharide Tor scrodiag-
nosis of leprosy was synthesized and proved to be
highly sensitive in ELISA (1), This synthetie tri-
saccharide (ST) is anligenic and anti-serum
against it was raised in rabbits by a standard pro-
cedure, using incomplete Freund's adjuvant, and
was used as primary antibody in an avidin-biotin
peroxidase immunaohistochemical reaction by us,
In multibacillary keprosy, bacilli and/or their anti-
pens were heavily stained in essentially similar
manner by anti-BCG and anti-ST sera. In pavei-
bacillary leprosy isolated macrophages in the gra-
nuloma were stained by both anti-sera, probuably
indicating antigenic products which might be re-
levant in the perpetuation of the granulomatous
inflammation.

0

5-10(1 15 an acidie calcium binding prolein
so-named because of its selubility in 1009 ammo-
nium sulphate solution at neutral phE; i is distri-
buted in the brain of a wide varicty of species and
is regarded as species non-specilic (7). The fin-
ding of S-100 antigen in non-nervous tssues and,
particularly in antigen-presenting cells of the skin
in normal conditions, suggests that $-100 should
no longer be considercd strictly as a nervous
system specilic protein. In paucibacillary leprosy
§-100 antigen detection was uscd as a marker Lo
culancous nerve branches, since dermal nerves
impairment by inflammatory reaction permits the
differential disgnosis between paucibacillary be-
prosy and other skin graoulomatosis (2).

A positive staining of Mycobacterium leprae
andfor s antigens with commercially available
{DAKO, Denmark) polyclonal anti 5-100 rabbit
serum was deteeted by us in mullibacillary le-
Prosy. ially similar antigenic siles were de-
mostrated by §-100, anti BCG and anti 8T scra,
Lepromin absorbed anti 8-100 serum failed 1o
stain bacilli but maintened its staining propertics
as lTar as antigen presenting cells and dermal nerv-
ous branches were concerned. Therelore, the use
ol non-specilically absorbed commereial anii S-
100 protein polyclonal serum in paccibacillary
leprosy stains structures known 1o be usually stai-
ned by this anti-serum Logether with bacillary an-
tigens, The staining propertics of M. leprac by
commereially available (DAKO) polyclonal anti
S-100 protein serum is really an artelact. This
anti-serum s raised in rabbils using complete
Freund’s adjuvant, which contain mycobacteria,
Consequently different antibodics are present in
the anti-serum, some recognizing M, leprae and
others recognizing S-100 protein,

Therelore, care should be taken when using
in immunohistochemical procedures commer-
cially available anti-serum in infectious discascs,
chiefly in countrics where tuberculosis and le-
prosy arc cndemic,




Of several possible explanations for
the S100 positivity, the modulation of
the amount of S100 protein in the
macrophages seems more reasonable
than other possibilities (...).

The trivial possibility that the antibody
to S100 protein cross-reacts with some
component of the mycobacteria
themselves is ruled out by the
observations that lepromatous patients
who have been treated so that few
bacilli can be stained still retain S100
positivity in the macrophages.

Also the observation that the lesion
from three patients with histioid leprosy
contained abundant mycobacteria but
were S100 negative is evidence
against any hypothesis that the
bacteria themselves react with the anti-
S100 antibody.



Lichen sclerosus

e Circumscribed changes observed in guttate LSA

e Sometimes associated with morphea
("sclerolichen"); may be guttate as well

e Other unusual histopathological presentations:
pseudolymphomatous with band-like,

epidermotropic
sclerosis of the ©
on genital skin);

ymphocytes and without
ermis (observed almost only
naemorrhagic lymphangioma-

like (both genita

and non-genital skin)



Bullous lichen planus

e Should be distinguished from lichen planus
pemphigoides
* In many (most?) cases subepidermal cleft visible

on histology, but bullous lesions not present
clinically (post-excision fixation artifact?)

