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U008 Immunology for Dermies: from M@zlk ,’_ -

Autoimmune to Autoinflammatory, 8/03/2024

. ¢De donde viene B de células B? Bolsa de Fabricius.

. Marcadores de células B: CD20, CD 19y CD79 a/b.

éQué virus se une a CD21 (pista: el ciclo vital de este virus ocurre en células B? EBV (HHV4).
¢ Qué significa BKT? Bruton-quinasa.

éQué inmunodeficiencia describioé Bruton? Agammaglobulinemia ligada a X. Tto: Ig iv.

5. ¢Qué farmaco inhibe BTK? Ibrutinib, primer farmaco aprobado para EICH. Antes LLC y otras
leucemias/linfomas.

6. ¢ Qué tipos de anticuerpos?

Regla nemotécnica (X-quimérico: 65% humano, Z-humanizado. >90% humano, Totalmente
humano: 100% humano, um-humano).

A > humanidad, < inmunogenicidad (MTX util para contrarrestarla).
7. éCuadl es la diana de belimumab? Células B-Blys (estimulador de linfocitos B).
8. ¢Qué inmunoglobulina no fija complemento? IgG4.
9. (Cual es el primer farmaco aprobado por FDA para profilaxis de EICH? Abatacept.
10. ¢ Cual es el primer farmaco aprobado por FDA para Dermatomiositis? Ig iv.
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U008 Immunology for Dermies: from M@% '

Autoimmune to Autoinflammatory 08/03/2024

Asociacion de enfermedades con HLA:

Clase | (HLA-A, -B, -C)
Psoriasis (CW6)
Artritis psoriasica y reactiva (B27) §§%§?§?ﬁi§§?§%€m@s
Behcet (B51) a—
Liquen plano: B8 (oral) y Bw35 (piel)

Clase Il (HLA-DP, -DQ,-DR)
Urticaria: DR4, DRB4, DQS8
Pénfigo vulgar: DR4, DRw6
Dermatitis herpetiforme; DR3, DQw2, B8

Herpes gestationis: DR3




new? PENFIGOIDE 08/03/2024

FO30 Autoimmune Blistering Diseases: What,s ij?"
: 455 4

2
BrJ Dermatol 2024; 190:258-265 I“.‘l D
https://doi.org/10.1093/bjd/ljad 369 British Journal of Dermatology
Advance access publication date: 4 October 2023 Medical Dermatology

Omalizumab in the treatment of bullous pemphigoid
resistant to first-line therapy: a French national
multicentre retrospective study of 100 patients

What does this study add?

« Qur French nationwide study of 100 patients provides the largest series to date of BP treated with omalizumab.
« This study confirms the good effectivenass and safety of omalizumab in BP, with complete remission in 77% of cases in a median
time of 3 months.

* |Level of IgE directed to the NC16A region of the target antigen BP180 and detected by enzyme-linked immunosorbent assay was
predictive of response to omalizumab.

El papel exacto de dupilumab y omalizumab en penfigoide queda por determinar. @g_\mﬁ.ﬁm_LA




FO30 Autoimmune Blistering Diseases: What,s

new? PENFIGOIDE 08/03/2024

No eficacia con mepolizumab, ixekizumab, benralizumab, Numerosos ensayos en fase |-
' Bertilimumab

a first-in-class human monacloral artibedy engineered to deflect the
profein estaxin-1

Nnmm:npun '['Hu.l: il Vevals gow Targeting C5aR1

Traabrmsnd of il o s Penphigasd WitR Ascorabmal [IPRESE0T], an Anli-CSaR1 Monoosmal Aty [1PH]

Thie mairn objective is to irmsestigane

# a bifunctional inhibiter of complement component C5 and the Hinicnl of fieacy P ot

leukotriene B4 (LTB4) of an anti-C5all amtibedy The cfF Il e
. - . = |:n1.1".1
Phase & Trial (preliminary results release) iz gddition to syporpotes cezluated throsgh the sropertion of patienta in
» By day 42 a mean reduction in BPDAL Activity Score of 70% # a completed phase 2 open label trial (MCTO4035733), seven of ‘Tapical storgids. e sisoprdaaprarul. .ty
# By day B4, B1% decline in BPDAT from a mean baseline score of 67 nine patients responded to nomacopen, with no treatment- ek e e
¥ Subjects enly received 3 doses of bertilimumab (on days 0, 14, and related AEs and results promising rapid control and minimizing in BP patients ot 3 months, :F.:;f:i':::;i“;tt:“:,.‘:z“::'.:

