The broad world of eosinophilic dermatoses

Luis Requena, MD
Department of Dermatology
Fundacion Jiménez Diaz, Universidad Autonoma,
Madrid, Spain



» Eosinophil major basic protein 1 (EMBP1)

Eosinophil peroxidase (EPO)
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_ Eosinophil protein X/eosinophil derived
neurotoxin (EPX/EDN)

v

Eosinophil cationic protein (ECP)

Cytokines: IL-1a, TGF-a, TGF-B,
IL-3, IL-5, IL-6, IL-8, TNF, GM-CSF
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Eosinophilic dermatoses. Definition

* A heterogeneous group of skin diseases characterized by eosinophil
Infiltration and degranulation in the skin lesions, with or without blood

eosinophilia.



Eosinophil location

Epidermis

Dermo-epidermal junction

Papillary dermis

Subepidermal/papillary dermis
and hair follicles

Papillary and reticular dermis

Subcutis

Superficial vascular dermal plexus

Fascia

EOSINOPHILIC DERMATOSES

Eczematous

Macular and papular

Urticarial

Blisters and pustules

Papular and nodular

Panniculitic

Vasculitic

Fibrosis and sclerosis

Atopic dermatitis

Contact dermatitis

Cutaneous T cell lymphoma

Hypereosinophilic syndrome with cutaneous manifestations
Langerhans cell histiocytosis

Scabies and larva migrans

Drug eruption
DRESS

Urticaria

Eosinophilic cellulitis (Wells syndrome)

Episodic angioedema with eosinophilia (Gleich syndrome)
Polymorphic eruption of pregnancy

Bullous pemphigoid

Pemphigus

Incontinentia pigmenti
Eosinophilic pustular folliculitis
Erythema toxicum neonatorum

Insect bite

Prurigo nodularis

Eosinophilic annular erythema

Eosinophilic cellulitis (Wells syndrome)

Angiolymphoid hyperplasia with eosinophilia and Kimura disease
Eosinophilic dermatosis associated with hematologic malignancy
Primary cutaneous CD30+ lymphoproliferative disorders

Erythema nodosum
Parasitic panniculitis

Eosinophilic vasculitis
Granuloma faciale
Eosinophilic granulomatosis with polyangiitis

Localized scleroderma
Systemic sclerosis
Eosinophilic fasciitis
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Clue

* Plasma cells in the inflammatory infiltrate of atopic dermatitis is a clue
to atopic dermatitis under treatment with Dupilumab.
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DIAGNOSTIC CRITERIA AMD GLASSIFICATION OF HYPEREDSINDPHILIC SYNDROMES (HESSI AND OTHER ENTITIES WITH HYPEREDSINGPHILIA
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Three diagnostic criteria
1. Peripheral blood hypereosinophilia - defined as >1.5 eosinophils x 10%/L blood [>1500 eosinophils/mcl]* on two examinations at an interval of one month or
greaterT— and/or -
Tissue hypereosinophilia defined by the following:
¢ Percentage of eosinophils in bone marrow section exceeds 20% of all nucleated cells
- and/or -
¢+ Pathologist is of the opinion that tissue infiltration by eosinophils is extensive
- and/or -
* Marked deposition of eosinophil granule proteins is found in the absence or presence of major tissue infiltration by eosinophils
2. Organ damage and/or dysfunction attributable to tissue hypereosinophilia
3. Exclusion of other disorders or conditions as major reason for organ damage




Variants of hypereosinophilic syndrome (HES)

Myeloid (MHES, neoplastic or primary):

- Underlying neoplasm of stem cells, myeloid cells or eosinophils.
- Eosinophils are clonal (chronic eosinophilic leukemia).
- FIP1L1-PDGFRA fusion in > 80% of patients.

Lymphoid (LHES, secondary):

- Hypereosinophilia results from cytokine-driven due to clonal T cells producing Th2 cytokines (IL-4, -5 and -13).
- T-cell clone usually remains stable without progression to lymphoma.

Associated HES (secondary, reactive):
- HES asscociated a known secondary cause.
- Omenn syndrome, hyper IgE syndrome (STAT3 or DOCKS8 mutations), atopic dermatitis,
drug eruptions, systemic mastocytosis.

Overlap HES-eosinophilic dermatoses:

- Episodic angioedema with eosinophilia (Gleich syndrome).
- Nodules, eosinophilia, rheumatism, dermatitis and swelling (NERDS syndrome).
- Eosinophilic granulomatosis with polyangiitis (Churg-Strauss disease).



Cutaneous manifestations of hypereosinophilic syndrome

 Pruritic erythematous macules, papules, plaques or nodules.

 Urticaria and angioedema.
« Erythema annulare centrifugum-like lesions.
 Livedo reticularis, retiform purpura and superficial thrombophlebitis (almost exclusively

In primary HES).



51-y-old Chinese male with history of
asthma, blood hypereosinophilia,
hypertrophic myocardiopathy, chronic
urticaria, dermographism and
indurated erythematous plaques on the
Jfl Posterior legs.
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Eosinophil location

Epidermis

Dermo-epidermal junction

Papillary dermis

Subepidermal/papillary dermis
and hair follicles

Papillary and reticular dermis

Subcutis

Superficial vascular dermal plexus

Fascia

EOSINOPHILIC DERMATOSES

Eczematous

Macular and papular

Urticarial

Blisters and pustules

Papular and nodular

Panniculitic

Vasculitic

Fibrosis and sclerosis

Atopic dermatitis

Contact dermatitis

Cutaneous T cell lymphoma

Hypereosinophilic syndrome with cutaneous manifestations
Langerhans cell histiocytosis

Scabies and larva migrans

Drug eruption
DRESS

Urticaria

Eosinophilic cellulitis (Wells syndrome)

Episodic angioedema with eosinophilia (Gleich syndrome)
Polymorphic eruption of pregnancy

Bullous pemphigoid

Pemphigus

Incontinentia pigmenti
Eosinophilic pustular folliculitis
Erythema toxicum neonatorum

Insect bite

Prurigo nodularis

Eosinophilic annular erythema

Eosinophilic cellulitis (Wells syndrome)

Angiolymphoid hyperplasia with eosinophilia and Kimura disease
Eosinophilic dermatosis associated with hematologic malignancy
Primary cutaneous CD30+ lymphoproliferative disorders

Erythema nodosum
Parasitic panniculitis

Eosinophilic vasculitis
Granuloma faciale
Eosinophilic granulomatosis with polyangiitis (Churg-Strauss disease)

Localized scleroderma
Systemic sclerosis
Eosinophilic fasciitis
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THMMUNORIOLOGY

ifferential In Sitn Cytokine Profiles of Langerhans- Like Cells and T Cells
in Langerhans Cell Histiocytosis: Abundant Expression of Cylokines
Relevant to DMisease and Treatment

By R. Maarten Eqelar, Blaiss E. Favara, Marjan van Meurs, Jon D, Laman, anc Eric Claassan

The pathogeonesis of Lanperhans exll histioeytosis |LCH|
remnains poorly understecd. To further slusidete LCH patho-
genesis, we analyzed ihe saprassion of 10 cyickines ralevant
tao callular recruitrant and activation at the protain leval in
14 paticrits and idemtified the lesional cells responsible for
vylokine proeduslion in situ by immunshistoshiemisting The
cytoliines invertigatad included tha amatopaistic growth
factars interlcukin-d [IL-3), IL-7, and granulosytamaero-
rhage colony-stimulating factor 1GM-CSFl; the kmphocyte
regquistory cytokines IL-Z, IL-4, snd IL-10: the inflarmmatory
rifulators IL-1a and tumar necrosis fact or-o §TRNF-00; and the
efiector ccll-activating cytokines IL-& and intorferon—
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trus eytaking starmm, L2, IL-4, ILS, and THF-r wara pro-
duced exclusively by T cells, whereas only IL-ia was pro-
duced by LCH cells. Equal numbers of LCH cells, T cells, and
macraphngas produsad GMJCSF and IFM-y. Equal numbees
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LD celis]) zre actively prolifzruling, huve o rourel rather
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miarkers.!
mrpholopy ol LEH Jesaon and U clioival sizns o

= parhopesesis of the dis
-l
uprepmiation of the follo
previously hean showms inles