* Develops as a result of extensive junctional
damage (i.e. exaggerated Max-Joseph spaces)

* Does not show any differences from
conventional lichen planus in terms of
treatment and prognosis



"Festooning”
(persistence of dermal papillae at base of blister)




e Porphyria cutanea tarda; other forms of
norphyria including drug-induced
nseudoporphyria

e Epidermolysis bullosa

e Cell-poor bullous pemphigoid
e Suction blisters
e This case: lichen planus



Cutaneous lgG4-related disorders

* |gG4 related to different disorders at
extracutaneous sites

e |n the skin lgG4+ plasma cells found in
unrelated conditions (e.g., granuloma faciale,
AHWE, cutaneous plasmacytosis); lgG4+
plasma cells may be observed also in lesions
unrelated to IgG4-related disorders

* I[n some cases skin rash in extracutaneous
lgG4-related disorders; clinicopathological
features not well described



Table 1 Distribution of the igG4 counts and the lgG4/1gG ratios in the study cohart {n=128 including the seven Kittner tumour cases)

Mean |04/ Range lgGa/ Mean Iy0/ lgB4ag0 Ranga 104/
Localisation Diagnesis n hpf ipf hpt mean ratin 1gG ratio
Salivary glands Sclorasing sialadanitis KilHne: tumour T 40 4104 14 nsa 0.23-1
Sualadanitis caused by sialofithiasis n 3 0—26.8 5.0 oz (AL
Oral cavity All lesions FiJ 19 0235 36 032 0-0.8%
Epulis plasmocellularis 12 i) 21102 232 o3z 016077
Radicular cysts n 93 3378 8 032 0.1-084
Oral lichen ruber 4 67 o-217 126 035 0-0.82
Liwwer gastrointestingl Al fpsions F n =0 187 0LnG 0—-0.2
tract Crohi's disease 9 3 1-22 160 0046 0.006—0.08
Ulcerative colilis 9 - 018 o s 0-—-0.06
Diverticulifis B 19 040 1594 on 002
Synovilis All lesions a0 L 181 122 027 [
Rheumatosd arthritis 15 55 181 183 [ -1
Nonspecilic syrovilis 15 15 019 52 [ R} 0—0.44
Carcinomag All lsions 2 Fe -8 nr nzz 0-0.51
Adenocarciromas 111} 3 088 n .21 0-0.48
Squamous cell carcinbmas n ® 1-81 156 023 0-0.51
Skin All lesions 8 Fid 1-120 B {1¥3] 0.04—-0.67

hpf, high-powier field,

238 J Clin Pathod 20771,88:237— 243, doi-10 1136]cp. 20710 085613






10 patients (M:F =9:1)

9 patients: erythematous and itchy
plagues or subcutaneous nodules on the
head & neck; 1 patient: forearm and
waist

8 patients had extracutaneous lesions at
one or more locations: (LN: 6, lacrimal
glands: 3, parotid glands: 3, kidney: 1)
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Bullous pemphigoid and eruptive milia

 Milia are commonly observed in
epidermolysis bullosa acquisita but are
comparatively rare in bullous pemphigoid

e Eruptive milia described in some patients
with bullous pemphigoid; may be associated
to particular subtypes of the disease






"Neutrophilic dermatosis of dorsal hands

e Neutrophilic dermatosis of the dorsal hands
IS a term used in the literature for
haemorrhagic-bullous lesions with dense
neutrophilic infiltrates (initially named
"oustular vasculitis of the hands")

e Most likely represents a variant of Sweet
syndrome

e Association with hematological disorders
may be found (as in conventional Sweet
syndrome)
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Neutrophilic dermatosis of the

dorsal hands: Pustular vasculitis revisited

Noreen A. Galaria, BSe, Jacqueline M. Junkins-Hopkins, MDD, Douglas Kligman, MD,
and William 1. James, M1} Philadelphia, Pennsylvania

