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Sessiones resumidas

U013 - Biopsies in Challenging Locations: a Review for the General Dermatologist

Director: Amrit Greene, MD, FAAD

Speakers: Molly A. Hinshaw, MD, FAAD; Kimberly Marie Ken, MD, FAAD
Description: Histopathologic evaluation has remained the gold standard for diagnosis of cutaneous
disease from inflammatory conditions to neoplasias. There are several areas of the body that can be
more challenging to obtain biopsy specimens. The purpose of this session is to review biopsy techni-
ques in challenging anatomic locations such as the eyelid, oral mucosa and nails/soles for general der-
matologists who want to become more comfortable working in these locations. Relevant anatomy will
be reviewed as well as tips on anesthesia and appropriate surgical tools to yield the best biopsy results.

Friday, March 8 | 7:30 AM - 8:30 AM
Room 6F

FO05 - Dermatopathology Case Challenge: Recognizing Mimics and Masqueraders
Director: Rosalie Elenitsas, MD, FAAD

Speakers: Tammie C. Ferringer, MD, FAAD; Alexandra Flamm, MD, FAAD; Kevin John Gaddis, MD,
FAAD; Ronald P Rapini, MD, FAAD; Michi Shinohara, MD, FAAD

Description: Diagnostic mimics in dermatology and dermatopathology pose a potential pitfall in the
accurate diagnostic interpretation of patient biopsies. This session intends to provide dermatopatho-
logists, dermatologists, and those in training with enhanced awareness of both common and novel mi-
mics that may be encountered in dermatopathology practice. An interactive case-based format will be
utilized and speakers will describe masqueraders that they have faced, ancillary tools employed, and
the lessons learned in reaching the correct interpretation. Dermatopathologists in a busy practice may
not readily recognize entities that can serve as mimics. This may result in non-intentional diagnostic
errors and delay of appropriate patient treatment.

Friday, March 8 | 9:00 AM - 11:00 AM
Room 3
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F016 - Complex Medical Dermatology: Clinicopathologic Correlation

Director: Daniela Kroshinsky, MPH, MD, FAAD

Speakers: Adela Rambi G. Cardones, MD, FAAD; Allison Dobry, MD, FAAD; Stephanie Gallitano, MD,

FAAD; Joanna L. Harp, MD, FAAD; Christopher Iriarte, MD, FAAD; Melodi Whitley, MD, PhD, FAAD;

Scott Worswick, MD, FAAD
Description: This session will utilize a case-based format with biopsy review to present complex der-
matologic scenarios. Through discussion of clinical and histologic clues, a differential diagnosis will
be formulated and processed to reach a definitive diagnosis. This forum will provide dermatologists
and dermatopathologists with a review and update of important skin disorders while highlighting the
value of a collaborative and rewarding relationship between the dermatologist and dermatopathologist
within the hospital setting. Available and emerging treatment options for these challenging conditions

will also be reviewed.
Friday, March 8| 1:00 PM - 3:00 PM
Room 29B

Saturday March 9th

S039 - What's New in Dermatopathology

Director: Jeffrey P. North, MD, FAAD

Speakers: Emily Y. Chu, MD, PhD, FAAD; Julia S. Lehman, MD, FAAD; Kiran Motaparthi, MD, FAAD;
Anisha Patel, MD, FAAD; Michelle B Tarbox, MD, FAAD; Karolyn Wanat, MD, FAAD; Iwei Yeh, MD, PhD,
FAAD

Description: This symposium provides information regarding advances in key areas of dermatopatho-
logy. Cutaneous neoplasia, inflammatory skin disease, dermoscopy, molecular techniques, translatio-
nal research, and cutaneous infections will be covered. Attendees will leave the session with updated
knowledge in dermatopathology.

Saturday, March 9 | 1:00 PM - 4:00 PM
Room 28B



Sessiones resumidas

F073 - Transformation of Dermatology through Digital Dermatopathology: Practice Oppor-
tunities and Challenges

Director: Olayemi Sokumbi, MD, FAAD

Co-Director: Nneka I. Comfere, MD, FAAD

Speakers: Anil Parwani MD; Margot S. Peters, MD, FAAD; Curtis T. Thompson, MD

Description: Innovations in whole slide scanning technology, artificial intelligence and access to big
data are resulting in dramatic shifts in the practice of dermatopathology. However, few laboratories are
utilizing digital dermatopathology at scale. Our session aims to highlight opportunities and challenges
associated with the implementation of digital dermatopathology, algorithms to support dermatopatho-
logy diagnosis, ‘real-life’ scenarios encountered in a fully transformed digital dermatopathology practi-
ce, and perspectives reflecting the spectrum of expertise provided by our diverse expert speaker panel. I

Saturday, March 9 | 3:30 PM - 5:30 PM
Room 25B
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If avulsion needed, do partial avulsion
Do not force the avulsion
Do replace plate

Delineate erythronychia pre-anesthesia with

Erythronychia typically due to distal matrix =]

skin marker; may not be visible post-anesthesia i I ‘J
+/- bed lesion & longitudinal shave bx ' J -2 ' |

is useful
* Longitudinal melanonychia=matrix lesion

J

Plgure 3410, (A) Distal partia! avulsion. (B) Proxima
yartial avulsion, (C) Lateral langitudinal partial avu
{he )

Hinshaw MA, Garrity K, Richert B. Ch. 34 Nail Surgery. In: Dermatologic Surgery. an gl drvi st olag arty b
Eds Albertini JG et al. McGraw Hill 2018 ld Variay of partal avulion patterns are pos
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University of Minnesota Health brand represents a collaboration befween M H E ALTH -

University of Minnesota Physicians and University of Minnesota Medical Center.
UNIVERSITY OF MINNESOTA
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FIGURE 2. A, B, Punch biopsy specimen demonstratin
file arrangement between collagen bundles [hematoxylin-eosin stain, original magnification x40 (A), x200 (8)). C, Higher power
view of plump atypical cells with surrounding sparse mucin (hematoxylin-eosin stain, original magnification x400). D, Immu-

nohistochemical stain for epithelial membrane antigen, onginal magnification x200. E, Immunohistochemical stain for CAM § 2,
original magnification x200

9 an Interstitial cellular infiltrate extending through the dermis, with single-

Universily of Minnesola Health brand represents a collaboralion between m H E ALTH -

University of Minnesola Physicians and University of Minnesola Medical Center
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FUNGAL DETECTlON BY PCR.. Tissue
Last Update: 11122116 08:25
Collected: 1116116 16:00

. Status: Authenticat
Special Requests: 2 BLASTOMYCOSES .
Culture Trichophyton rubrum complex DNA detected with 285 primer set,

Abdomen

detection limits are €xpressed in copies of bacterial or fungal gen

performed on purified DNA. Sensitiv

on the organism load in the sam
or staining,

$2=1-100. Analytical sensitivities or minimal
omic DNA in a single amplification reaction

ity of detecting microbial DNA from a tissue or fluid sample will vary depending
ple submitted to our lab for testing, pretreatment such as formaldehyde fixation
Or any process that introduces €xogenous microorganisms or microbial DNA into the sample
submitted for testing. This test was developed by the Department o

f Laboratory Medicine, University of
Washington.
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/Disseminated Dermal Tinea

Nodular sy '
, PPurative granuloma w;i
distorted fungal hyphae i

Immunosuppressed - SOT

?follicular rupture
— Often no follicular or epidermal involvement

Lillis et al, JCP 2010;37:1168-1169
Am J Clin Dermatol (2017) 18:697-704
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Cutaneous Amebiasis

* 300 million Infected  + pgyi i
with S Perianal/genital

. * Peri-
\(A'Is,(;rlnfnj[\)ﬂ)drgatic - catheter/colostomy

otherwise)

* Infection by
Entamoeba Histolytica
trophozoites

Cutis. 2012;90:310-314
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* Beware “treatment resistant PG

setting of stool exposure)

(Particularly in
* Amoeba highlighted best with PAS!