28)
# Significantly bower comulative dose of prednis

the need for steroids in BP

It is 0 case-corfrolled, randomized,
open-labelled. ard multicenter phase
IT clmicel tricl

Sutimlimab

IL -23 as a treatment target in BP
Early Phase 1

The Effects of Tikdrakizumab in Treatment of Bulleis Pormghigoid

¥ Sutimlimab (BIVWOOD, previoushy called THTO0S) isa
humanized Lg&4 moneclonal antibody that inhibris Cls, a
sering protease necessary for the dissemination of the classical
complement pathwey

# A first- in-human oper-lobel phase 1 trial in 10 patients with
active or past BF (NCTO2502903) found that sutimlimab was
both safe and tolerable, with common cold, fatigue, and
headache being the most common AEs

= Tildrakizumab, which targets the pl9 subunit
of IL-23, is FOA approved fior the freotment
of adult plagues psoriasis

= An oper-lcbel, single-arm phass 1 clirical trid
(HETOEE29E) is planming To erroll 15
patients to dererming the sfficocy of
tildrckizumab for BP
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U016 Combining systemic therapies: should you M@MS ~

do it? 08/03/2024

* AMPOLLOSAS Dr Steven T Chen:
1. opciones en desarrollo: chimeric antigen receptor T-cell therapy y efgartigimod.
2. primera linea rituximab, mas coste efectivo que micofenolato.

* Para pénfigo:
Rituximab junto a micofenolato: mayores efectos adversos si mejoria en indices de remisidn o recidiva.
Estudio retrospectivo en MGH y en BIDMC de pacientes con PV o PF ultimos 5 aios (hasta julio 2023)
Grupo en monoterapia 59% menor probabilidad de eventos adversos.

* Para penfigoide:
Conveniente terapia de combinacion pues hay mas caminos inmunoldégicos a abordar.

EN CONECTIVOPATIAS NUEVAS GUIAS EULAR 2023: ANIFROLUMAB Es “add-on” tratamiento al mismo
nivel de indicacion que metotrexato o micofenolato.
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U037 Inpatient Dermatology from Horses to M@&k ;

Zebras: Lessons learned at an academic hospital.

* RIME:
Minima o ninguna afectacién cutdnea/mucosa. Recurrent reactive infectious
Asociacién con COVID 19. MuCOCUianeous erpiion:

Recurrencias: complicaciones psiquiatricas y oculares. A retrospective cohort studv
Contactar con Urologia/Ginecologia para evitar cicatrices.

| Am ACAD DERMATOL

E Gimeno et al. JEADV 2022, sept. AuGusT 2023
Si recurrencias: micofenolato.
Y liti The NEW ENGLAND
¢ VASCUIITIS: §
, . JOURNAL o MEDICINE

Purpura retiforme ‘

* Calcifilaxis: | |
Aumento de Calcifilaxis no urémica (sarcoidosis) Avacopan for the Treatment of ANCA-Associated Vasculitis
Biopsia sin epinefrina (telescdpica) =

.. . ;s Calciphvlaxis: Treatment and

Dx/Seguimiento: radiografia dsea (JAAD Int 2024) outlook—CME part IT

Tratamiento: tiosulfato iv, apixaban, cinacalcet

Role of bome scan in diagnosis of J Asa AcaD DR TOL E
calciphy laxis: A review JAAD IuT M 202 @ et

hlarcr 2024




S025 JAK inhibitors: a New Frontier in

Dermatology 09/03/2024

e Deucravactinib en LES, ensayo en fase 2. Arthritis Rheumatol 2023; 75 (2): 242.252: reduccion
CLASI-50 con dosis de 6 mg dos veces al dia.

* Tofactinib en esclerosis sistémica. Rheumatol Int 2021, 41 (10): 1743-1753: superior a MTX.
* Tofacitinib en morfea profunda vy fascitis eosinofilica. JAAD 2018 30; 4(5): 443-445.