An entity termed “pustular vasculits of the hands™ was recently described. Patients with this condition
presenred wirh low-grade fevers and eryrhematous plaques, pustiles, and bullae limited 1o the dersal hands
and fingers, which were characterized histologically by a dense neurophilic infiltrate and leukocytoclastic

vasculitis, We describe patients with a similar clinical presentation, but whe lacked vasculitis on biopsy
findings, We describe 3 otherwise asymptomaric patients with hemorrhagic bullae, plagques, and pustules
solely on the dorsal hands, Blopsy specimens showed o neotrophilic infilirsie and leokooytodasis, ot no
necrotizing vasculitis, and were reminiscent. of Sweer's neutrophilic dermatoses. In our patients,
corticasteroids or dapsone led to clearing of the lesions, and small maintenance doses of dapsone

prevented their recurrence, Our 3 patients had clinical lesions similar 1o those lenned pustular vasculitis of
the hands, but which lacked leukocyroclasric vasculitis on biopsy fndings, Because of histologic findings
and a therapentic response more characreristic of Sweet’s syndrome, we propose the term aewtroRbific
devatosis of the dovsal bands, In addition, low-dese dapsone is proposed as a possible firstdine therapy

in this condition, especially in those with recurrent disease. (7 Am Acad Dermatol 2000;43:

he term pusidar vasculitis of the bands was

recently introduced 1o describe a distinet enti-

ty characterized by ervthemarous plagques, pus-
tules, and hemaorrhagic bullae presenting solely on the
dorsal hands.” These lesions clinically and histological-
Iy resembled Sweet’s neutrophilic dermarosis bur dif-
fered based on the presence of leukocytoclastic vas-
culitis and the limited distribution of the lesions. The
condition was recalairrant o antibionies, Bl respoend-
ed well to corticosteroids. ! We present 3 cases thar we
believe represent the same enrity; however, our
patiens Tacked sysiemic symploms, and o rue vas-
culitie component was nol present. Woe propose e
term petdropbilic devinatosis of the dorsal bands 1o
describe this entity and categorize it as a subset of
Sweet's syndrome (53), In additon, we describe the
s ol dapsene in the reament of the active Tesions
and its usefulness in preventing the frequent recur-
rences that were present in all of cur patients,

CASE REPORIS
Case 1

59-vear-cld man was seen in 1976 with a sever-
al-year history of recurrenr bouts of acute pustular

Fram the Department of Dermatolegy, Linversity of Pennsylvania,
Reprints net available from authors.
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Abhreriations used:

PG pyoderma gangrencsum
S5 Sweel’s syndrome
WEC: whire blood cell

eruptions of the dorsal hands (Fig 13, The distribu-
tion of rhe lesions was remarkably limited o the
radial aspect of both hands. Although rhe lesions
were painful, no systemic manifestations such as
lever, arthralg w generadized tnalaise aocompa-
nicdd them. There was no associalod s
ease. The results of several culinres were negarive
for bacteria and fungi. Repeated biopsy specimens
rivealed only an intense neutrophilic infiltrate in the
dormmis withoun associxed vasculitis, Spoecial stains
for oreanisms were negative, There was no respanse
to oral antibiotics; however, rapid clearing was
obtained with prednisone. No residual scarring
remained, even after repeated recurrences. A diag-
nosis of atypical 55 was most cansistent with his pre-
sentation.

Case 2

A 49vear-old white worman presented with a 2-
year history of painlul, recarrent lesions Timited o
the dorsal hands. On one oceasion a lesion had
accurred ar the site of an intravencous line on rthe
hand, When evaluated for her active lesion she was













Circumscribed palmar (plantar) hypokeratosis

e | ocalized disorder of aberrant differentiation
or keratinization

e Usually adults; one congenital case

e Different keratins have been involved in
different patients

e K10 and K16 were expressed in a mutually
exclusive manner at the boundary between
the affected and unaffected skin in a recent
case (K16+ in affected, K10+ in unaffected
skin)