AAD ANNUAL MEETING

Novedades en enfermedades ampollosas M@%’k

Se identifican 3 “gaps” en el diagnodstico de enfermedades ampollosas autoinmunes

Se dan soluciones para estos “gaps”

Limitaciones de la histopatologia: No es especifica, overlap con otras entidades

Limitacion depende de la evolucion de las lesiones

Limitaciones de la IFD: Puede darnos fasos positivos y falsos negativos

Limitaciones de la IIF: Falsos positivos (anticuerpos ABO—> patréon de superficie)

Falsos negativos (poca actividad de la enfermedad, penfigoide de
mucosas)
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ELISA - LIMITATIONS

* False-positives A g
* False-negatives | [o]

L® Y

* Specific antigens only .z

Enzyme-linked immunosorbent assay value for BP180 (8P antigen |l) (A) and BP230 (8P

antigen |) (B) autoantibodies vs patient age. Smooth curves were fit separately for men
(solid line) and women (dotted line). Dashed line shows the cutoff value of 9 U/mLfora
positive result (29 U/mL).

y L Weaver, MS; Patricia K Krause, BS, MBA; Joseph A Murray, MD
in a Sample of Unaffected Subjects
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* GAP 1: basa sensibilidad/ especificidad de la IFD

»
e Solucidn Innovation

Addition of lgG4 conjugate to direct immunoﬂuorescence assay

OL 10.1111/cup 141 76

ORIGINAL ARTICLE
———

S Wiy N\

Impact of adding an 1gG4 conjugate to routine direct =)
immunofluorescence testing for subepithelial and

intraepithelial autoimmune blistering disorders y.
Julia S. Lehman MD**? |

)
| EmmaF. Johnson MD*** | Michael J. Camilleri MD2 (R
Lawrence E. Gibson MD™*?© | Nneka I. Comfere MD23 A J
Margot S. Peters MD'23

| Amer N. Kalaaji MD'>? |
| Derek ). Cervenka'? | Joseph M.Doppler'? |

Colleen R. Lange™? | Cameron J. Miller' | Carilyn N. Wieland MD2* ¢
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Innovation #2

* Development of novel ind

| irect immunoﬂuorescence su
* Cadaveric buccal and ocul

bstrates
ar Mucosa

o

Indirect immunofluorescence in mucous
Utility of oral mucosa as membrane pemphigoid: which substrate

should be used?

a substrate for the serodiagnosis
of pemphigus: A descriptive analysis

Pyt 5 icatricial Pemphizoid
Identification of Ocular Cicatricial Pemphige
a useful substrate for detecting > : : 27
S:?é;:lu‘;?;;: o!umumua membrane Antibody Binding Site(s) in Human f4 Integrin
pempmgmd [y A B 5 ks ' Moly ol R
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Indirect immunoﬂuorescence With |gGa4

IIF-IgG positive IIF-1gGa Positive Additional
samples Samples cases detected
n (%) n (%) by IIF-1gG4
n (%)
Study group
1 lIF-1gG
(n=99) Negatives 0 8(8) 8 (8%)
BP180/BP23
Positives 0 5 (22%) 5 (22%)
(n=23)
Study group DSG1/DSG3
2 Positives 0 10 (42%) 10 (42%)
(n=71) (n=24)
DIF Positives 0 16 (67%) 16 (67%)
(n=24)
Study group -
3 MMP 12 (20%) 27 (33%) 15 (25%)
(n=61)

Credit: Anatilde Gonzalez Guerrico , PhD; Mayo Clinic Developer
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A58,

!
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* Anti-p200 Peémphigoid
* Variable clinjcal Presentation (BP-like) 5 -
* 30%

associated with Psoriasis
Neutrophils in Papillary dermis
Dermal pattern on SSS IIF
More refractory disease course
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Penfigoide de mucosas y riesgo de h:'gzl' Wis
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PRACTICE GAP #1

Suboptimal sensitivity/specificity of DIF for blistering disease

Recognition of optimal biopsy locations
Addition of DIF IgG4 conjugate
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PRACTICE GAP #)

Recognition of optimal biopsy locations for mucosal disease
Consideration of new mucosal substrates for |IF
Addition of |IF 1gG4 conjugate
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Development of novel precise assays for laminin-332, collagen Vi,
and p200 antibodies




Novedades en toxicodermias

Updates in Cutaneous Drug
Reactions

* Dupilumab-associateq lymphoid reactions

* Mogamulizumab-associated reactions

e |mmune checkpoint inhibitor-associated
reactions

e




4 patients With clinic
Présumed atopic
dermatitis

— Initial | in BSA in all 4
patients, 3 with l

ally

pruritus

All eventually diagnosed
with CTCL (tx duration:
8-27 months)

3 patients with CTCL
and severe pruritus

— Initial | pruritus 2/3
patients

All with progression of
disease to Sezary
ndrome

Yupidumat,

Presumed AD
Ucllosp«l-vcly
diagnosed as
CTCL-NOS
stage Ib)

Presumed AD

Presumed AD

MF stage liib

MF stage lla

8

4

7

15

3

]

3

Concomian
herapices
Azathioprine (PO),
diphenhydramine (PO),
9abapentin (PO),
9lucocorticoids (1),
prednisone (PO)
Methotrexate (PO)

Gabapentin (PO),
glucocorticoids (1),
nonmedication
emollient (1),
tacrolimus (1)

Pantoprazole (PO),
montelukast (PO),
mirabegron (PO)

Bexarotene (PO),
hydroxyzine (PQ),
Interferon-y (IM),
glucocorticoids (1),
prednisone (PO),
pregabalin (PO)

Bexarotene (PO),
mechlorethamine (T),
immunoglobulin (IV),
glucocorticoids (1),
tacrolimus (T)

Nonmedication
emollient (1),
Glucocorticoids (T)

AAD ANNUAL MEETING

dupibumah, muonche, Séerary
descripuion of bl
P - Woreniag with :
\; decrease in BSA Palmoplantar mation,
. desqua X NA P (CTCL
(40% 10 32%") severe skin bwnmq/pmmus. ww:::nmm
and pruritus development of erythroderma fadiation,
(BSA 95%), Impetiginization and interferon «
with Staphylococcus oureus
Thickening of plaques with
superimposed papules

1.5; decrease in
BSA (80% 1o
60%) and pruritus
& decrease in BSA Enlargement of facial plaque
neck down (40%

and onset of fatigue and
10 5%), decreased weight loss
Ppruritus

4; decrease in BSA

Development of erythroderma
(unclear %)

and blepharoconjunctivitls,
worsening pruritus

2; decrease In BSA
(B0%* 10 6O%"),
decreased pruritus

Palmoplantar desquamation, 575/,
Increase in BSA (100%), LAD, 1022/
worening pruritus, fatigue,
Impetiginization with § aureus

1.75; improved asthma Increase in BSA (60%"),
and mild decrease in
BSA (15%" 10 13%")

<100/, PD (MF/SS stage
development of LAD, 6000/4L,'  and death

worsening pruritus, fatigue 9000/l

Development of erythroderma  1150/,4,' PO (MF/SS stage
(BSA 80%) and LAD, 1296/ «mm
worsening pruritus response

romidepsin




Dupilumab-associated cutaneou
lymphoid infiltrates

TABLE 2. Histopathologic Findings of Predupilumab Biopsies

7 cases in which an
“atypical lymphoid
infiltrate” or MF was
diagnosed on biopsy
following treatment
with dupilumab for
biopsy-supported
refractory AD

5 cases with pre-
dupilumab slides
available for review
One case with IHC
staining
None had TCR gene

rearrangement
studies

Patient

|

Histopathologic Features
Biopsy 1: focal folliculotropism,
vessel ectasia, wiry collagen, and

tymphocyte tagging
Biopsy 2: wiry collagen and vessel
oclasia

Biopsy |: spongiosis
Biopsy 2: ulcer

Biopsy 1: lymphocyte tagging,
mild epidermotropism, spongiosis,
and vessel ectasia

Biopsy 2: lymphocyte tagging,

mild epidermotropism, SpONgIOsis,
vessel ectasia, and wiry collagen
Mild epidermotropism,
;N\ru\lfum\_ spongiotic, and wiry
Cull.\l‘.\‘“

Biopsy 1: mild cpidermotropism,
lymphocylc tagging, spongiolic,
and wiry collagen