BICLA response’

 Deucravacitinib 12 Mg C K

1 Doucravacitinib 6 mg BID
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S025 JAK inhibitors: a New Frontier in M@%

* DERMATOMIOSITIS: fuerte firma del inteferon tipo 1 en DM
 Tofactinib ya publicado en JAAD 2022
e Futuro: PF-06823859 (Dazukibart)

Anticuerpo monoclonal humanizado IgG1 neutralizante frente a Interferon beta.
Resultados en Fase 2 (AAD 2023)

Reduccion de CDSAI > 5 puntos en 100%, 96% vy 35,7% en los brazos de 150 mg, 600 mg y placebo.
Ensayo en fase Il (reclutamiento).

* Ensayo VALOR (preboticinib en DM)
Inclusion si fallo a un tto previo de DM,
No naive.
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S025 JAK inhibitors: a New Frontier in
s 4

ENFERMEDADES GRANULOMATOSAS:

1. Sarcoidosis
Inhibicidn de inmunidad tipo 1 con tofactinib 5 mg/d 6 meses mejora sarcoidosis
6 RCy 6 RP (Damsky et al, Nature Communications 2022)

Novedades:
Inhibicion tépica de JAK potencialmente util

Abrocitinib (especifico de JAK 1) en sarcoidosis (NC05696759) y Deucravacitinib (inhibidor alostérico-
1112/23, INF tipo 1) : open-label proof of concept

2. Granuloma anular
Tépico: AC-1101 Tofacitinib gel 2%, fase 1 completada (13 pacientes)
Oral: abrocitinib y deucravactinib open-label proof of concept

PIODERMA GANGRENQOSOQO: casos anecdadticos con tofactinib 5 mg dos veces al dia
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S035 Challenging adult and pediatric autoimmune h'"-' M‘ .
connective tissue disease cases: pearls for diagnosis and ;@ﬁ@.f

management 09/03/2024

: Jaxis
ng to Diagnose€ calciphy
Imag! ae | .
iti o -94%,
ing Modalities g ) & Sensitivity 63
/maglng ’5.- K| | speCiﬁCity 97‘::/0
. Plain x-ray ol || (comparable to
o« k| biopsy, n=102)"

. CT scan
«» Follow treatment

4 Mammography J; 4 : ,‘/‘ o
. Bone scintigraphy *&:J/ response
/

| |
Gupta K, et al. World J Nucl Med.; 2023




SA046 Cutaneous lupus and Dermatomyositis:
management and pitfall for the general
dermatologist ANIFROLUMAB 10/03/2024
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SA046 Cutaneous lupus and Dermatomyositis:
management and pitfall for the general
dermatologist ANIFROLUMAB 10/03/2024

Medicg] Treatment 0

Photoavoida nce

f CLE

Toplcal/lntraleslonal

l_ff‘;:_)_.,‘Methotrexate Mvcophenolate (Azathioprine)

N T

Other (thalidomide, lenalidomide, rituximab, acitretin)




£ SANDIEG .
57 BiaRa0

A
S t*_ty
50 AN A

SA046 Cutaneous lupus and Dermatomyositis: ... .
management and pitfall for the general
dermatologist ANIFROLUMAB 10/03/2024

Shaw KS et al. JAMA Netw Open. 2023 Oct 2;6(10):¢2338200. PMCID: PMC10

Viedma-Martinez M, et al. ] Eur Acad Dermatol Venereol. 2023 Dec 30. doi: 10.1111/jdv.19755. Epub ahead
of print. PMID: 38159281

Gaffney RG et al. JAAD Case Rep. 20




SA046 Cutaneous lupus and Dermatomyositis:

management and pitfall for the general
dermatologist ANIFROLUMAB 10/03/2024

Rapid improvement in Recalcitrant Cutaneous
Juvenile Dermatomyositis

with Anifrolumab Treatment

luventie dermatoaryostis (JDM) & :m sdiopathic tinflammatory
myopathy of childhood that mantfests with proxtmal mizscle
weakness and varying degroes of extzamuscalar pathologic find-
mgs. Although musco discase ts ofton responstve to first-Hno sys-
termic corticosterasds and tradittonal sterold -sparing tmrmuno-
suppressants, cutanecus mvolvernont In IDM may persist,
prechuding complete diseaso remtsston.” Recent transcrip-
toenic analyses kave demnonstrated striking upregulation of type
I tnterforon (IFN)-stimmulated gones tn the pertpheral bloed,
rmusde, and lestoral skin of patients with TOM, with hgher IFN
sooees cormesponding to ncrasod dismse sovertty.? Assuch, type
I IFN has cenerged as an attracttve therapeutic target for pa-
ents with dermmatomyosstis (M), although US Food and Drug
Admirt=tration (FDA)-approved thempses oo lacking 14 We pro-