(R TTEN R *
aerass chinkn reacrion |RT-POR),
nes bn TOH leziene has
-0 T2 TT -4 T1-6,

il e rransaripn

Ll Gl |
UICaE-2 0 aved levkeanin cnbibitey s AL s andies
did nac tdenn®y the cellular sourcz of hese cvtakines in the
L2 besien, W have previously developed methiads o analvee
ealihing expression w e pr wel inosii se s b estaklish
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of LCH cefls and macrophages produced IL-10, whereas IL-3
wwas produced by T cells and macrophages. IL-7 was only
provucad by rscropheges, Eosinoghils, pressni in s=ome
spacimans, ware partially responsible for the productian of
IL-5, IFN-+, GM-CSF IL-10, IL-3, and IL-7. Expression of all
wylokifnes, shudant in mosl bcpsise, way irrespsclive ol
g, gendar, or aita of biopay, Theaa lndings amphasize the
rode of T colls in LCH. Tha juxtaposition of T ealls and LEH
cells suggests that both cefls interact in a evtokine amplifica-
tion e Mg Brom =tir jon of sutscrine wncd
paracring stimulatory leops. This cascade can ba linkad
directly to the development of LCH through recruitrmant,
maturation, snd preliferation of LCH cells. The cytokines

wtisdinc] wrg Kivdwr o s i 1 in the | i ol
othar charactarkste leaturea of LCH, such as Hlwoals, necrosls,
and ostenlysis.
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MATERIAL S AND METHODS

A deticichve dogreasls of LETH and the represontan ve noiurs of 14
specimens from 19 cases wers conrrmed oy A Ldeven of the
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Recruitment and differentiation of cells. Previously, lesions
of LCH have been shown to contain mRNA transcripts for IL-1,
IL-3, TL-4, TL-8, GM-CSF, TNF-a, TGF-8, and LIF. No
transcripts for IL-2, IL-5, IL-6, or [FN-y were found.® Using
immunohistochemistry, De Graaf et al’® showed that cells in
LCH lesions and those from normal and allergic skin expressed
IL-1ox, IL-1B, GM-CSF, TGF-a. TGF-, TNF-a, and IFN-vy,
wherecas LCH cells alone did not express basic fibroblast growth
factor. The cytokine IL-2 was not studied.” Our data complete
these findings in showing that crucial immunologic active
cytokines, such as IL-2, IL-5, and IFN-v. are, indeed. produced

by lesional T cells and that LCH cells produce [FN-vy, but they

do not produce IL-2 and IL-5. Because under physiological

conditions 1L-3 can stimulate the generation and differentiation
of progenilor cells ol every lineage derived [rom the pluripoten-
tial hematopoietic stem cells, IL-3 might contribute to the
differentiation of LCH cell progenitors.



Eosinophil location

Epidermis

Dermo-epidermal junction

Papillary dermis

Subepidermal/papillary dermis
and hair follicles

Papillary and reticular dermis

Subcutis

Superficial vascular dermal plexus

Fascia

EOSINOPHILIC DERMATOSES

Eczematous

Macular and papular

Urticarial

Blisters and pustules

Papular and nodular

Panniculitic

Vasculitic

Fibrosis and sclerosis

Atopic dermatitis

Contact dermatitis

Cutaneous T cell lymphoma

Hypereosinophilic syndrome with cutaneous manifestations
Langerhans cell histiocytosis

Scabies and larva migrans

Drug eruption
DRESS

Urticaria

Eosinophilic cellulitis (Wells syndrome)

Episodic angioedema with eosinophilia (Gleich syndrome)
Polymorphic eruption of pregnancy

Bullous pemphigoid

Pemphigus

Incontinentia pigmenti
Eosinophilic pustular folliculitis
Erythema toxicum neonatorum

Insect bite

Prurigo nodularis

Eosinophilic annular erythema

Eosinophilic cellulitis (Wells syndrome) and Kimura disease
Angiolymphoid hyperplasia with eosinophilia

Eosinophilic dermatosis associated with hematologic malignancy
Primary cutaneous CD30+ lymphoproliferative disorders

Erythema nodosum
Parasitic panniculitis

Eosinophilic vasculitis
Granuloma faciale
Eosinophilic granulomatosis with polyangiitis (Churg-Strauss disease)

Localized scleroderma
Systemic sclerosis
Eosinophilic fasciitis






J Camn Pl 20000 200 286573
Bl P uréegerc] . =n-ted in Dk

(D30 antigen

Capanid o Slaceen| Minkageas: 2002
Jourmal of

Cutaneous Pathology

A2 RS By

expression in cutaneous

inflammtory infiltrates of scabies: a
dynamic immunophenotypic pattern that

should be distinguished from

lymphomatoid papulosis

Background: Expresson of CD30 antigen is 8 dising marker of
lymphocyle adivation thal was originally deseribed in the Reed-
Starnberg cdls of Hodghin's dissese. T ha obsrvation of C0A0t cdis
has been consdered a diagnodic feature of cutaneous G030 lymphoid
proliferations However, CO30 axpresson has als been reported in
some cutaneous benign inflammatary infilirates

Methods. Eleven sin biopses from patients with seabees were
double-nlindly and ratrospedively analysed. & pand aof
higopathalog cal parameters and immunophenotypic expresson of
Chd, C08, COA) ang 5-100 antigens was studied. CR30 and 5100
antigens expression were related 10 dinical festures

Rasults: Lage CO30 ' cdls were demangrated in eight (8 11)
biopdies, corresponding to patients with long-ganding lesions (3
monthe or longer). However, no expreson of the O30 antigen was
cheerved in &l biopsy spedmens (A 11} correspanding to early lesions
Zmonths or lesy The presence of 3100 pogtive calls in the pagallary
dermis was an dmod constant festure.

Conclusions: GO0 large callszeem to be a common feature in
long-gtanding irfiltrates of scabies CO20 expression in eattered odlls
of & cutanecus lvmpheid inflitrate cannot be ssesed asa drong
diagredic argument of neoplagic cutaneows CO30' lymphod
preliferation Jymphematoid papulads’ autanenus GO0 Tymphomak
Therefore, the posblity that large atypical CD30 ' calls may be

alm present in sverd benion inflammatary dissasss should be aways
congdered,

Gallards F, Barrance C, Tdl A, Pujol RM. CD 30 antigen expression
in cutanacus irflammaiary infiltrates of shies a dynamic
immunophenctypic pattern that should be digtinguished from
Iyrphormiataid papulosis

J Cutan Pathal 2002; 29 368-373. © Bladee] Munksgaard 2002,

Fernando Gallarda,
Carles Barranco!, Agueti Toll
and Famon M. Pual
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CD30 antigen is a member of the to the tumaor ne-  antigen expresdon in necolagtic nodal lymphoid in-
cross factar (TNFY nerve growth factor [NGF) recep- filirates mekss powmible to didinguish a type of
tor family and represents a marker of lyrphocyte as- lymphoma  fanaplagic lymphoma CD307) with
tivation.! Its expresscn wes initidly describad inthe  gpanial festures and better dlinica bahavicur ?

Resc-Cternberg odls of Hodghin's disssse CD30
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DRESS DIAGNOSTIC CRITERIA (regisCAR)

Criteria No Yes Unknown
Fever >38.5°C -1 0 =]
Lymphadenopathy 0 1 0
Skin rash >50% body surface 1

Edema, infiltration, scaling = ]
Resolution in >15 days -1 0 =1
Atypical lymphocytes 1 0
Blood eosinophilia 1
10-19.9% or 7001499 Gpt/l 2

>20% or >1500 Gpt/l

Evaluation of other potential causes 0 1 0

(antinuclear antibodies, blood culture, hepatitis A, B, C serology,
chlamydia/mycoplasma)

*Heart, liver, kidney, muscle, pancreas or other

Scores 1-3: diagnosis uncertain; score 4 or higher: diagnosis certain

Paulmann M and Mockenhaupt M. Severe drug hypersensitivity reactions: clinical pattern, diagnosis, etiology and therapeutic options.

Current Pharmaceutical Design 2016;22::6852-6861






DRESS. Histopathologic features

 Several histopathologic patterns: spongiotic, interface
dermatitis, AGEP-like, erythema multiforme-like and
Interstitial granulomatous dermatitis have been described.

 Eosinophils are almost always present in the infiltrate.

 In some instances: dense band-like superficial dermal
lymphocytic infiltrate and dermal edema.
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Drug reaction with eosinophilia and systemic symptoms
[DRESS): clinicopathological study of 45 cases
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Spongiosis (55%) and keratinocyte
damage (53%).

Confluent keratinocyte necrosis was
associated with severe DRESS.