Biopsy 2: mild cpidermotropism,

lymphocylc Lagging, spongiolic,

psonasiform, and wiry collagen

AAD ANNUAL MEETING

S atypical

Distribution of Cellular

lnfiltrate

Penvascular and penfollicular

Perivascular

Perivascular

Lichenoid and penivascular

Perivascular

Pervascular

Penvascular

Penvascular

Lichenoid and penivascular

— — —
Deasity and Composition of
Cellular lnfiltrate

Final Diaguosi
Mild; lymphocytes and histiocytes  Mild superficia, per
inflammation
Mild; lymphocytes and histiocytes Urticarial tssue re
Moderate, lymphocytes, Subacule spongiotic
histiocytcs, and cosinophils with mixed dermal i
Moderate; lymphocytes, Focal lichenoid and
histiocytes, and cosinophils dermatitis with foc
Mild; tymphocytes, histiocytes, Spongiotic dermy
and neutrophils superficial peni
inflammay/
Mild; lymphocytes, histiocytes, Spongitoic dem
and cosinophils perivascular
Mild; lymphocytes and histiocytes  Chronic psoriasif
Mild; lymphocytes and histiocyles Subacute spong
Maodcrat; lymphocyles and Spongiotic snd

histiocyles

——————

¢ lable for review
Paticots 6 and 7 did oot have produpilumab beopsy aval

Sokumbi et al., Am JD



All diagnosed as
MF or atypical
lymphoid
infiltrate

Time to Biopsy After =
Patieat Dupilumab (mo) ll'nmp;lhologk Features
1 12 Diopsy 1: severe epidermotropism,
with Pautnier microabscess
Biopsy 2: moderate folliculotropism

)

No cpidermotropism, wiry collagen

24 Lymphocyte tagging, mild
epidermotropism, vessel ectasia, and
wiry collagen
4 14

Biopsy I: lymphocyte tagging,
moderate epidermotropism,
spongiosis, and wiry collagen
Biopsy 2: lymphocyte tagging, mild
epidermotropism, and wiry collagen
Biopsy 3: moderate folliculotropism

TCR PCR

revealed a clonal § |
population in
only 1/7 patients

Modcrate cpidermotropsism, Pautricr
mucroabscess, medium-size neo-
plastic T-cell lymphocytes, vessel

cctasia, and wiry collagen
Rarc lymphocyte tagging, mild
cpidermotropism, Pautricr
microabscess, psonasiform, and wiry
collagen
Parakcratosis, inflamed scrum crust,
and spongiosis. Lymphocyte tagging
at DEJ, mild cpidermotropism, mild
lymphocytc atypia with notching,
spongiosis, and wiry collagen

7

TABLE 3, Histopathologic Findings of Postdupilumab Biopsies

) ANNUAL MEE

Distribution of

! Deasity and (
_ Celular lnfitrate i
Dense lichenoid infikrate ——Ticavy; lymphocyt

Penvascular and penfollicular Moderate; ly

hastic

Lichenoid Modcrate; lymph
and oo

Lichenoid Moderaic, ly
hist

Lichenoid Modente; |
his

Focal lichenoid Mild; lymphoc
superfic

Perivascular and penfollicular Moderic,
b

Lichenoid Modcrate

|

Lichenoid Moderate; by
neutrophil

Focal lichenoid Mild to me

Sokumbi et al.,, Am J

TING



FIGURE 2. Postdupilumab

logical image of patient 3. A Lichenoid

dermatitis  with epidermotropism
atypical lymphocyte

dermal wiry ¢ ollage

histopatho

of
s and wiry papillary
n (hematoxylin and

€osin, original magnification x200). B D,
The epidermotrophic infiltrat

posed of CD3 lymphocytes. There is an
increased CD4:CD8 ratio (immunohisto-

chemistry, original magnification x200)

€ IS com

Paticat

HiC
|

CD3', CD5', CD7 CD4:CDS 10:1

CDY', CDS
CD4:CD3

CD3*, CDS*

CD4:CDS
CD3*, CDS*, CD7
CD3 +,CDS .CD7
CD3', CDS', C)?

cD?

20:1

CD?

20:1
CD4:CDS 10:1
CD4:CDS 20:1

CDACD8 2 31

with focal 4:1

CDy, CDS
CD4:CDS

CD3*, CDS*

CD4:CDS

,CD7
»20:1
cD?
20:1

CD3*, CDS* CD4.CDS 5:1

CD3', CDS', CD7

CD4:CDS 20

TCR Gene Rearrangement
Negative

Negative
Negative
Negative
Equivocal
Negative
Nepative
Positive
Negative

TCR insufficient for DNA
amphificabon

Final Diagnosis
MF
MI

Mi
Concerning MF
Suspicious for mycosis fungoides
Granulomatous M1
Mi
Mi
MF

Atypical tymphoid infilrate
suggestive of MF

elevated
CD4:CD8 ratio
in post-
dupilumab
biopsies

Sokumbi et al., Am J Dermpath 2021




~aSSociated lymphoid
S in patients with AD

Dupilumab
reaction

I |

A | Flowchart of biopsies perfor

@
Biopsy before Biopsy during
dupilumab treatment

Blopsy after RetTOSpeCtive StUdy Of 1 4
LR=6/11 | MF = 33 dupilumab treatment

dupilumab treatment
LR=11/11 IMF=3/3

IRn e man adult patients with AD
| t

‘ = Clinically suspected to have

CTCL during dupilumab
treatment
tiaton. disconimaton * 3 patients diagnosed with
MF during treatment
B | Clinical images of dupilumab-induced lymphoid reactions il

— Pre-treatment biopsies
retrospectively diagnosed a
MF

* 11 diagnosed with
“lymphoid reactions”

Boesjes et al., JAMA De



ion li ide i cida por Dupilumab aemi
Reacu?n linfomatoide |n.d.u A p p @glr@,‘%
en pacientes con dermatitis atopica iu’

Dupilumab-associated
lymphoid r
with AD

eactions in patients  |R——

A Overview of L)

Lymphoid. reactions (LR) in this series shared
the following features with early-stage MF:
* Lichenoid and/or

. perivascular lymphocytic
inflammation

Intraepidermal lymphocytes
Alteration of CD4:CD8 ratio

Potential distinguishing features:
* No loss of CD2, CD3, and CD5 in LR

* More frequent CD30 positivity in LR than early-
stage MF

Small cerebriform lymphocytes in upper
epidermis in LR

« Clinically, several patients with dupilumab-
associated lymphoid reactions also noted the
eruption was distinct from AD flares

Boesjes et al., JAMA Derm 2023




Reaccion linfomatoide inducida por Dupilumab %:@’k

en pacientes con dermatitis atopica

L O 3 Dupilum 10-Ass,

Odated Lymphoid
N
nin
|
|
|
|
Atopic dermatitis Lymphoid reaction Mycosis fungoides
| Acanthosis, parakeratosis ‘ 4 4
1¢ v | al 8 \ Spongiosis

+ '
Intraepithelial

Atypical lymphocytes Atypical lymphocytes
1-cell tymphocytes

sprinkled in upper lined in basal Layer
[ epidermal Layer of epidermis
Uysiequlated
(D4:CD8 ratio ¢ '
Loss of (D2, (D3, (DS ¢
030 ’ 0 4 Only Late disease stage
CD30" expressio

e R st~




AN
Puntos a tener en cuenta... hihliah[3

atypicgl Presentations of
O starting dupilumap

* Potential for development of true MF vs 3

reversible dupilumab-associated lymphoid reaction

* |f dupilumab not discontinued = progression from
LR to bona fide MF?
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Rash asociado a mogalizumab

MAR: Histopathologic reaction patterns
* 3 common patterns

— Spongiotic/psoriasiform

— Interface/lichenoid

— Granulomatous

May seen more than one pattern in a given
patient

%> j;;f::a': ‘-‘"{ o : :
A5 Qay - R
S b 55 L
"R L‘A\f"'- VIR :
R et
ENN Sy

"X-.-Ji Yol
Wang et al., Am J Surg Path, 2020
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Rash asociado a mogalizumab

MAR may exhibit 1gr e T
OVerIapping
hiStopath0|Ogic
features of
MF/SS, but an
inverted or
normalized ‘
CD4:CD8 ratio g
helps to

) ME/SS in MARL A, Prominent follcular infiltration
Mild lamellar fibroplasia of th

by lymphocytes, mimic king follculotropam. B,
e papdlary dermis (area of interest ndicated between brackets). C, Prominent “Lgging” -
phocytes along the dermal epudermal junction (white arows). These are CO8-positive lymphocytes (inset), D, Few cases
» » small intraepidermal collections of inflammatory cells similar 10 Pautrier microabscesses (white arrow). £, A small number
d Istl ng u Is h MAR showed lymphocytes with, at most, mid cytologic atypia or enlarged muclel

such as that \Nm\t\l'mlmmkr(whumm) |
6 unclear whether these are reactive ymphocytes or rare residual neoplastic cells. All Images are hematoxylin and eosin. A-C: wale
bar is 50 um, D and E: scale bar is 20 um

Total (N) Ratio <1:1 Ratio= 1)

Immunohistochemistry o . i
CDECDS in epidermis A By L
CDECDS in dermis*

CDECDE n follicles

1M 64)) 1(50)

Ratio> 12l

Wang et al., Am J Surg Path, 2020




asociado a mogalizumab

Table 4 (

Chanqierig,

e T S— oxtated rash (MaR)
Chen'?
Clinica)

Patienyy

With MAR

Without MR

Total
Best global response on mogamulizymy, )
Complete response
I I it Partial response

Sable diseage

Studies may '

Overall response rage. o/n v

‘) /6 (67) 15/17 (as)
4n (range) +6(14 60) 1 (07 9-0)
Follow.up time (moaths), median (range)
Duscase- free survival (months) median (range)
be h e I pfu I i n Progression- free

149 (69-29.4)
survival (months), median (range)
Hump;lhulugsu]

92 (312-17.1)
190 (+6-36 %)
Blopsics (median per patiens range)
I - t- - I - 4

MAR TTO (months), medi.