Fgura . Clinic Fincings at Time of itk Prosertation

m Mrotretrsert descd ixage
of facw J0¢ thont

E Pretresteent cirecal meage
of the lagn

MM Darmatology  Februany 214 Voume 160 Kumber

sont acase of refractory cutameass JM demmonstrating rapid tm
provemnent with antfrobumab, a monodional antibody targeting
type 1 IFN roceptor ssbmmnit 1.

Roport of a Case | A 14-year-old girl presented with 2 6-year
history of a photosensitive eruption tnvolving ber face,
neck, trunk, and extremmities. She had boen diagnosed with
TOM at age 8 years based o radsographsc evidenco of myo-
sitts, confirmatory skin blopsy, and the presence of antitzan

scriptsonal intermedfary factor-1y (TIF-1y) autcantibodies.
Despite trials of systemic sterolds, hydroxychloroquine,

FAgro2. Rapid improvemant in Cutaneows Juveniic Dormatomyosite
Disoasa Activity With Anfrolumab intiation

m Poetreteent chmical eeage of chest m Poxdtretrert chonc mxage of chexd

Fretreatreert cdescd image
o thwe shaudder a0g e

Athoug tho ZItent expanenced Improverment i musco Srongs nd
TACHOFIpiC resolnion of sTyosits aMor 2 S moet il of hototiad anc
nraVeNLs Immanogiotulin. e contnuac to LV ALanaous
o vty & aempifiod Dy poresant, doop rod arythema and
poiciocina on har meck, chest (AL upper ack (0. and adonsor anmesE).
WIThIn 72 hours Of receiving anToiurad, 1he patiart saperioncod Sramatc
ITErovamEnt N anythama. which was setainod ot cimcs follow up 56 cays

A year oid gl with 2 & vear N ory of refraciony. anttranso ptiondl
rarmodiany factor -y juveris conTat ormynst s oresartod with wokacooos
erythama on her f 2°C M, 25 wall BAMsL

voing her Lppar chesst (A), artaroiatoral Thighs &1 and axansor e 00

Erythematoes:, flat-t0ppac papdes wero prasant on the aansor joeTts of Ses

Heretn, we desoribe the successful treatment of refrac-
tory cutameons DM with anifrolumab. The slection of am-
frolumabwas mothvated by the patient*s severe, disabling, and
recalctrant disease (induding to JAK inhibiHonp and sero-
logic evidence-of devatbed 1F-J1. The patient demonstrated =g
nificamt clindcal tmprovemnent with just 1 infusion of andfrol-
umah and the mpldity of dinical Improvement withina matter
of days was siriking. Weaim tohighlight the importmoe of the
bype [ IFN axls in patients with reffadiory outaneous Dk and
highlight anifralumab as a wable thempeutic option for pa-
Hemts with comtratndications to standard therapses.
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management and pitfall for the general
dermatologist DERMATOMIOSITIS 10/03/2024

Emerging therapies i DM

Tyk?/Jald inhibitor (brepocitinib Priovant)
Anti-IFNbeta (Pfizer)
Empasipruban. Efgartigimod (Argenx)

ing panel

Baslc screen
p he

o
B
B

* 269 patients

treatment on conversion

« Little if any affect o
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HIGHLIGHTS AAD 2024 (s

* Importancia de los conocimientos actualizados en inmunologia para el dermatologo.
* En estudio el potencial de omalizumab y dupilumab en penfigoide ampolloso resistente.

e Revoluciéon en el manejo de lupus cutaneo con Anifrolumab, rapida respuesta (300mg iv
cada 4 semanas)

* Potencial eficacia de Anifrolumab en Dermatomiositis.
* Inmunoglobulina iv aprobada para Dermatomiositis por FDA.

 Recomendable el uso de inhibidores de JAK para dermatomiositis resistentes a
tratamiento y para enfermedades autoinmunes que se solapan.
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La Academia Espanola de Dermatologia y Venereologia expresa
su agradecimiento al patrocinador UGB, por su especial apoyo y
contribucion con la actividad formativa Highlights 2024.
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