A moderate dermal perivascular
lymphocytic infiltrate was invariably
present, containing eosinophils,
neutrophils and/or atypical lymphocytes
in 57% of cases.
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REECURRENT GRANULOMATOUS DERMATITIS
WITH EQSINOFHILLA
G C.WELLs

Over the past ten years or se we bave had under observativn a small group of
patients with an ohseure, Tecurrent dermatosi: which combine: a striking clinical
pitlure with a very remarkable istopathology, The Jele T Heory Haber and T lad
plunned 1o present & paper based on Lhruc of these cases al the 1200 International
Congress of Dermatalogy in 1962 ander the title of "Recwrent culansous swellings
with nscrohbicsis snd oo hilia”, bt Dr. Iluber's tragic deall cormpelled v o
withdraw this contributon. | am now eble to teturn b these (heee cases and {o add
a fourth ; and, on reflection, T have dropped the refesence in the Gile (0 necrobiosis.
My further experience leads me to group thess cases ander the heading of "Recusvant
graaulomatons dermatitis with cosnophidia’, with the suggestion (hat this may have
some ralation to the allergic vlomatoats of Churg and Strauss {1951),

While | am only too wel aware of the inadsgvecy of (his condefbution, T have
hopes that it may appesl to Dir. Geofirey Dowling in two respects, T the s place,
thras of the patiens described below wers ssen by him, und he redognized that none
of them fell within any disgnuslic category with which he was familiar, Secondly,
a major part of the interest es in the sxtraordisary histopathology pecaliar go this
eondition. Dr. Dowling came to demmtology alter experience in gensral pathology
anid thronghont his career e has mainlaived an eager interest in skin Tistapathology
and has communicated this mbersst to his oBvwers, His pacticular encowragenant
to Dr. [Ienry Haber when he was establishiog histopathology at the Instituce of
Darmoatology o London aay e recalled by this paper,

The four patisnts recorded hees ilustrate @ changing symptom comples with a
phase of the disezse charactericad Ly spisodes of acute sosinophilic cellulitia” followed
by “grannlomatues denmatitis’ with ils distinctive Tigstopatholegy,

Fra 2 1h
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Frse, il s,
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CASE REPORTS

e hgniees, ol
o -
Case [
History
This male clerk was rst seen sl 50 Thomas' Tospital fn 1958 when his apge was
42, and when he had been getting periodic cutaneons swelliogs for aboot Unes years, .
Iis past health had been goud sscept Tor bip teoshle at the age of 14, This was (o
aspecied of being tuberculous Bul il wis nel proven, Since ey childhood ke had
been subject to transienl el rashbes on the linbs in the searmer weather, Tat he
insists that the recent severs swellings heve been quite different, There was no family
history of shmilar culineous &
His erwpiivons stact with an avea DI redness and swelling with ivritation, Over one
or two days the pedematous swellings spread ontward and might cover the whale
extent of a limb [Fig. 1), The lesions are usually single, Tut may on occasion be
mnltiple. The swellings show a distinet rosy or violacenus border, & brawny, hluish
orderne persists or thees or four weeks and slowly regresses, Teaving the appearance
of atroply with slale grey pigmentation wioel slowly [ndes over o month or twe.

aml mnsntanl b
i baziciles,
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L

Trans St Johns Hosp Dermatol Soc 1971;57:46-56.
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Eosinophilic cellulitis

G.C.WELLS AND WEIL P.SMITH

51 Thomas" Hospital, Lomhbeth Palace Road, London SEr 7EH
ond St John's Hospital for Dissases of the Skin, Lisle Streer, Leicester Square, London WCzH 7B]

SUMMARY

Fight cases of cosinophilic cellulitis are described with acute cutaneous swellings followed by indolent
infiltration. The histology is distinctive with focal phagocytosis of cosinophilic materiul in the dermis.
Ocensionally these histological features are observed in other inflammatory dermatoses when eosino-
phils have infiltrated the connective tissuc.

FIGURE 4. Scatterad flame figures in dzrmis,
F1GURE & Collagen coated wilh eesinophilic materizl (early Aome figurs),
i ik b, Phagocyresis in lare flame Gguee.



Wells syndrome. Clinical features

 Recurrent episodes of itching or burning edematous plaques.

* Some plagues may have an annular or arcuate configuration.
 Vesicles and bullae may also be seen.

* The plagues become indurated and lesions resolve over 4 to 8 weeks.
* The extremities are more frequently affected.

« Unknown pathogenesis. Local hypersensitivy reaction due to
different triggers: insect bites or stings, drugs, vaccinations, allergic
contact dermatitis, underlying malignancy, fungal, viral or parasitic
Infections.









HISTOGENESIS OF EXTRAVASCULAR NECROTIZING GRANULOMA

Immunologic disorder
v

Infiltrate of polymorphonuclear leukocytes

Release of lysosomal enzymes
!

Collagen degeneration

Neutrophils EOSino?hils
v
Basophilic Eosinophilic
degeneration degeneration

Churg-Strauss granuloma Flame figures
Winkelmann granuloma (Wells syndrome, insect bite, etc.)







| Sweet syndrome with Churg-Strauss granuloma |







| Sweet syndrome with Churg-Strauss granuloma |
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Sweet syndrome Wells syndrome

Fever (40-80%)
Erythematous-edematous plaques

Blood leukocytosis

Edema of the papillary dermis
Neutrophilic dermal infiltrate
No vasculitis

Churg-Strauss extravascular granuloma

Rapid response to systemic corticosteroids

Reactive process: infections, malignant neoplasms, etc

Lz G Wealls

Fever (25%)

Erythematous-edematous plaques

Blood eosinophilia

Edema of the papillary dermis

Eosinophilic dermal infiltrate

No vasculitis

Flamme figures

Rapid response to systemic corticosteroids

Reactive process: infections, malignant neoplasms, etc



Personal approach

e Eosinophilic Sweet syndrome = Wells syndrome.
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Polymorphic eruption of pregnancy

* Previously named PUPP: pruritic urticarial papules of pregnancy

« Polymorphic lesions: urticarial papules, vesicles, targetoid and eczematous
lesions.

* Pruritic erythematous edematous papules and plaques that usually first
appear within striae distensae of abdominal skin with periumbilical
sparing during the latter period of the third trimester of pregnancy or
Immediately postpartum.

* Most frequent in primiparous women and usually does not recur in
subsequent pregnancies.

* No maternal or fetal risk.









Polymorphic eruption of pregnancy (PEP)
Differential diagnosis with herpes gestationis (HG)

e Cutaneous lesions of HG appear earlier in pregnancy than those of PEP.

* Lesions of HG involve periumbilical skin and show no predilection by
striae distensae, whereas those of PEP spare periumbilical region and
tend to develop on striae distensae.

* HG recurs In subsequent pregnancies, whereas PEP does not recur.

* DIF and IIF studies in HG demonstrate linear deposition of IgG and C3,
whereas in PEP these studies are negative.
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BULLOS PEMPHIGOID
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Tissue Eosinophil Counts: A Promising Marker for
Optimizing Omalizumab Treatment in Bullous Pemphigoid
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Pemphigus herpetiformis
Clinical features

* A clinical variant of superficial pemphigus characterized by
erythematous, pruriginous vesicular lesions mimicking
dermatitis herpetiformis.

» Herpetiform arrangement of the lesions.

e Sometimes mucosal involvement.
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Pemphiqus herpetiformis
Histopathologic features

 Eosinophilic spongiosis with little or no acantholysis.

e Intraepidermal pustules with neutrophils and eosinophils.

* DIF: intercellular deposits of IgG in the upper half of the epidermis.
* Immunoblotting: desmoglein 1 and, less frequently, desmoglein 3.
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INCONTINENTIA PIGMENTI

» Genodermatosis with polydysplasia of ectodermal and mesodermal structures.

e X-linked dominant disorder due to mutations in the inhibitor of NF-kB kinase
regulatory subunit y (IKBKG), also known as NEMO gene.

« Lethal in male fetuses.

* Neurologic, ocular, dental and cutaneous lesions.

» Cutaneous lesions evolve through four classic phases: 12. Vesicular lesions in
linear distribution; 22. Verrucous lesions; 32. Linear hyperpigmented lesions; and
43, Atropic hypopigmented streaks favoring the calves.

* Frequently, hyperkeratotic painful subungual lesions.