12(Q2) 52 (% 1-9)
(D8 ratio (epidermis)
Inversed*

MF/SS from

Reaction patterns

Spongiotic/ psoriasiform
Interface
Lichenoid
MAR

MF/SS like features’

Fpudermotropesm

27 (1; 1-6)

2

Exocytosis
Lymphocyte atypia
Molecular
TCR donality, o/N (%)
10/10 (100)
o NA (100) 10/10 (100) 0 (:1)
Before mogamulizumah pra g g
Alter mogamuluzamab 5 .
15/15 (100)
Blood (
Before mogamulizumab
Alfter mogamulizumab

/12 (25) 312 (25)
rum et al., Br J Dermatol, 2022
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Table al and Histos T —— ulizun
Dle. Clinical and Histologic ¢ Il-lla(luml»(\ of Moz.unduum.lb wauk‘

od CGDE
- }7 V I 7
a-Interferon

Photopheresy, g
% a-Interferon
bu.nulvur‘ fomidepsin, i
n\.-lhulu‘uhg

— 5 6
e ———
A-Interferon
b\‘umlmr, '
and vorinostat
and fomidepsin
110, mo

Methoty Il
bexarotene, vmmml::‘ e e o
|)l|uluohvn~\n. methotrexate
and vorinostat !
14 19
r I t Clinical Presentation

Vorinostat
and vorinostat
6.0
Er ythematoys
l

Patient No,

\h.u.nlrm(u 1

Prior therapies

46
Scaly erythematoys
Macules plaques
Distribution of

16 55
Scaly erythematoys Scaly erythematoys
U plaques plaques
Arms Scalp, trunk,
lesions

Suiyemhﬂmlnu\ S(uvuylhem.lous

plaques Papules

I-unk,cmmulm, Face, neck, armg, Scalp, trunk

extremities, groin, 9roin, and buttocks y '
and buttocks

Best response

Fac

trunk, and'groln and groln 2, Qroin, and foot
Blood S0 R

sclated W|th e

R R
(R
Lymph nodes

favorable tumor &

S0 R
PR U]
Reason for PD (blood)

S0 R
AE (CGDE,
discontinuation

AE (CGOE, study AE (CGDE, study AE (CGDE, patient
study protocol) protocol) protocol)
PFS, mo 46 12.2*

AE (infection, patient
withdrew consent)
36.6* 1
Histologic findings Moderate superficial Spongiotic

withdrew consent)
548
Lichenoid dermatitis Lichenoid dermatitis Spongiotic Lichenoid desmatitis
focal dyskeratosts

ranulomatous dermatitis and dense with dyskeratosis with focal dermatitls and dense with

:’nhlluim with superficial and deep  and moderate dyskeratosis and superficial and deep  and mild superficial

scattered granulomatous superficlal mild superficial granulomatous g'lmdmmon‘:

multinucleated glant Infiltrates with granulomatous granulomatous Infiltrates with Inf !Iuln‘m rare

cells numerous Infiltrates with Infiltrates with numerous cosinophils
eosinophils and scattered numerous cosinophils and
multinucleated cosinophils cosinophils al:Id:u: ::::;‘u‘:lnled o
glant cells trinucleated c -

CD4:CD8 ratio of Normal Normal or decreased  Normal or decreased

CGDE

83

Normal or decreased  Decreased Normal
(D4:CD8 ratioof S Increased

Markedly Increased  Increased
TCR-PCRof CGDE  Polyclonal

Increased
Polyclonal No amplification

Markedly increased

Markedly increased
No amplification Polyclonal

Clonalat 158 and 191
bp®
T-bet, X¢ M

4
R 15 o ;
Decrease in Treg N

NA
68
N 65
cells, %¢

NA NA

Chen et al., JAMA Derm 2019
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CASE REPORTY
———

| WILEY
A |

Pembrolizumab»induced Pseudoepithe
consistent with hypertrophic lichen pl

liomatous eruption

anus
Aimee Coscarart |

Julianna Martel Micha
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- AT
Querartoacantomas eruptlvos il

R .
Eruptive keratoaca

Nthomas in pp.1
inhibitor-treg

ted patients

Bandino et al., JEADV 2017




Efectos adversos pueden suceder tras
suspension

AAD ANNUAL MEETING

Research

JAMA Dermatology | Brief Report

Timing of Onset of Adver
With Programmed Cell D

Leo L. Wang, BA, MS: Gopal Patel, MD; Z

se Cutaneous Reactions Associated
eath Protein 1Inhibitor Therapy

elma C Chiesa-Fuxench, MD, MSCE; Suz
Lynn Schuchter, MD: Tara C. Mitchell. MD Michae

anne McGettigan, MSN:
| E. Ming, MD, MSCE: Emily Y. Chu, MD, PhD

Table 2. Summary of Reactions That Occurred After Discontinuatio

Cutaneous adverse

Patient No./

Time to Onset
Malignant

After PD-1
Cutaneous Adverse Inhibitor
Sex/Age, y Neoplasm il 790-1 lgt\nbnlor
-
reactions may also

Assoclated
Reaction
1/M/60s Melanoma

Extracutaneous
Discontinuation, mo
Pembrolizumab

Response IrAE
Sarcoldosis 41 77‘(“‘ s B g =
r a er 6/F/80s Melanoma
occur after PD-1

Lung
Pembrolizumab

Tumor

sarcoidosls
Lichenoid 20

dermatitis . 4. oo
10/F/80s SCC Pembrolizumab Bu:'l::;:‘qom 60 PO
- - - s
inhibitor therapy
has been 16/F/60s* Melanoma ‘,;f\':h'..t.’.li,l;"mm"d b\g,‘l\‘\'i‘l;)il‘t:‘ 10 PO None
- e e
discontinued

Abb " e o p .ol >4 9 et
Abbreviations: CR, complete response; irAE, immune-related adverse even

' Received 3 cycles of pembrolizumab followed by 3 cycles of iplimumab and
ab.
PD, progression of disease; PD-1, programmed cell death protein I; PR, partial nivolumal
IC O C

None
14/M/40s Melanoma Pembrolizumab

Lichenoid 10 R None
dermatitis

S 1 p oma
response; SCC, squamous cell caraine

Wang et al., JAMA Derm 2018




Ftoxicity in anti-Pp.
-4 IMMunotherapy

id EH at EU LT T

“Skin rash” incidence highest in winter
Sarcoid-like reactions most common in autumn
and spring, with fastest time to onset in winter

Rogiers et al., Eur J Cancer 2024




Procesos granulomatosos secundarios a

rubeola lﬂ@ﬁ@ﬁi S

Granulomas Gone

Wild: Update of
Rubella as an

Evolving Trigger

Kari (Karolyn) Wanat, MD
Department of Dermatology
Medical College of Wisconsin

ICAL
oedtert dgLLEGE r
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ranuloma necrotizante.. infeccion

P Aithogen

1shim aniasis

Leishmania tropica

L

major et¢

* Mycobacteriym M.)

luberculosis, M bovis

* M. leprae

* M. marinum

* M. avium, M
N disease ¥ Bartonella henselae
(tertiary ’

chelonae efc

Treponem

¥ Klebsi

a pallidum

ella granulomatis
3 INQuinale * Chlamydia trachomatis
ranuloma ¥ Actinomyces israelii
» N

Nocardia asteroides,

N. brasiliensis

» Staphylococcus aureus etc

* 1inea barbae, capitis * Trichophyton spec
¥ Sporotrichosis M:(roxporum spec
*» Cryptococcosis * Sporothrix schenckii
¥ Histoplasmosis * Cryptococcus neoformans
» Blastomycosis » Histoplasma capsulatum

» Blastomyces dermatitidis
» Coccidioides immitis

» Coccidioidomycosis
» Paracoccidioidomy-

s » Paracoccidioides brasiliensis
COs!I

» Chromoblastomycosis * Phialophora verrucosa etc

» Aspergillosis » Aspergillus fumigatus, A. niger
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Rubel|; Virus in Granulomas

Ruvy
Positive
giant
cells
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Dermatltls in Health
Adults!