Pemphigus in young individuals

* Mean age of onset of pemphigus 50-60
(with the exception of fogo savagem, which

is mostly observed in young adults and
children)

e Cases of PV in children or young adults
described

e No clinicopathological differences compared
to cases in adults / elderly



"Collisions” in pemphigus

e Rarely features of an associated disorder on
specimens of pemphigus vulgaris
e | have observed it with SCC (acantholytic AK

and acantholytic SCC), fibropapilloma,
scabies, and perforating collagenosis;

descri
e Proba

ned also in other conditions

oly, at least in part, a Kdobner

ohenomenon



Papular acantholytic dyskeratosis

of genitocrural region

e Histopathologic changes similar to those of
Hailey—Hailey disease and Darier’s disease

e Genitocrural localization
e Variant of acantholytic dyskeratosis? Darier?
Hailey—Hailey? Grover?

e A mutation in ATP2C1 observed in 3 cases of
PAD of the genitocrural area lends support
to the hypothesis that it represents a
dyskeratotic variant of Hailey—Hailey disease






Ulcero-necrotic PLEVA

e Considered as a severe form of PLEVA characterized

oy malaise, fever, arthritis, lymphadenopathy and

arge, confluent necrotic skin lesions as well as

nossible mucosal, gastrointestinal and pulmonary
involvement

* Transition from PLEVA to the ulcero-necrotic form
has been associated with increased serum levels of
TNF-a

* May be fatal (in adults, not in children); yet

evaluation of prognosis difficult in old reports (true
fulminant lymphomas included in the same group?)




"Atypical” PLEVA

* A few case reports and small series described an
"atypical” form of PLEVA with phenotypic aberrations
but benign behaviour

e Overlapping features with PLEVA-like MF in children
and with lymphomatoid papulosis (types B/D)

* Precise classification may be difficult or impossible in
given cases

 Clear-cut phenotypic aberrations (e.g., loss of pan T-
cell markers, etc.) should be regarded with great
suspicion in an "inflammatory" condition

* Long-term follow-up advisable (akin to LyP)



British fournal of Dermatology 1997: 137: 9E5-987.

The transformation of pityriasis lichenoides chronica into
parakeratosis variegata in an 11-year-old girl

Summary

LM NIEMCZYK, T.M ZOLLNER, M.WOLTER, G.STAIB" AND R.KAUFMANN
Beparsimerts of Dermatolomy. Uriversity of Framdfurd Medical Seheol, Theodor-Stern-Kal 7, D80 590 Praokfur, Crrmany and
"Ll Medical Schosl, Uln, Cermany

Accepied for pubcation 15 July 1997

Parakeratosis variegata is a rare disorder with unknown aetiology. In a few cases it arises from
benign skin diseases such as pityriasis lichenoides et varioliformis acota {Mucha Habermann disease)
or pityriasis lichenoldes chronica. However, ransformation inte malignant diseases such as
cutaneous T-cell lymphoma has been observed. We report an 1 1 -year-old girl with a 10-year history
of pityriasis lichenoides chronica now presenting with parakeratosis variegata, Analysis of skin
infilirating T cells showed clonally rearcanged T-cell receptor y chains eccurring with a frequency of
maore than 2% This finding is compatible with the dinical observation of parakeratosis variegala
translorming into 4 malignant T-cell dizorder. We therefore suggest that patients suflering from
parakeraiosis variegaia and other discases such as pityriasis lichenoides et varioliformis acuta or
pilyriasis lichenoides chronica should be continuously monitored.

1985

1995




v0 T-cell-rich variants of LyP
and PL may reflect a spectrum
of related conditions.



Following completion of 6 months of
clarithryomycin, therapy was
discontinued; however, over the ensuing
15 months, he has subsequently suffered
four episodes of recurrences and each
episode promptly cleared with reinitiation
of oral clarithromycin and graduated sun
exposure (when seasonally appropriate).