Painful subungual keratotic tumors in

incontinentia pigmenti

Tosé M. baoscars, MDD, M. 5., Joad Pabou, M.D., and Pedm Vives, M T

Barcelunn, Smin

"o mepout & cuss of dyskeraratic subongual oo i a 2-peerold woman.
The parient pressnied achromis linss] lezsions, oepical of residnnl incoatinentia
pigrmanli {[F), un her legs. Turthermere, the ahysica! examznulan shawesl
acodkontla of W opht dicsoe oot The Falilal Ssckproocd denenstiated
miscarringss af mals frmses and shornztzcstic deconl nbneooalities of T in
Temale siblings. Ths pubiznt's davgaler presenled o Lppicad background of 1°
and dyechucass fplashed lzaions, Lizht a2d elostnon wloreacepiz amdies

nf 1k subunpual wmors were mode. The nralre between subemgua’ roes
of I end kcrarpacanthoma i3 eenphaived. (1 An Acen DERMaTOL 10913-

1%, 19830

Tncontineatia pigment (TP i & hereditary X-
linked complex process with peculiar cutaneous
manifestations desceibed by Block' in 1926 nod
by Sulsberger in 1923, The culmeous (ealumes
avolve classically in threo stapes: (10 e the fust
stape, whech is vsually present sl birth, there is @
lineer crythemetevcricwlar and hallous eruption;
(2) dn the second, varcoas lesions appeir: anc
(5] fimally, the third stzpe 35 charosterized by 2
splihed or whorlal pigmenfalion. s well
knoan that mulbple cctodormal ared csodemmal
detects coour in I woowt 79 8% of wll palients
with TP appear to have one o inoes abaornalitdes
ol hate, nail, eyss, leeth, cenlzal nervaus syslsm,
and stractuara] develogrent.

Review af the litemyre neveals only bwg pre-
veious Tepors of painful schwngaal femors essoe-
chitlen] with this diseass * This arficle repeos o new
SERD .

CASE REPORT

A ZH-vearold wamar was sdmiled woour Gopart-

neant of dernsacolopy foo diagnoslas and freshoenr of

Vrom she Deparmen: oo Decmetalsgy, Hespitad Clires ane Panky
ot Medicine, Lnrersts of Pacelme

Beprint squasis: Pl L WL Muazam, Dugei boeid of Déridmlogs,
MHeospim! Clinioa, Crsareyy 143, DINA0 Beevzloua, Spanile.d)
254 (K 35,

paiiefol luenors on the drst and Sfth Guopoes of e dpelt
hame ané on the fourth finger of the Jeft hand.

At uppresimately 13 pears af age the pali=nt hegan
1o develop oel choeges and painfil ewbonpual uesoes
aF the firse and secomd fingzrs of dght hamd, The first
ayuaploins bagm in Aupuel, V975, wilth pinprics sen-
snbans an the tips of the pffscted Anpers. The region
Irezane gwllen, ervthematous, and eairemely painiul,
oren when ooly sliphty treocatized, The pationt had
hesn exazmined in anecher depomiment, where rdiog-
raghy, angisgraphy, and culiare for bactesa and fungzi
were camied aut. AL results weee negetive exerpt for
the radiciogial sxammation, which demonstred ns-
tecdyris lesions of the distal poalkinges of b st finges
(Fig |3 Tn Decamber, 1979, the legioms wers surgi-
cally memovidl withsl 3 definite diagnosic. The patent
remained asvmpeoric dusing 4 veers, Tn [u'y, 1583,
new [=sinns appearad om the fourh and FRh fingems of
W 28t hand, witly ddeizieal i manifestatieo,

The parient showsd nail dysroptey of the affecred
limgers, closely relaled Lo maised paioll] wmucs thal
Fopeacod a5 kepatohc monsses extending from kenenth
the nail, wiwing the whols disial phalanges 8 awollen
wppeasnzs CFigs. 2 o 43, The clicical nspeer of o
esxgng, similar in rhose inthe presions coses ssenn
nur degwrlment 12 s belode, led Gy oo caoy ool a
itong 2ol plovsical examination, Thie exzamiation
ravenled achramic amd arrophic lies] and rericulnr Je-
sians on the inner regian al” her thighs and legs. Fur-

tkeconace. anedonta of the Ul Dpper inciso: wes
93

“Perhaps we could consider that the lesions that
appear in patients affected by IP are subungual
keratoacanthoma, because the clinical and
histologic aspects of both entities, as well as their
evolution, are indistinguishable.”
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EOSINOPHILIC PUSTULAR FOLLICULITIS

Shigeo Ofuji, Atsuhiko Ogino, Takeshi Horbo, Takeji Ohseko and Mapsami Uchara

Froaw the Deparimeni o) Dermarclogy. Facoine of Mediofne, Kyaho l.-.-u.’imu-.
Kelyake, Koo, Japan

Abxirger, The main featare of ithe coses presested here
B the rmepeated appearance of crops of pruritic folticular
sterile papulopasiules in Faidy well defined areps of the
face, trunk amd exremities, and 6ol en the hards and
feel. They exiended cenndfupatly, Le, fresh eroprions ap-
peared at the pesiphery as old opnes faded im the cemter,
When plapes msched o ceriain sirs, they subsided leav-
Ing plgmanrasian, Hls.mlnglc eREmination eveRled  yese-
les in the omer e shesth coninining ey - eosinsphils
and extending from the sabeorncal portion of the Tollic-
alar gsbiuns 10 (ke level of lhe endry of the sshaceous
gland, occasionally seaching the gland isseff. These clini-
wal and histelogic features de mor cormespond with any
of the know:n dermotescs, aid  Che et nuphilie
pustudar folliculitis” & proposed.

e

Falliculitis with pustiltion occurs nol only in
wfoetous diseases, but also in sterile conditions,
such as comtact dermatitis, autosensitization der-
matitis,  trichophytids, drog eruptions und ery-
thema toxicum neonatorum. The authors have
recently treated three casezs with pzcaliar clinical
amd histolegie features of folliculitis with slerile
pustulation, and herehy propose 8 now name
“Bosinophilic pustular folliculitis™ for this condi-
tion. This paper reports these three cnses and
re-cvaluates a similar case reported previoualy.

CASE REPORTS

Case |

A Ilyearobd Japanese carpenics was firs oseen sl (e
Kyoto LUniversity Hospital on Mosember 4, 19660 e
first moticed & prante plagoe eonsising ol papules and
pustules an the extensor surface of The ket upper arm
In dorunry, 1964, Ac the lesion pradually grew to about
10 ¢m in dismeter, new papules and pustubes developed
principally a8 the periphesy while those in the ceniral
afes subsgicded, Laler, smilar lesions developed swooss-
sively on the right upper orm, chest, back sind Gace.
These  wnderwent  remissions  and  exacerbations bt
chsed B pencral symplons excepl for slight malaise

a1 the begioming sl e woow severe esaeecbalions, He
had hat rinea pedis Ffor oover fee yesrs His father had
branchial asthina

Clinical  firdiegs. The patient was o healths-looking
seung man with seborrbeic facial skin. A few [ellical:
tdes akeng with comedones Troom  acie velgans  wens
present on the face, chest aml bask. The wkiii lesions
im guestzon covered almest enfirely the face, chest, hack
arl extensor surfaces of the upper orme except for che
arbital regiomn, lowsr lip, aniedor sarface of the neck,
nepe and axillae (Fig. 1. The sealp was covered with
pitveatic seales. Patchy Jesions were poied on the ab-
damen and over he sacount Each lesion vonsisted of
nummergus follicular papule: in an area of diffuss Brown
ish pigmentation. The fresh sctise croptions were  red
papules | o 2 mm in dinmeter surroended by o ored
halo and topped with o pussule (Fig 2) Theee puapulo-
pustubis were observed chielly at the periphery of the
whale, im ihe  rpmenigd  cenber, ceddish  browns
papitles. with some scdbes wore scein; his . appeaned. do
he a fading process (Fig. 3k Hpirs were prewil in many
papulopustules. The insolved areas were redder and less
pigmented on the Face thun im ather areas. Follicolar
mapulopustiules were seattersd over the extensor surfaces
of the thighs The mocsas membrancs were aal mvolved
Physical examination rewvealed no other phnormolitics ci-
wapt for chronic fonsillstis,

Eaboratiery finings, The blood count on admission
rovealed WHBC 1B800 with o differcetial count of 39%
neutrephils. 419 eosinephils, 1% basephils, 4% mono
evles and 15% lymphocyres. During the  loflowing 3
man b, wnder variows treatments, the WEC ranged toom
TION o L06M and the sosinophils from T o 46%.
iher lxhorstory sredies mebuding  liver fusclion tesis,
sedimentation rate, serum protein electiraphioress, C-reae-
tive protein, ASLOr and RAT were within normsd 1.
Servlopic reaction for syphilis was neaa Staals wee
free of ova ond porasizes. Mycelial elements wore nega-
tive for mecroscopic examinarion, Hasterial cultures Trom
the pustules repearcd three simes in Muid  (thioglyoolate
medium, beart infision agar aid blosd agar. did not show
any mrowith, Beh imimediate and delayed reactions were
megalive o nfssdermal teds of the Tollowing  agents:
trichophytin, - waccines of staphylococces poreus. stiepla-
cecous hemolytions and  coryoebaclenom acnes. Smears
from the posiiles showed eosinopkils, mos of whick

Tewiasne
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EOSINOPHILIC PUSTULAR FOLLICULITIS

» Classic type (Ofuji disease): chronic recurrent clusters of pruritic
sterile follicular pustules arranged in annular plaques with central
clearing and centrifugal extension, most frequently on the face of
adults.