Vaccine derived (3 patients)
Wild type (1 patient)

Average age: ~61.5 years (49 -73)

Occurred 2-13 years post-
vaccination

JAMA Dermatol. 2022;158(6):626-633.
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Multi-lnstitutional .
Study e

Mean y
dex

Rubella Negative P valye
(N=4g)
no (”n) "
Male

RLRLES (0 y 0.14
Female
Race

0.72
19 (41)
no. (%)
* Granulomas of

27 (59)
Black

0.42
unknown etiolog, [

35 (76)
Not reported

5(11)
2(4)
4 ’ l(hmu[y no. (%)
with atypical

4(9)
Hispanic or Latino 1(2)
Not Hispanic or Latino ) 42 (91)
appea rance Not specified
Immune Status

3(7)
~no. (%) ¥

Inm\unocompetenl
Immunocompromised
Granuloma location — no. (%) 4
Head or Neck 5(11)
Trunk 10(22)

Extremities

29 (63)
History of travel outside of the United States - no,
- 9'(13) 2 (4)
:\fs 9(13) 1(2)
0

32 (70)
13 (28)
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" Summary: What We Know

IEl patients
present with
granulomas

(including
cutaneous)

RA27/3 strain
detected within
granulomas (3)

~75 cases of
iVDRV identified

B —

.

Ruv identified in
8ranulomas in
immunocompetent
WT RuV identified adults
in adult with CcVvVID

AAD ANNUAL MEETING = A
AT ,%
B A7
AT
1 “J!?X‘;

>70 adult
patients with
granulomas

have Ruv
identified




(?)

Immune system

Escape mutants

Immunodeficiency
Immunosuppressive drugs
Immune therapy

Aging

Subclinical persistent infection, no apparent pathologies
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Novedades en toxicodermias y simuladores i i




Simuladores de NET: Enfortumab vedotin éﬁ@ﬁﬁ?if Fl ) BoMR

* “SJS/TEN- series and reports

* Toxic erythema of chemotherapy: series and reports

Hirotsu KE, Rana ], Wang JY, Raghavan SS, Rieger KE, Srinivas §, Fan AC, Kwong BY, Novoa RA, Zaba LC. Clinicopathologic characterization
of enfortumab vedotin-associated cutaneous toxicity in patients with urothelial carcinoma. | Am Acad Dermatol. 2021 Dec;85(6):1610-1611.
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/
Anti-nectina 4 mAb il

B

£ s ‘.\
|ntemah:ahou

% Inhibit

NA ‘ : Tumor ce||
G W I/ “%‘\\
N : Degradation

\ \ Release

| \

Enfortumab Vedotin \ f %I_)
\ \ \ 4

\\ \\“/,, / y
\\\ i Sosome i
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Nectina: Tumorigenesis @é@’b

) W L S sAnAa

. NECTIN. TUMORIGENSIS
€rens junction: intercellylar adhesion

*EFCR and ¢
e : .
. ceptor tyrosine Kinases
1gration, Proliferation, survival
* Afadin
* Upregulation of PI3/AKT pathway - prevents apoptosis
* Beta 4 integrin

* Tumor angiogenesis

Santoni M, Takeshita H, Massari F, Bamias A, Cerbone L, Fiala O, Mollica V, Buti S, Santoni A, Bellmunt
J. Pembrolizumab plus enfortumab vedotin in urothelial cancer. Nat Rev Urol. 2024 Jan 24.
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Primera linea de tratamiento %4@}% /

W

; L ;
Now 15t line in combination with Pembrolizumal

* Grade or higher adverse effects in almost 50% of patients

* Treatment with PD-1 inhibitor: Increased risk of reaction to EV

Zameer U, Shaikh W. A new era for bladder cancer: Enfortumab vedotin and pembrolizumab
milestone approval. Tumori. 2023 Dec 23:3008916231221508.
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Eritema toxico por enfortumab vedotin @gﬁm 5

i

OF CHEMOTHE
RAP
MAB VEDQTIy

4 - risk of mortality

= Grade 3 oy
. Permanently discontinye

Requires clinicopathologic differentiation from:

* SJS/TEN .

* Cutaneous toxicity due to PD.

1 checkpoint inhibitor (cixAE)
* Clues:

* Dysmaturation; atypical mitotic forms

* Difficult to ‘identify dysmaturation in biopsies with full thickness necrosis
* Prominent flexural involvement

* Limited or no mucosal involvement

Hirotsu KE, Rana |, Wang JY, Rag i ini BY, Novoa RA, Zaba LC. Clinicopathologic characterization
. Raghavan SS, Rieger KE, Srinivas §, Fan AC, Kwong BY, ‘ . el
(o) entiso tuml ab veIc,iotin assc;ciated cutaneous toxicity in patients with urothelial carcinoma. ] Am Acad Dermatol. 2021 Dec;85(6):1610-16

f ) 4 =
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Simuladores de NET: PEGA NET LIKE AR

) W

* Atypical features thqt cause
. Keratinocyte necrosis
* Sparse, Scattered, or diffyse

* Blistering from flexural sites or widespread
* Clinical depth of blister®quivocal

* Clues

* Marked spongiosis including neutrophilic
* Dermal edema

* Prominent dermal inflammation

* Erythoderma with rapid onset and resolution
* Limited to absent mucosal involvement or skin pain

spongiosis, intercellular edema

] ) ] Tfuudad CL- Cllmc - : 0 : 1C.




EICH simulando NET h é’!;’u - 812 MAR,

* Comparison to morp

Wiform aGVHp
* Clinical:

* Shorter latency

* Atypical targets s?)eciﬁc

* More likely to have Pancytopenia, renal disease, bacteremia
* Histopathology:

* Severe interface tissue reaction and dyskeratosis

* Fewer inflammatory cells

Hung YT, Chen YW, Huang Y, Lin Y], Chen CB, Chung WH. Acute graft-versus-host disease presenting as Stevens-johnson syndrome
and toxi;: epidermal necrolysis: A retrospective cohort study. ] Am Acad Dermatol. 2023 Apr;88(4):792-801.
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EICH en Trasplantados de organo sélido hans "

e by W L AN
> TR

* HLA matching is a risk factor

* Donor lymphocytes escape host Immunity

* Cytopenias are frequently observed

Kaur M, Singh N, Mital R, Schenk A, Fisher K, Korman AM, Kaffenberger BH, Chung CG. Dermatologic manifestations of acute graft
versus host disease after liver transplantation: A case series of 8 patients. JAAD Case Rep. 2023 Jul 6;39:6-13.
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EICH @Z i & ) 0

- W

* Short tandem Yepeat
* Establishes engraftment

(STR) testing by PCR. chimerism
of donor lymphocytes

* Identifies donor HLA in the recipient

* Bone marrow
* Blood

* Skin
* Detectable if > 1% donor T cells present
* Greater than 10% indicates aGVHD

* Percentages correlate with severity/progression

Kaur M, Singh N, Mital R, Schenk A, Fisher K, Korman AM, Kaffenberger BH, Chung CG. Dermatologic manifestations of acute graft
versus imst dise'ase after liver transplantation: A case series of 8 patients. JAAD Case Rep. 2023 Jul 6;39:6-13.
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EICH vs toxicodermia @gé@m
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. : "
aGVHD in solid organ transplant recipients may have dense, lichenoid infiltrate

Russell AJ, Musiek AC, Staser KW, Rosman IS. Histopathologic and immunophenotypic features of cutaneous solid organ
transplant-associated graft-vs-host disease: Comparison with acute hematopoietic cell transplant-associated graft-vs-host
disease and cutaneous drug eruption. ] Cutan Pathol. 2021 Dec;48(12):1480-1488.
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Melanociticas