Variants of lichen planus

e Actinic LP (LP actinicus, LP subtropicus, lichenoid melanodermatitis)
e Acute exanthematous LP (eruptive LP)

e Annular LP

e Atrophic LP

e Bullous LP

e Hypertrophic LP

* |nverse LP

e [P pigmentosus

e Lichen planopilaris

e LinearLP

e Ulcerative LP

e Nail LP

e QOral LP

e Vulvovaginal LP

e LP pemphigoides

e Discoid LE / LP overlap syndrome

e Drug-induced LP (lichenoid drug eruption)



Psoriasiform (PLEVA-like) drug reaction

e Pembrolizumab is an immune checkpoint
inhibitors (anti-programmed cell death
receptor 1)

e Cutaneous immune-related adverse events
include both autoantibody-related
(epidermolysis bullosa acquisita and bullous
pemphigoid) and psoriasiform eruptions in
addition to cytotoxic eruptions (morbilliform,
lichenoid, vitiligo, Stevens-Johnson syndrome
and erythema multiforme)






Papulopustular eruption in targeted therapies

e Side-effect of systemic steroids, androgens
and other "conventional” drugs

e [ncreasingly observed with several
"targeted" drugs including anti EGFR, MEK 1
& 2 inhibitors, anti-BCR-ABL, anti HER2, anti
VEGFR-1 and 2

e Pustular eruption particularly on the head
and neck

e Comedones usually absent

e May be mistaken clinically for AGEP



Described mostly in inhibitors of the RAS-RAF-MEK-ERK
pathway and in epidermal growth factor receptor inhibitors




Panniculitis in checkpoint inhibitors

 Mainly lobular panniculitis

e Neutrophils in the infiltrate (r/o infectious
nanniculitis)

* May mimic clinically disease recurrence
(subcutaneous indurated plagues / nodules)







Cutaneous reactions to targeted therapy

e Different patterns related to the mechanism
of the drugs; many eruptions similar to
"conventional" drug reactions (e.q.,
morbilliform, lichenoid, TEN, etc.)

e Peculiar patterns: panniculitis, acneiform
("papulopustular") eruptions, eruptive KAs,
psoriasiform — PLEVA-like eruptions,
sarcoidosis-like lesions among many others






T-VEC (talimogene laherparepvec)

e T-VEC (talimogene laherparepvec) is a
genetically engineered oncolytic herpes
virus used to treat metastatic melanoma

e Side effects: fatigue and chills, fever, nausea,
flu-like symptoms, pain at the injection site,
anemia, vasculitis, pneumonia, worsening
psoriasis, glomerulonephritis

e Like herpes simplex virus, T-VEC may persist
in neurons and cause latent infections



One case of "plasmacytoma near the site of injection (without systemic disease)"
reported to the company by an investigator, but never published.




BY NO MEANS AN EXHAUSTIVE LIST...

RAS-RAF-MEK-ERK pathway (Morbilliform eruption, Papulopustular
eruption, Xerosis , Epidermal neoplasms, Keratosis pilaris-like reaction,
Seborrheic dermatitis-like eruption, Hyperkeratotic hand-foot reaction,
Photosensitivity, Panniculitis)

PI3SK-AKT-mTOR pathway (Stomatitis, Inflammatory eruptions)
Hedgehog signaling pathway inhibitors (Alopecia, Dysgeusia)
Immunomodulatory agents (PD-1, PD-L1, CTLA-4 inhibitors)

(Autoimmune dermopathies, Immune-related colitis/diarrhea, Pruritus, Morbilliform
eruption, Vitiligo-like hypopigmentation, Scleroderma, PLEVA-like eruption,
Papulopustular eruption, Panniculitis)

Epidermal growth factor receptor inhibitors (Papulopustular
eruption, Xerosis, Hair changes, Mucositis, Nail changes, Photosensitivity)

KIT and BCR-ABL inhibitors (Edema, Morbilliform eruption, Pigmentary
changes, Alopecia, Other inflammatory eruptions)

Antiangiogenesis agents (Mucocutaneous hemorrhage, Disturbed wound
healing)

Multikinase inhibitors (Hyperkeratotic hand-foot skin reaction, Inflammatory
eruptions, Hair changes, Genital involvement)