* Infantile type: rare, mostly in infants less that one year of age.
Reccurrent pruginous pustules mostly on the scalp. In most cases the
disease resolves spontaneously in 2-3 years.

* Immunosuppression-associated type: mainly associated with HIV
Infection and hematological malignancies. Erythematous and
pruriginous follicular papules and pustules on the face, upper trunk
and upper extremities.
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PGD. induces eotaxin-2 via PPAR~y from sebocytes:
A possible pathogenesis of eosinophilic pustular folliculitis

Kyoka Makehigashi, MD,” Hiromi Doi, MS," Atsushi Otsuks, MO, PhD," Tetsuya Hirabayazhi, PhD,"
Makoto Murakaml, PR Yoshihiro Urade, PhD,® Hideaki Tanizaki, MD, PhD," Gyohel Egawa, MD. PhD,"

Yoshiki Miyachi, MD, PhD," and Kenji Kabashima, MD, PhD®

Baclgrownd: Eosinophilic pusiolar flliculites (BIFF) is o chronic
inlraclalde proritic dermeatesis caracterized by masive
cosluophll bnfitteates involvne the pllasebaeeons anlts, Reconily,
FPF hns heen regarded as an mapoetant elindeal morker of ATV
infection, nnd its prevolence & incrensing in member, The
precise orechanisim by whiclh eosinophils indilirate ioue ihe
pilosebaoeous noils renaing larpely wknewn, Given that
ndomyethactn, o COX inhibitor, can be scocssfolly wsed fo treat

patients with EPF, we cun wesumie thot COX medabalites soch us
produglamling (U)o wre invalvend in L elindogy of K7

e

(Mpjeclive: o delermine Lhe invidvement of
pathozenesls of EPF,

Muethods: We: performed immuomostaining for PG osynthases in
EDP'F skin lesinns. YWe examined the elfect of Pl oo indoe
of erlasing a chemuallractand for esninophils; in homan
Heratinoeeytes., fibeobkasts, and sehocyie amd songhi |
its responsble Feceptor,

Resulis: Menuiopoictic PG synthase was debected mainly in
infillrating inlkmmidory cellsin EPF ksivns, implying ihot 1G5
s produced in lbe lesinos. Inaddition, Plely aned ity immediale
mctaholite 15 deoxy-& 12 14-PC; (150-PTL) indwesd sehorvics
o produee eotxin- 2 vis prroxdsome proliferator-aciyted
reveptie panimie Consistent with the ahove findings, ootoxin3
expression was iommwnsliiochemically iotensdlied D seloceoes
ckaisila of ibe EPE lesios,

Conchislan: The PGOSEG [-peeosdsome proliferator—actaced
recepdar gnmmu pathway indimes wdsin production fram
sehicy b, which muy explain the mussire eoginog
iiserved arvund pilosbsceows unils in EI'F 0 Allergy Clin
Bnmumal 200 25120 E50-44,)
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dare indicates that Ty 2-medinted § uumum.og.: mechanisms ane
imenlued in the puthagenesis of TPE " Racently, TRT 'hlls. h-rn

atudy has demonatraned de capression of unececliular adlyesion
mreslecnles for inlarmatory cells ingluding sesinophils arand

Fuanir Tallizhas” Chber siufies have reported tin 11,3 lavel. which
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Histopathology of Erythema Toxicum Neonatorum

ROBERT G. FREEMAN, M.D.; RACHEL SPILLER. M-D. and JOHH M. KHNOX, MWD, Houston, Texes

Ervihemg Losiciny neciatnrun s a cone-
man eendition. cocurting in approxinaiely
ume-thind ot the imfanis exenined by Taylor
and Dondurant.® These authors gave the
first presentation ol this disese in the
Armierican dermuatologicesd literature, empha-
sized that ervthema toxicum neonstorom is
# defmile dense enlity, and gave an execl-
lent description of the chinical picture, The
disease appenrs within the fics three o foor
days of lfe as erythematous macules, pap
Illt‘-s.. }II.I[‘J"II'{"\'.. ur encildmtinns of  these
lesicns. The eruption generally disappears
by the sixtn day of lile. 1.ildders 2 vecedntly
reported the Grst description of the histe
logic changes that oecus with the disease.
The [rresent paper prescits our histopacho-
logic fndings in 10 cases

Material end Methods

The present stedy was periormeed o bopsy
tissues ohamined frem Wb crylbams osicen wo-

Sudimitted Sor pohlication eh, 20, 196
Yren the Depestmens of  Dlesmaiciopy and
Parhalogy, Laylor University College of Muslicine,
Houston,

ralorn patienrs  showing  typiral  erypthemarmzs,
vagrular, or pustulac lesions, Cascs wors selecied
in show easly ard late lesions of all forms inehsl-
gyt predamivantly ererhemaroes, rheee pri-
domimantly papalar, two papulopostular, asd e
raaralar losions. The Bopsies were perfarmed in
the sontioe moceer wEne a4 omon hopsy puisch.
Tarch specimen af tiseue was fxed in 105 farmalin,
emabialihal e paraifin, scrially  secticoed,  and
stained with Jesnatoxylin and eosine Lvery Lhind
seclion was staived with pervicdic acid-Behifll fech
rhiguae,

Results

The hstopathologic Andings were as fol-
lorars

1. Mocwies gead f:'r}-:ﬁ.-mumm Arear.-
The changes consizted of edema mo the
upper dermis associated with a mild cellular
intiftration that was perivascular and diffuse
in disteibution.  The infiltrating cells were
predominantiv eosicophilic leukocyles pliss
A& Tew neilrophilic leukooyles and mononu-
clear eells {1, 17, While hair follicles
and sweal glnds were seen in invnlved
arear, lhere was no clear velaton of chese

Fig. 1. —Seation Do o
ncalar lesion, There is
eelerma in che ugpser derrnis
aend w diffuse and perivas-
cular jnhliate ol o
phils.

Biewislnaded Finin: hirptaishdevinjanamipetene k. eom by oa Didvesiey of California - Sam Hege Ueer on IGH12: 2005
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Case Reporis

Annular Erythema of Infancy
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spectrum of Wells syndrome: a multicentre long-term
follow-up study
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Clinical and Laboratory Investigations

Br.d. Derm. (196981, 1.

8. Thomas's Hospital and 8¢, Johw's Hospital for Diseases of the Skin, Londer

SUBCUTANEOTR ANGIOLYMPHOID HYPERPLASIA WITII
EOSINOPHILIA

GO WELLS axn LW, WHIMSTELR

SUMMARY.—Persistent subcutaneous nodules on the head and neck with
distinctive histological features of angiclvmphoeid hyperplasia with eosinophilia
are reported in nine patients. Thev were all young adults and had one or more
lesions ranging from 1 to 10 cm. in diameter. Apart from blood eosinophilia,
there were no systemic manifestations. While some lesions persisted for several
vears, the condition appears to be benign,  The nodules lie mainly in the sub-
cutis but somoetitnes extend into the overlying dermis and deeply into muscle
ot fascia. They are composed of unencapsulated masses of angiolymphoid
hyperplasia with the following components:

1. Exuberant proliferation of capillary wvessels, often with imperfectly

canalized masses of endothelium,

Massive infiltration with eosinophils and an excess of mast cells,

. Reticulin formation bot little collagenous fibrosis.

. Lymphoreticular hvperplasia, increasing with the duration of the lesion
and leading to lymphoid follicle formation in lesions of one year or more
duration.

The clinical and histological features suggest enough common ground for
regarding subcutanecus angiolymphoid hyperplasia with eosinophilia as u
distinct pathological entity, Its relation to Kimura's disease as described in
Japan is discussed.

]

Tne following aceoant of the clinical and hiztalogical findings of suboutanecns
angiolymphoid hyperplasia in 8 patients is presented in the hiope that other cases
will ke recagnized and seme anderstanding of the pathogenesis may aceroe.
W are conseious of our debit to many ealleagues whe referred histologion] material
aned provided clinical information, as indiented at the cnd ol this paper.

Cerae Mo, 1

A 43 vear old hemaewife attended St Thomas's Hospitol i 1952 with o Jumop Behind
the left enr, This had first been noticed a yveae before and bad ceadually enlarged to
245 om, in diameter. Her general health had heen pood, apaet froon an albseess af the

right side of the neck drmined at the age of 3. She had oot lvee outside England and
there was no history of tramma or ingect Bites om the ares affeeted.