Perkins IU, Tan SY, et al. Pigment Cell Melanoma Research 2023
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One |
of two Patients in gy Series

* Bulky giant con

ngenital Melanocyt; :
ultrasound) witt ZEBD: 0y fUSi\(/)rl]cgr:;veus (identified before birth on

Perkins, Ifeoma U., Serena Y, Tan, Timothy H. McCalmont, Pauline M. Chou, Thaddeus W. Mully, Pedram Gerami, Jason
H. Pomerantz, et al. “Melanoma in Infants, Caused by a Gene Fusion Involving the Anaplastic Lymphoma Kinase (ALK).”
Pigment Cell & Melanoma Research 37, no. 1 (January 2024); 6-14.

o
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Jarish N. Cohe
e Cohen, MD PhD* Nancy M. Josep}
ouriney Onodera, PhD “oseph, MD, PhD*t} Jeffre

T Artur Zembowicz, MD PhD,Y and Phi] i el

ip E. LeBoit, MD*

1 with combined PEM
TATON Nevis + PEM)

Stuctural rearrangement

FIGURE 1. Summary of pathogenic genomic aberrations
identified in PEM. Chr indicates chromosomal; IHC,
immunohistochemistry; int, interstitial; LN, lymph node; (-)
deletion or negative immunohistochemical staining; (+) positive
immunohistochemical staining.
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Subtipos moleculares de melanoma acral lrggﬁ@&k

Younger light-skin in

dividuals- behaves |
on low Cumulative s

ike melanoma
Un-damaged skin

No racial predilection, mark

ed genomic Instability, diverse
MAPK pathway activating

alterations

T YGUITCORINONE
TEVA'W YUL”C%D AOMZ™ "

24 « Probes CBS call ++Diploid line

”
|09(Ral| D ;
(tumor/normal)

en, iwe e e ss, et al
I E A \ unter Shain, David Reuss,

) nson, LINg Shen Mer gshu Xu, Jeftrey orth
Y , lwel rncJorg ¢ P.N A.H R

ele e A 3l Vield 3 ce S ry 8,2019
F ) 3 Jjournal he National Cancer Institute, Jan

E c 1 c 0 al C e, Janua

d ted Gen 1i( ( 1E !
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V' 4 4 (] r
Melanoma acral y estrés mecanico 429.11@

o0 ar = 3 il RN i
A ‘ e
\\_‘j_/ o A VAN n IR
O [ I H
‘ ‘ | I ‘ 19eé oo LTI Control

Jung HJ et al Minegawa A et al Sheen YS et al Stewart SIM et al J Foot Ankle Surg 2016
JAMA Derm. 2013 NEJM 2016 Sci Rep 2017
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Inteligencia artificial en dermatopatologia %@&fs

€ g e 2 -
OST SAVINGS T — *‘x
E

BECOME AN INNOVATION LEADER

e
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International Society of Dermatopathology

E ACADEMIA ESPANOLA
DE DERMATOLOGIA

Y VENEREOLOGIA

1909
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Neoplasias spitzoides MAP3KS8 M@&f;

* Patel et al.:
* 18 pediatric ' '
atie ' “linic i
fO”OW‘U L P nts, 12 with avallable Clinical, Morphologic, and Molec ular Features of
p time. MAP3K8 Rearranged Spitz Neoplasms: A

Retrospective Study Documenting That Bonafide

© e ®
None experienced distant metastasis or S
e 4 < dS Ale Kare

death of disease. One patient with local
regional metastases.
* Houlier et al. (2020 Modern Path)
* 18 pediatric patients, 12 with available Abstract
follow-up time. evous
* No widespread metastatic disease was
reported.

e Newman et al. (2019 AJSP)

e 17 pediatric patients.
' | d distant
e Only 1 patient experiences
metastasis and death of disease.

. *patient also had CDKN2A deletion and TERT 20t v
deregulatingtranslocatlon. -
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SAN DIEG .

Pigmentacion secundaria a “chinche
excavador” Cydnidae

Cyanidae (burrowing bug) pigmentation

» due to contact / crushing with vdnidae, "burrowing

\\\Ig‘_‘.’ ‘ v
,-\\l\(\ and feed on roots ol otheot v 3

+ insects living in soll or ¢
parts of plant, in rainy seasons A : \
ts of India, Thalland, Asia, et Y" \

« common in many pal
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Erupcion asoiciada a polyomavirus %Z" 1

DukeHealth

Polypmavirus associated rash and pruritus (PVARP)
Pruritic and dyskeratotic dermatosis (PDD)

* Chronic superficial viral skin infection

¢ Immunocompromised individuals
« Solid organ transplant patients
 Advanced HIV infection

« Persistent course due to difficulty in establishing diagnosis,
uncertainty in treatment, ongoing need for immunosuppression

. Can dramatically affect quality of life due to intense pruritus

. Treatment: balance between quality of life and immunosuppression
regimen to prevent graft rejection

—
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atient A

PVARP/PDD

Immunohistochemi i | % '
stry against - Fe
HPyV6 and HPyV7 vira prgoteins \\ s \

* Definitively identify HP '
/ yV7 targetin
non-folhcu\{ar kerat\gnocytes BN B HPYV6 capsid (6V32)

* Patient B had persistent HPyVé 1y T
detection despite resolutiox of the : Yl '
eruption

« How latency is maintained is unclear

« As case numbers are small,
establishing definitive causation is 20 ).
not possible

« Histology is distinctive, though not C 8 ¢
necessarily pathognomonic e : gt

« Clinical context is important S Q"‘ : Voo

. X - -
L .
b 7 are clated with
- fE.Yua Y, etol Human polyomavirus 6 and 7 are associated wi
‘ o . s Ak 11035

BNy S

L 1 ) 1 (6V3) =

m.\#ni yV(;(.\p\l( : 7 AN
"u - Patient B -

pruritic and dyskeratotic dermatoses. JAm Acod Dermatol




Osimertinib daal)

SAN DIEG
B-12MARZ

Osi mertinib DukeHealth

Potent selective inhibi ivi ‘
e e inhibitory activity against T790M mutant, spares wild-type

Cutaneous toxicities less likely
Phase Il study:

* Generalized rash 34%
* Xerosis 23%
* Paronychia 22%

Case reports:
« TEN/SIS
« Cut-like lesions on fingertips
« Cutaneous vasculitis

« Exacerbation of SCLE . _
+ Pigmentary changes— most thought to be post-inflammatory h_yperplgmentatlon as the
changes were preceded by documented papulopustular eruptions
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Memorial Sloan Ketteri
Cancer Center

for a change in clinical management
Dermatopatholegy specimens have been found to be among the
groups with the highest percentage of inaccurate diagnoses (1)

ML: dysplastic nevus, atypical ~ MH: melanoma in situ, melanoma .
intraepidermal, melanocytic agnostic crepancies by Tumor Typ

proliferation

Other malignant sebaceous carcinoma, seborheic keratosis, adnexal tumors

Diagnestic Descrep: icing Treatment Options

Background Methods (cont.) Results (cont.)
+ Pre-procedure confirmation of histopathologic review is the standard of igh Risk ~ Frequency of Tumor Type, based on outside diagnosis (N=710):
care in many surgical specialtie§ . - BCCL: BCC unspecified, ~ BCCH: BCC infiltrative, morpheaform, © BCCL - 296 Cases (42%) o MH - 40 Cases (5.6%)
Prevent_s unnecessary surgeries, p.atlent morbidity, and costs 8 <uperficial BCC, nodular BEC perineural invasion o BCCH—60 Cases (8.5%) > Benign — 24 Cases (34%)
Not routine for dermatologle surgeries SCCL: SCC in situ, SCC well  SCCH: SCC moderately or poorly © SCCL - 230 Cases (32%) o Pre-cancerous — 13 Cases (1.8%)
diff tiated diffe tiated, deepl - -
+ A prior study showed that 2.3% of 5,629 general surgery pathology rere infleative growth pottern, or = SCCH-11 Cases (1.5%) o Other malignant — 3 Cases (0.4%)
cases had diagnostic discrepancies with 51.5% of those cases calling perineural invasion © ML -33 Cases (4.6%)

In the literature, the rate of diagnostic discrepancy ranges widely from
2% to 35%

o
o The rate of discrepancy impacting treatment options ranges from 4% Data Collected 2
to 13% (2-5) 8
« Demographic Information ©
+ Costs of second opinion pathology review o Age at time of biopsy t
Monetary o Sex 5
- a
- g‘:f:ydsvif?;:grde’ma"’”a'“""’gy'eam - Anatomic site - Face, Scalp, Trunk, Extremities, Genitals
- Referring provider type and practice setting BOCL BCCH SOCLSOCHL ML MM e s Malgnant
Effects on surgical care + OQutside pathologist specialty and practice setting Tumor Type

> 87.5% of dermatopathology cases in which second opinion changed
treatment resulted in cancellation of surgery (4)

Outside diagnosis and — when documented — treatment

recommendation — 43% - Diagnostic discrepancy (307/710 cases)

— 18% - Discrepancy impacting treatment options (129/710 cases)

Number of slides submitted, special stains

obj ectives - MSKCC pathological diagnosis and treatment recommendation Limitations
1. Describe incidence of diagnostic discrepancies after pre-procedure ) i . . « Misrepresentation of the lesion due to number and type of slides reviewed for

confirmation of histopathelogic review at MSKCC Common D|agnost ic D|screpanc|es - Examples confirmation, such as only recuts or a single slide reviewed

n - Tertiary care center case referral bias
1. Describe incidence of diagnostic discrepancies affecting treatment plan BCC Scc i
Melanoma in situ BCC superficial SCCIs

1. Define associated characteristics of specimens with diagnostic e — Microinvasive —BCCnodularand  — Actinic keratosis or i

discrepancies impacting management Eoneeting melanoma infiltrative Seborrheic keratosis Conclusions

Treatment Dysplastic Nevus CC invasive + Theincidence of diagnostic discrepancies that have a potential to impact treatment is
e B e Ty 18%. Therefore, consideration of pre-procedure second-opinion histopathologic
confirmation can impact treatment. Physicians should be aware of higher risk
Methods PIENERELSY  Dyspiastic nevus with  BCC nodular on nose scc scenarios that can impact treatment, such as SCCL, SCCH, and ML
Not mild atypia — BCC infilfrative  — SCC mod differentiated . Significant findings

« Institutional search performed to identify external pathology reports [UEERT]  — moderate atypia onnose o SCCL _56% di ic di o5, 30% tod t

reviewed Jan 2022 through Dec 2022 that underwent pre-procedure Treatment - — ot diagnostic discrepancies, 597 impacted managemen

confirmation of histopathologic review at MSKCC o SCCH — 64% diagnostic discrepancies, 36% impacted management

o BCCL — 41% diagnostic discrepancies, 9.5% impacted management
Included 6 Mohs/dermatologic strgeons at MSKCC RESU I tS o ML — 58% diagnostic discrepancies, 45% impacted management

Outside and internal 2nd review pathology reperts were compared

Reviewed 800 consecutive cases: 710 met inclusion criteria (90

) Exxc:msm c?rt\e'”a: lete data/ missing outside pathol s excluded) References
o Cases with incomplete data/ missing outside pathology reports in 1 Mo £, conen, 5. 8 ieyger. .. egoo, st ter. cmes) conecueces ormage
EMR - 46% Male (n=327), 54% Femnale (n=383) BRI R 3 b
2 Hewna, E B, Sober A o . b . (2012), Hsiciogialy shaknghg merocylc
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Histopathologic Features of Drug Reaction with Eosinophilia and
Systemic Symptoms (DRESS)

Emily Ehsan, BA, Corey Georgesen, MD
Department of Dermatology, University of Nebraska Medical Center, Omaha, NE 68198

Background

DRESS Syndrome is a severe, life-threatening cutaneous adverse
reaction that can occur two to eight weeks after a new medication.
Common culprits: allopurinol, certain anticonvulsants, and antibiotics.
Presenting symptoms: rash, fever, lymphadenopathy, facial edema, and
internal organ involvement

RegiSCAR clinical scoring system is a diagnostic tool that includes
"biopsy suggestive of DRESS", a criterion which lacks clarity.
Histopathological distinctions from maculopapular reactions include
more dyskeratotic cells, spongiosis, and interface vacuolization.
Eosinophilia, despite peripheral elevation, may be absent in skin
biopsies.

Given the life-threatening nature of DRESS, identifying histopathologic
features with clinical criteria is vital for prompt diagnosis and treatment.
This study aims to correlate pathologic features in DRESS patients with
clinical manifestations and disease severity, potentially enhancing
prognosis and treatment guidance.

Methods

Identified 55 patients diagnosed with DRESS Syndrome at Nebraska
Medicine from 2014 to 2023 by electronic health record search using
the ICD-10-CM code for DRESS (D72.12).

Confirmed cases had culprit drug within two months of onset and a
RegiSCAR score of >2. Inclusion criteria mandated patients aged 18 or
older with a clinical DRESS diagnosis and skin biopsy at time of
presentation.

Patient data encompassed demographics, histopathologic features,
culprit medications, comorbidities, immunosuppressant details,
treatment outcomes, duration, and disease severity. Severe outcomes
include organ injury, cardiopulmonary manifestations, multiorgan
dysfunction, and mortality.

15 patients were identified and the dermatopathological features were
assessed by a pre-defined scoring system a board-certified
dermatopathologist.

Histopathological features were graded on a scale (0 to 4+) for various
predefined scoring criteria and compared to a matched control group of
15 patients with maculopapular exanthematous drug rash, identified by
ICD-10 code L27.0.

Statistical analysis: Fisher's exact probability test (Freeman-Halton
extension), ANOVA one-way test, correlation testing.

Results
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Table 1. Comparison of histological ﬂndmgs amongst DRESS patients OR, odds ratio; Cl, confidence interval; *
denates statistical significance (p < 0.05). Some features had an odds ratio in which all DRESS patients or
none of the maculopapular drug rash control patients had a specific feature.

DRESS compared to MDR patients had statistically significant interface dermatitis, lichenoid
dermatitis, pigment incontinence, and periadnexal interface dermatitis. Periadnexal interface
dermatitis was observed in biopsies of all DRESS patients who suffered mortality and
severe visceral organ damage. None of the MDR patient biopsies exhibited lymphocytic
periadnexal interface dermatitis, the most prominent feature being perivascular easinophil
rich dermatitis
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Figure 1. Pearson r correlation test on histopathclogical features of DRESS | pahems

Figure 2. Histopathological features observed in DRESS patient biopsies
(left) Periadnexal interface dermatitis with scattered eosinophils and neutrophils with background
hemorrhage on 20x. (right) Perifollicular interface dermatitis on 20x.

Conclusions

+ All DRESS patients had prominent lymphocyte infiitration, with 80% exhibiting
prominent lichenoid dermatitis, making it the most prevalent reaction pattern.

- Statistically significant histopathologic DRESS features: interface dermatitis,
lichenoid dermatitis, pigment incontinence, and periadnexal interface
dermatitis.

» Interface dermatitis was more common and severe in DRESS than in non-DRESS
drug reactions, appeared to signify a more severe disease course.

+ Eosinophilic inflammation was infrequent in DRESS biopsies, despite serologic
eosinophilia being a diagnostic feature on RegiSCAR. Neutrophils, uncommon in
conventional drug rashes, were notably common in DRESS biopsies.

+ Periadnexal interface dermatitis associated with severe outcomes in all DRESS
patients.

= Perivascular dermatitis showed an inverse correlation with features linked to more
severe manifestations of DRESS, such as interface, lichenoid, and periadnexal
interface dermatitis.

- The diverse and distinct histopathologic profile of DRESS, suggest potential
implications of biopsy at onset for diagnosis, prognosis and severity assessment.
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Clear Cell Acanthoma: An Etiological Enigma

Marina Kiristy Ibraheim, MDY, Michael T Tetzlaff, MD, PhD?; Jeffrey P North, MD?

! Loma Linda University, Department of Dermatology

?University of California San Francisco, Departments of Dermatology and Pathology
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Clear cell acanthoma (CCA) 1s considered by most to be a benign neoplasm
characterized by psorsiform acanthosts, parakeratosis, and pale keratinocytes
with sharp demarcation from the adjacent unaffected epidermis.! In addition,
CCA may contain neutrophils scattered in the epidermis as single cells and Munro
microbascess-like collections of neutrophils in the parakeratotic cornified layer
resembling psoriasis. Some postulate that CCA represents an inflammatory
reaction given its histopathologic similarities to psoriasis or an epidermal reaction
pattern given the overlap in features between CCA and other neoplasms such as
seborsheic keratoses with “clear cell acanthosis.” Overlapping features with
eczematous eruptions on the nipple have also been described. > Prior studies have
highlighted comparable histologic and immunostaining patterns between CCA
and psoriasis.>?