Hhe was noted to have 3 subeateocous podulea on the left side of che Tee, soe reteo
aurieular, one sub-anricular and one sl the anele of the jaw. She notieead aome stehing
from time to time in association with these lesions. There were na enlarged brmph
nodlea in ather partz of the hody and the splecn wos et palpable. Chest soray normal.
Elood WE negative. The nadule from the el retro-auricolar region was excised in
THR2.
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SPECULATIONS

IN DERMATOPATHOLOGY

Eistn’ | Hesd, fiditer

Angiolymphoid hyperplasia with
eosinophilia of the skin

Tts nosological position in the spectrum of histiocytoid

hemangioma

Juun Hosai, p1.
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Not only
is the vascular proliferation less prominent in the
cases of Kimura’s disease relative to the inflam-
matory component (as a matter of fact, it is hardly
more pronounced than what one would expect in any
inflammatory condition leading to luxuriant ger-
minal center formation and tissue eosinophilia), but
the characteristic endothelial cell that is such a
constant feature of the cases of angiolymphoid hy-
perplasia with eosinophilia is largely absent.(14)
Naturally, endothelial cells are plump in the vessels
of Kimura’s disease, and sometimes markedly so, as
befits the cells of actively growing vessels. Yet, they
lack the distinctive cytologic features of angiolym-
phoid hyperplasia.

In light of these observations, I must conclude
that the alleged analogy between Kimura’s disease
and angiolymphoid hyperplasia with eosinophilia
is spurious or at least unproved, and that the evi-
dence on which it was based is inconclusive at best.












Eosinophil location

Epidermis

Dermo-epidermal junction

Papillary dermis

Subepidermal/papillary dermis
and hair follicles

Papillary and reticular dermis

Subcutis

Superficial vascular dermal plexus
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EOSINOPHILIC DERMATOSES

Eczematous

Macular and papular

Urticarial

Blisters and pustules

Papular and nodular

Panniculitic

Vasculitic

Fibrosis and sclerosis

Atopic dermatitis

Contact dermatitis

Cutaneous T cell lymphoma

Hypereosinophilic syndrome with cutaneous manifestations
Langerhans cell histiocytosis

Scabies and larva migrans

Drug eruption
DRESS

Urticaria

Eosinophilic cellulitis (Wells syndrome)

Episodic angioedema with eosinophilia (Gleich syndrome)
Polymorphic eruption of pregnancy

Bullous pemphigoid

Pemphigus

Incontinentia pigmenti
Eosinophilic pustular folliculitis
Erythema toxicum neonatorum

Insect bite

Prurigo nodularis

Eosinophilic annular erythema

Eosinophilic cellulitis (Wells syndrome)

Angiolymphoid hyperplasia with eosinophilia and Kimura disease
Eosinophilic dermatosis associated with hematologic malignancy
Primary cutaneous CD30+ lymphoproliferative disorders

Erythema nodosum
Parasitic panniculitis

Eosinophilic vasculitis
Granuloma faciale
Eosinophilic granulomatosis with polyangiitis (Churg-Strauss disease)

Localized scleroderma
Systemic sclerosis
Eosinophilic fascitis



EOSINOPHILIC DERMATOSIS ASSOCIATED WITH HEMATOLOGIC

MALIGNANCY

Other names: exaggerated arthropod bite reactions, insect bite-like
reactions and hematologic related malignancy-induced eosinophilic
dermatosis.

Recurrent episodes of pruritic papules, nodules, urticarial plagues or
vesiculobullous eruption mostly involving the extremities.
Histopathology: abundant perivascular lymphocytes and eosinophils in
the superficial and deep dermis that extend to subcutaneous fat. No
signs of vasculitis. Negative results of direct immunofluorescence
studies for IgG, IgA, IgM and C3.

Exclusion of other causes of tissue eosinophilia.

Paraneoplastic disorder of unknown pathogenesis.
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Table 1. Nomenciature of the condition observed in pafients with
a hematologic malignancy whose cutgneous lesions  had
eosirophils in the dermis,

What's in a name? a new nomenclature has been proposed

For eosinophilic dermatosis of hematologic malignancy
(EDHM): hematologic-related malignancy-induced
eosinophilic dermatosis (He Remained)

Author

(Year of
publication)

Nemenclature
Exaggerated delayed
hypersensitivity to mosquito

Reference

Afliliations: 'San Dizea Family Denmatoloay, Mational City, CaSlermiz, USA, Tour Univertly Calilemia College of Osteopalhic bite in r__hmmc lymphocytic
Medicine, Vallgjo, California. USA, *5cripps Family Medicine Residancy, Scripps Menoy Hospital Chula Vista, Thuta Vista, California, leukemia
Jaa, Farmibty Medic ne Basidancy, Family Health Centers of 5an Diego, San Diego, Califormia, LS8 Insect bite-like reactich in
Corrasponding Authar: Philip & Cafen MEL 10897 Teanleaf Court, San Dispo, C4 W27 37-3643, Emall: mitehaod Sgmai.oom {B]a;;l:‘?l etal. DEI'“EI"I'ES with hem atologic M_'l
. malignant neoplasm
T the Editor: Eyrd etal. Easinophilic dermatasis of (5]
f"ehﬂmﬁtm et e A 1 re?::-lx:.'lw Iuétere:l.;tr;e i}flcellent Irspnrt h'yr ilmelfja {2001} myeloproliferative disease
matclngic-related maligrancy-induced eosineghllic oral.[1]that described a 71-year-old man with 2 prier Fart
arber ot al. lic dermatasis of
dermalosis (He Remained) has recenlly been histary of chranic lymphooytic leukemia — withaut ! Eesinaghi 5 d n,-la = [2]
introduced as a new nomenclature te describe the nead of treatment for approximately 13 years. He {2':” 2:' hE'I'I'IEItD|D§|lC ITIEI|IQ I'IahC}'
Ezsmap’d‘l'"c dz'imtams'ltsh ;hata?als’ pmﬂo;_;sly b':_"m then presentad  with the new onsat of both Viseas Al T-cell pa pLIIOSIS associated
SEMYEd 1IN patienks wi Brmalalogic mallgrianciss. . i - M . t F o o a
The condition has been reparted in 205 patients; the ﬁ‘aur:(ip::ferl\;a ;nd:z:;:'r:glatsTii I::;{"ngdrris:l:r' :nfdhl;-s; al. i2018) with B-cell mallgnanq"‘ i 18]
Fatio af men 1 warnen is 1,31, 1L is most cammonly i e pasE 7). A BCM
ohserved in chronic lymphocytic leukemia patiznts prumtic  eruption : consisting  of  multiple, Hematologic-related
{745, 160/208 patlents). The chranlc and relapsing erytl'.u-.-ma{uus and '_wlula{.'euus, papules anr_.i nodulr:lis = alaranaidikad
ecsinophilic dermatosis typically presents with on his face, ear helices, and neck. Correlation of his Cohen (2020) d ¥ [7]

pruntlc lesions that are pleamarphic in marphalagy
and mimic other conditions. The definitive
pathogenesis of He Remained is still  being
established, Hovwever, neoplastic leukemla B cells -

directly or indirectly (by stimulating a reactive
palyctonal T cell respansel — likely have an stiolagic
role in the pathogeresis of this cendition in chranic
lymphocytic  feukemia  patients. |n addition.

clinical history (naither medications nor insect bitas),
cutanesus leslon monphology, and pathology results
\dilated capil laries with a superficial perivascular and
Iinterstitlal - mixed  Inflammatory  infiltrate of
naytrophils and numerous easinephils) suggested
the corract dlagnosis. In additien, ha had negativa
studies (including serologic testing for human

Table 2. Hematologic malignancies in patients with disease-

easinophilic dermatosis: He
Remained

related easinaphilic dermatosis,

recruitment of easinaphils to the skin may oecur II"Il"II‘ﬂI.lr‘IUdEﬂfII-.'*I'Itﬁ-' virus, syphilis, and hapatitis, skin ; Mumber of Percant of

secondary Lo an immune shift toward a T helper 2 biapsy for direct immunofluarescence and bullous Malignancy patients patients

type respanse, passibly caused by the neaplastic pamphigald  antlgen 1 and  enzyme linked " ,

e e T e immunasorbent assays for bullous pemphigoid Chronic lymphocytic 160 77.0

interleukin 4. Clinical chservations, currently based antigen-2)  that  astablished a  diagnosis  of leukemia

on the prompt (wichin four weeks) and sustained {at ensinephilic dermatosis of hematelogic malignancy. Lymphomas® 34 17.0

least 12 weeks 1o 6 months] resolution of He He received symplomatic trealment for his skin e

femained in two eldery men with He Remained, condition with oral antihistamines; however, his Othet leukemias® % 35

suyggesly thial ‘_ﬂ“pllum“b may b ﬂ"_e tfea:t:!mhl‘_cf candition rapidly deteriorated and he died. The Other hematologic

t‘;‘;'z::;g;"" QR T o ERE authors emphasize that more effective treatment disorders: =] 25
madalities for this condition need to be investigated Total 208 100.0

Keywords: chronin, dermatasis, dunilumalb, sasinamh!,
gosinaplilic, he kernatalegic, feukernio, vmphocoptic,
maligeaney, remained

M.

The term ecsinophilic dermatosis of hematologic
malignancy (EDHM) was proposad by Farber et al. [2]

in 2012, However, the condition was originally
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Eosinophilic dermatosis of hematologic malignancy:
Correlation of melecular characteristics of skin lesions and
extracutaneous manifestations of hematologic malignancy
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Conclusion: Our data show that neoplastic B-cells are very frequently found in ED when sys-
tematically evaluated. This findings support the hypothesis that leukemic cells play a pathoge-

netic role in ED of hematologic malignancy.
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Reswme

fnirmdipciion, — La cermatose éosinepbilique asscoidée aux bémopathies (D8], anciennement
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foiades gl rrethodes, — Maus avons Slucie rétraspectsement les desiens des malades de rate
cerbie alleints de CEH entre 2004 el 2009, avec releclore des lames bstologigues.,
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Lhieure au disdnotic de ldbmogathie, ELle préodda’t une réclidive de I'hémagatlie chez trof
malades. La Dlopse cutanés révélait un infiltrat denrigue dense carstivé de lymphocvtes T
C04+ et d*Sasinophles. Trols cas présentatent |'ongnabité ¢ un Inhltrat lphocytalie T dense
dars VepithSlior des follicules preas, imstant un lempheme T mlotrone. Dars la magoried des
cas, ln DEH disparaissaic sprés une chimintherapie adaptés ce Phémpoatbis.
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Discussion. — Notre série montre que la présentation clinique de la DEH est polymorphe.
L'apparition d’une DEH doit faire craindre la rechute d’une hémopathie B connue, voire inciter
a la rechercher. Le traitement le plus efficace de cette dermatose semble étre le traitement de
l"hémopathie par une chimiothérapie adaptée. Le mécanisme pourrait étre celui d’une réaction
d’hypersensibilité mediée par une population T-helper 2 (Th2) réactionnelle a I’hémopathieB,
entrainant une libération de cytokines dont 'interleukine (IL)-5, a l’origine d'une éosinophilie
tissulaire.
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Subcutis

Superficial vascular dermal plexus
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EOSINOPHILIC DERMATOSES

Eczematous

Macular and papular
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Blisters and pustules

Papular and nodular

Panniculitic

Vasculitic

Fibrosis and sclerosis

Atopic dermatitis

Contact dermatitis

Cutaneous T cell lymphoma

Hypereosinophilic syndrome with cutaneous manifestations
Langerhans cell histiocytosis

Scabies and larva migrans

Drug eruption
DRESS

Urticaria

Eosinophilic cellulitis (Wells syndrome)

Episodic angioedema with eosinophilia (Gleich syndrome)
Polymorphic eruption of pregnancy

Bullous pemphigoid

Pemphigus

Incontinentia pigmenti
Eosinophilic pustular folliculitis
Erythema toxicum neonatorum

Insect bite
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Eosinophilic cellulitis (Wells syndrome)

Angiolymphoid hyperplasia with eosinophilia and Kimura disease
Eosinophilic dermatosis associated with hematologic malignancy
Primary cutaneous CD30+ lymphoproliferative disorders

Erythema nodosum
Parasitic panniculitis

Eosinophilic vasculitis
Granuloma faciale
Eosinophilic granulomatosis with polyangiitis (Churg-Strauss disease)

Localized scleroderma
Systemic sclerosis
Eosinophilic fasciitis
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Eosinophilic panniculitis: a clinicopathologic study

R. K. WINKELMANN' AND E. FRrIGAS®

‘Department of Dermatology and the *Division of Allergic Diseases and Internal Medicine, Mayo Clinic
and Mayo Foundation, Rochester, Minnesota, USA

Study of 18 patients with biopsy diagnoses of eosinophilic panniculitis revealed di-
verse patterns of systemic disease, including Wells® syndrome, vasculitis, atopy, and
erythema nodosum as well as localized panniculitis. Significant associated diseases
included psychiatric illness, 6 (drug dependency. 4); atopy. 5 (asthma. 3); malig-
nancies, 5: immunc complex vasculitis, 4; thyroid disease. 2: Wells' eosinophilic cel-
lulitis, 2; glomerulonephritis and sarcoidosis, | each. The skin lesions varied from
urticarial papules and plaques to purpura, pustules, and ulcerative lesions but al-
ways included a nodular subcutaneous component. frequently as a presenting com-
plaint. Eosinophilic panniculitis is a non-specific finding that can signify localized
disease, such as an insect bite or injection lipophagic granuloma in a drug-depend-
ent patient, or systemic lymphoma or immune reactive disease. Eosinophilic pan-
niculitis in erythema nodosum is perhaps its most confusing presentation.

Accepted for publication July 2, 1985



EOSINOPHILIC PANNICULITIS

Septal or lobular panniculitis with numerous eosinophils in

the infiltrate. It is not a specific entity, but a histopathologic
pattern seen in:

* Wells syndrome

» Erythema nodosum

 Vasculitis

* Parasitic infections

« Malignant lymphomas

* Atopy

» Narcotic dependence with injection granulomas

* Deep larva migrans
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EOSINOPHILIC VASCULITIS

 Cutaneous necrotizing vasculitis with predominantly eosinophilic
Infiltrate in the vessels wall:

1. Eosinophilic vasculitis associated with connective tissue disease.

2. Eosinophilic vasculitis in eosinophilic granulomatosis with
polyangiitis (Churg-Strauss disease).

3. Recurrent cutaneous eosinophilic vasculitis.



Eosinophilic vasculitis in connective tissue disease

Ko-Ron Chen, MD,* W. P. Daniel Su, MD,* Mark R. Pittelkow, MD,* Doyt L. Conn, MD,?
Terry George, BS,P and Kristin M. Leiferman, MD? Rochester, Minnesota

Background: Neutrophilic and lymphocytic vascular inflammation is common in vasculitis
associated with connective tissue disease (CTD). We recently identified eight patients with
CTD and eosinophilic vasculitis.

Objective: The purpose of this study was to characterize a variant form of vasculitis in CTD
with eosinophilic infiltration.

Methods: Of 98 CTD patients with cutaneous necrotizing vasculitis, eight were found with
predominantly eosinophilic vascular infiltration. Nine CTD patients with cutaneous neutro-
philic vasculitis were identified for comparison. Clinical and laboratory findings were
reviewed and compared. Indirect immunofluorescence for eosinophil granule major basic
protein (MBP), neutrophil elastase, and mast cell tryptase was performed on lesional tissue.
MBP levels and eosinophil survival enhancing activity were assayed in sera from three pa-
tients.

Results: The patients with eosinophilic vasculitis had depressed serum complement levels and
peripheral blood eosinophilia; MBP levels were elevated in serum and eosinophil survival
was prolonged. Immunofluorescence of tissue showed marked angiocentric eosinophil MBP
staining with peripheral neutrophil elastase staining; mast cell tryptase staining was notably
absent. The patients with neutrophilic vasculitis were variably hypocomplementemic and did
not have peripheral blood eosinophilia. Immunofluorescence showed marked angiocentric
neutrophil elastase staining with scattered eosinophil MBP staining; mast cell tryptase stain-
ing showed normal mast cell numbers.

Conclusion: Patients with eosinophilic vasculitis, CTD, and hypocomplementemia show
vessel wall destruction in association with vessel wall deposition of cytotoxic eosinophil
granule MBP, which suggests that eosinophils mediate vascular damage in this disease pro-
cess. In addition, perivascular mast cells appear diminished, thereby suggesting that mast cell
degranulation occurs.

(J Am Acad Dermatol 1996:;35:173-82.)