Interleukin (IL)-36, a pro-inflammatory cytokine in the Th17 inflammatory
pathway that is highly expressed in the epiderms of psomatic skin, induces
abnormal cornification and epithelial hyperplasia, increases production of pro-
inflammatory cytokines such as IL-12 and IL-23, and augments actvity of the
Thl and Th17 pathways.” Interleukin-36 immunostaining can assist in
distinguishing between psoriasis and eczema 510

We conducted a study assessing expression of IL-36 in the epidermis of CCA
biopsies in order to investigate if CCA represents an inflammatory reaction with
features of psoriasis.

15 cases identified,
20 cases of CCA stained with H&E
identified fcas cinded and TL36
immunostain
I1-36 Grading (Cohen et al)® Interpretation
0 Negative
1 Focal weak
2 Diffuse weak
3 Focal strong
4 Diffuse strong

Histopathology and Immunohistochemist:

Figure 1. Representative H&E of CCA (A) Features of CCA mncluding

rm acanthosts, parakeratosis, and pale keratinocytes with sharp

PSOL‘.ﬂSl
demarcation from the adjacent unaffected epidermis at 40x magnification. (B)
Peatures at 100x magnification. (C) Features at 400x magnification.

Figure 2. IL-36 Immunostaining Pattern of CCA. IL-36 immunostain scoring
as described by Cohen et al and Aquino et al. (A) 0, negative in this case of CCA
at 20x magnification. (B) 1, focal weak in this case of CCA at 40x magnification.

(C) 2, diffuse weak in this case of CCA at 40x magnification.

Grading of IL-36 Immunostaining Clear Cell Acanthoma (n=15)

Negative (0-2) 15 (100%)
0 2
1 11
2 2
Positive (3-4) 0 (0%)

All 15 cases stained negative for IL-36 expression.

Discussion and Key Points

Psoriatic skin highly expresses IL-36 compared to skin afflicted by non-Th17-
mediated dermatoses. > Cohen et al demonstrated that IL-36 is avidly expressed
in psoriasis compared to eczematous/: spongiotic dermatitis 8 Expression of IL-36
1n palmoplantar psomass is also increased when compared to palmoplantar
eczema.!? Increased IL-36 expression can also assist in distinguishing among other
psoriasiform vanants including lichen simplex chronicus, mycosis fungoides,
pemphigus foliaceous, and syphilis,s Taken together, IL-36 can serve as an
effective marker of a psomnasis inflammatory pattern.

The profound absence of immunostaining with IL-36 in every case examined
in this study refutes the notion that CCA represents a psorasis-like inflammatory
reaction. Clear cell acanthoma likely represents a neoplastic process that overaps
histopathologically with psoriasis.

CONCLUSION: This study is the first to assess the IL-36 immunostaining
pattern of CCA, demonstrating that IL-36 1s not expressed in CCA. While our
results do not rule out the possibility of CCA representing an inflammatory
process, we deem that to be unlikely given the IL-36 staning results and lack of
significant spongiosis or interface changes in CCA. Future molecular studies may
help to definitively identify this controversial entity’s etiology.
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Biopsy as “Rule Out Eczema”?
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INTRODUCTION

BACKGROUND

An information sharing rule from the 21=t Century Cures Act
requires that healthcare providers give patients access to
their health information, allowing patients to download their
test results, medication lists, referral information, and
clinical notes in electronic formats, on request and free of
charge’

To comply with this policy, the simultaneous release of skin
biopsy results to the Mayo Clinic patients and clinicians
began in January of 2022

In anticipation of this change, the patients were provided
with written and verbal counseling during their dermatology
visit with instructions to await contact from their clinician
before reaching out with questions and concems about the
results

Despite this, total patient communications to the nurse
triage team regarding biopsies increased by 204% after
January of 2022

Most of these contacts regarding biopsies were from
patients who had seen their results but had not allowed the
clinician adequate time to provide further guidance

Contacts from patients who had seen their results prior to
clinician contact increased from 2 contactsiweek to 15
contacts/week, an overall 650% increase in this category of
communications

PURPOSE AND AIM

This quality improvement project sought to improve patient
comfort with waiting for clinician contact following the
release of skin biopsy result communications

We aimed to reduce this category of communications to the
dermatology nurse triage team by at least 25% by January
of 2023 without increasing perceived clinician/nurse burden
associated with expectation-setting discussions

regarding skin biopsy results

“Author has no relationships to disclose.

FIGURE 1
Dear [N

During your recent dermatology visit a skin biopsy was performed. Biopsy results usually take
from 1to 3 weeks to return. Your biopsy results will be released to the patient portal at the
same time as they are released to your dermatology clinician, Please allow a full 3-5 business
days for your clinician to contact you before reaching out with questions or concerns
regarding the results. If multiple tests or biopsies have been performed, you will be

contacted when ALL results are available.

In mast cases, the dermatology clinician will send you a letter outlining the diagnosis and any
recommended next steps. Result letters can be found in the portal under the "Letters”

section. In some cases, your clinician may decide to call you about the resuls.

Healing After Your Skin Blopsy

.
s it F o e g, e A 1o T

Normal Wound Healing

Please click here to find helpful information about healing after your skin biopsy: Healing

After Your Skin Biopsy.

Fanch skin iopsy

Mling o Yederness

We greatly appreciate your patience and value your trust in Mayo Clinic for your dermatology

care,

Figure 1: Message sent to patients who had a skin biopsy with a link to informaticn
regarding wound healing after biopsy.
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FIGURE 2
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Improving patient comfort with waiting for contact from clinicians

D.14, Donald Neal, M.D.14, Emma Johnson, M.D.2.34

METHODS

- Within 2 business days of having a skin biopsy,
dermatology patients were sent a standardized online
patient portal message outlining the anticipated timeline
for biopsy results release (figure 1)

The message specifically asked patients to allow for 3-5
business days for their clinician to contact them
regarding the biopsy results

The message also included information for how to locate
letters from clinicians within the patient portal application
and information about normal wound healing

Feedback from nurses and patients was collected during
and after the intervention and adaptations to the patient
letter were implemented in real time

The nurse friage team collected pre- and post-
intervention data regarding the reasons for all calls or
messages pertaining to biopsies for 5 business days

The data was compared to evaluate intervention efficacy

LESSONS LEARNED

Pre-intervention data demonstrated 44 biopsy related
contacts in one week (figure 2 - blue)

+ Of these 44 contacts, seeing the results before the
provider had contacted them was the most common
reason patients called; 34% of contacts

Post-intervention data demonstrated 30 biopsy related
contacts in one week (figure 2 - orange)

There was an overall reduction in fotal contacts about
biopsies from 44 contactsiweek to 30 contacts/week; a
32% reduction in total contacts

The number of contacts from patients who had seen the
results before clinician contact dropped from 15
contacts/week to 8 contacts/week; a 47% reduction in this
category of communications

| Salmi L, Blease C, HAkgglund M, Walker J, DesRoches C M. US policy requires
i i # records 2021;372:n426
doi:10.1136/bmj.n426

PRE- AND POST- INTERVENTION DATA

Seeingresults  Woundcare  Expecting Hot Letter sont but  Newt stegs in
before climician cancarms resultstoo  understanding  patient hasnot  treatment
contact s00n medicalterms.  reviewed
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Figure 2: Blue bars represent pre-intervention categories of communications.
Orange bars represent post-intervention categories of communications.

Patients are overloaded with new information during their
dermatology visits, especially when a procedure is
performed

When patients have increased access to medical records,
which are often written in complex medical language, there
can be unforeseen effects such as increased uncertainty
and discomfort with the knowledge

The CURES Act changes in skin biopsy records release
resulted in increased calls and messages to our nurse
triage team from patients who had concems about the
results but had not yet received contact from their clinician

Messages clearly delineating the departmental protocols
and providing anticipatory guidance to patients reduced
this category of communications to nurse friage,
demonstrating improved patient comfort with waiting for
their clinician to contact them regarding their skin biopsy
results

AAD Annual Meeting
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