ALLERGIC GRANULOMATOSIS, ALLERGIC ANGIITIS, AND
FERIARTERITIS MODOSA =

Jaous Coomc, MDD, and Lorre Sreavss, M.
(Frem the Leboratories, Divisiom of Pathalogy, the Wownl Staci Henpital,
New Ferk ag, N.F)

Diuring the past 25 years a relation between allergic states and vas-
cular lesions of the type seen in periarteritis nodosa has been hrmlby
established by study of human disease and by experimental evidence.
Gruber * suggested that periarteritis nodosa is a hyperergic vascular
response to infection. Cohen, Kline, and Young * postulated a causal
relationship between allergy, as exemplified by severe asthma, and
periarteritis nodosa developing in its course. Wilson and Alexander,’
on reviewing the literature, found association of these two diseases in
18 per cent of joo cases ol periarteritis nodosa. Cases of this type
have been studied also by Rackemann and Greene,' who described the
clinical syndrome in some detail, and by Harkavy® who interpreted
this syndrome as an expression of vascular allergy. Rich®? and other
authors * found vascular lesions in patients who developed reactions to
foreign serum or drugs (sulfonamides, iodine, dilantin), which Rich
believed to be identical with those of periarteritis nodosa. Rich and
Gregory " were able to reproduce these lesions experimentally in animals.

While most of the anthors concerned themselves with pathologic
changes in the vascular system, there are a number of reports in the
literature indicating that, in addition, widely dispersed extravascular
lesions may occur in connective tissue (Rossle'® Bergstrand,'' Rich,?
Smith ). Such lesions are characterized by inflammatory exudate rich
in eosinpphilic leukocytes, by necrosis of the exudate, and by severe
alteration of collagen with granulomatous {epithelinid and giant cell)
reaction.,

The present report deals with cases of severe asthma which presented
the clinical syndrome described by Rackemann and Greene,* and by
Harkavy ® and which, on pathologic examination, exhibited the granu-
lomatous extravascular lesions noted above, as well as necrotizing,
inflammatory, and granulomatous vascular changes.

Most of our material is derived from cases autopsied in the Depart-
ment of Pathology of the Mount Sinai Hospital, New York City. Of
23 patients in whom death was accompanied, or preceded, by severe
asthma (status asthmaticus), g showed a strikingly uniform clinical
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ALLERGIC GRANULOMATOSIS, ALLERGIC ANGIITIS, AND
PERIARTERITIS NODOSA *

Jacos Cauzc, M.D,, and Lotre Stracss, M.D.

(From the Laboratories, Division of Pathology, the Mount Sinai Hospital,
New York 209, N.¥.)
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EOSINOPHILIC GRANULOMATOSIS WITH POLYANGIITIS
(Churg-Strauss disease)

o Clinical features:
* Pulmonary involvement (asthma).
» Small vessels vasculitis.
» Hypereosinophilia in blood and in tissues.
* p-ANCA anti-myeloperoxidase antibodies.

 Cutaneous lesions:
 Purpura: petechiae and ecchymosis.
» Papules that tend to ulcerate and cover with crusts.
 Subcutaneous nodules.

* Histopathology:
* In purpuric lesions: leukocytoclastic vasculitis with numerous eosinophils.

* In papules and subcutaneous nodules: extravascular necrotizing granuloma (Winkelmann or Churg-
Strauss granuloma) with numerous eosinophils.










Cutaneous clinicopathologic correlation of
allergic granulomatosis

Christopher P. Crotty, M.D., Richard A. DeRemee, M.D., and
R. K. Winkelmann, M.D., Ph.D.
Rochester, MN

Allergic granulomatosis is a distinct clinical syndrome occurring in
adults with asthma, eosinophilia, and multisystem vasculitis. Atopy
and drug sensitivity are other important features. The skin reactions
are most commonly nodular and inflammatory lesions. A unique
feature is the deep papulonodules, which may occur singly on the
scalp or symmetrically on the extremities. Cutaneous findings may
range from purpura to urticaria and ulceration. The most common
histologic finding is the extravascular granuloma; however,

= lifis of 1 5 1 . e
nodosa involving larger vessels of the skin. This varied histologic
and clinical spectrum seen in patients with systemic allergic
granulomatosis is a reflection of a unique host response to multiple
antigens. The cutaneous findings imply that allergic granulomatosis
probably represents a unique host response to the same causative and
pathogenetic factors as are usually found in periarteritis nodosa and
necrotizing vasculitis. (J AM Acap DErRMATOL 5:571-581, 1981.)




Cutaneous manifestations of Churg-Strauss
syndrome: A clinicopathologic correlation

Mark D. P. Davis, MB, MRCPI, Mazen S. Daoud, MD, Marian T. McEvoy, MB, MRCPI, and
W. P. Daniel Su, MD Rochester, Minnesota

Background: Allergic granulomatosis of Churg-Strauss (Churg-Strauss syndrome) is a
distinct clinical disease of multisystem vasculitis.

Objective: We characterize the clinical and histologic features of cutaneous findings in
Churg-Strauss syndrome.

Methods: All patients with Churg-Strauss syndrome seen between 1976 and 1995 were
retrospectively reviewed.

Results: Ninety patients with the diagnosis of Churg-Strauss syndrome were identified;
36 (40%) had cutaneous findings. Five patients (6%) had skin lesions as the initial mani-
festation. The most frequent cutaneous findings were purpura and petechiae on the lower
extremities and cutaneous nodules and papules on the elbows. In 37 biopsy specimens
from 29 patients, the most common findings were extravascular necrotizing granuloma
0 . Y and loud s fifs (1€ sper :

Conclusion: Cutaneous lesions in Churg-Strauss syndrome are common. Their character-
istic clinical and histologic pattern may help establish the diagnosis.

(J Am Acad Dermatol 1997;37:199-203.)













- EEEEETE

Recurrent Cutaneous Necrotizing

Eosinophilic Vasculitis

A Novel Fosinophil-Mediaied Syndrome

KeoBog Chen, MD; Mark E
Walter Mewman, Fhi: Kristin M. Leiferman, M
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Eosinophil location

Epidermis

Dermo-epidermal junction

Papillary dermis

Subepidermal/papillary dermis
and hair follicles

Papillary and reticular dermis

Subcutis

Superficial vascular dermal plexus

Fascia

EOSINOPHILIC DERMATOSES

Eczematous

Macular and papular

Urticarial

Blisters and pustules

Papular and nodular

Panniculitic

Vasculitic

Fibrosis and sclerosis

Atopic dermatitis

Contact dermatitis

Cutaneous T cell lymphoma

Hypereosinophilic syndrome with cutaneous manifestations
Langerhans cell histiocytosis

Scabies and larva migrans

Drug eruption
DRESS

Urticaria

Eosinophilic cellulitis (Wells syndrome)

Episodic angioedema with eosinophilia (Gleich syndrome)
Polymorphic eruption of pregnancy

Bullous pemphigoid

Pemphigus

Incontinentia pigmenti
Eosinophilic pustular folliculitis
Erythema toxicum neonatorum

Insect bite

Prurigo nodularis

Eosinophilic annular erythema

Eosinophilic cellulitis (Wells syndrome)

Angiolymphoid hyperplasia with eosinophilia and Kimura disease
Eosinophilic dermatosis associated with hematologic malignancy
Primary cutaneous CD30+ lymphoproliferative disorders

Erythema nodosum
Parasitic panniculitis

Eosinophilic vasculitis
Granuloma faciale
Eosinophilic granulomatosis with polyangiitis (Churg-Strauss disease)

Localized scleroderma
Systemic sclerosis
Eosinophilic fasciitis



Eosinophil

Mast cell Tissue inflammation site
Degranulation ®
Th2 cell \ Sl MBP _—
o e ECP 1ssue mnjury
9 Tllzf; “in" px/EDN  and inflammation
-0 e,

Histamine

Adhension L g

EPO )
__, ROS J

Transmiorati ,
ransmigration "> Lipid mediators

X

TGF-B IL-5
° IL-3 Autocrine
Blood flow i_( ik ¢/ GM-CSF
$ 0 '@ Fibrogenesis

Fibroblast

RANTES o> s“ifj
Keratinocyte =



EOSINOPHILIC FASCIITIS
(Shulman disease)

e Clinical features:
 Scleroderma-like induration of the skin, often after intense physical exertion.
 Peripheral eosinophilia.
* Hypergammaglobulinemia.

e Cutaneous lesions:

« Abrupt onset of painful erythematous swelling and stiffness of the upper or lower extremities, with
“peau d’orange” appearance in the skin surface.

« “Groove” sign: a depression along the course of a vein or between muscle groups.
 Severe skin induration and fascia fibrosis resulting in join contractures.
» Some patients have associated hematologic disorders, solid tumors or autoimmune diseases.

 Histopathology: inflammatory and fibrous thickening of the fascia. Inflammatory
Infiltrate mostly composed of lymphocytes and plasma cells. Uncommonly, eosnophils
are predominant in the infiltrate.
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