Lupus cutaneo
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ESPECTRO DEL LUPUS ERITEMATOSO (LE)
Clasificacion

A. LE Discoide Crénico (LED)

- Localizado

- Hipertréfico

- Generalizado

LE Cuténeo Subagudo (LECSA)

- Papuloescamoso (psoriasiforme)
- Anular policiclico

C. LE Sistémico (LES) )
D. LE Profundo r
E. LE Neonatal

F. LE con Ac Antifosfolipidos
G. Deficienciade C,yC,




Acute cutaneous LE Subacute cutaneous LE Chronlic cutaneous LE

[[] LE tumidus
|:| Lupus panniculitis
. Discoid LE

[l Chilblain lupus

Characteristic sites of involvement for the three major forms of cutaneous lupus erythematosus (LE).



















































Fig. 41.13 Chilblain lupus. Violaceous plagues, some with scale, on toes. If
there is 3 family history of this discrder, the possibidity of mutations in TREX]
which encodes a DNA exonuclease, or SAMHD ] which encodes a host
restnction nuclease that plays a rode in the innate immune response, can be
considered.





















L.E. DISCOIDE CRONICO

FAN + -
ADN -
Ausencia de lesiones viscerales
+ Piel enferma (50%)
Band Test
- Piel sana
Buen prondstico



Entendiendo cuando el lupus cutaneo progresa al sistémico (B Chong.
JAMA Dermatol 2014;150: 296 comentario)

Dice que el 23% de los lupus cutaneos progresan a

LES en varios anos.

v La progresion es lenta y debe ser monitoreada por

los dermatdlogos.

v" El estudio ensefia que 18% (13 pacientes) van a
LES y solo el 7% tiene una forma moderada o
severa. El resto tiene lesiones mucocutaneas o de
lab.






* Tratamiento:

v' Fotoproteccion.

v" Topico.

v Antimalaricos. ( efectividad del 75%)
v Talidomida (DAPS, clofazimine, oro)
v Inmunosupresion.

v" Otros.



Antimalaricos. Retinopatia ocular

» <6.5mg/kg/dia HCQ 3mg/kg/dia CLQ
« Guia Americana de oftalmologia 2002.

— Pacientes de alto riesgo

« >de 60 afnos, con indices de grasa corporal
aumentado, enf renal, hepatica o trastornos de
retina, dosis mayores a las recomendadas.
Necesitan control anual.

— Pacientes de bajo riesgo

* Dosis recomendadas menos de 5 anos y

examen basal normal. No necesita control x 5
anos.



Terapiaantimalaricaactuaen LE
sobre:

 LE: LECA, LECSA, LED, menos sobre
formas verrugosas e hipertroéficas,
tumidus, paniculitis

* Eritema malar

» Alopecia

* Fotosensibilidad

» Ulceras orales

 Atralgia, mialgias, artritis y serositis



Antimalaricos manejos actuales

Esperar 6 semanas

Tomar después de una comida
Embarazo clase C, seguro en lactancia
Combinada con otras drogas

Efectos colaterales

— Reacciones x hipersensibilidad, hematol,
hepaticos (def G6PD, PCT subclinica).
Miopatia, cardiomiopatia, pigmentaciones
cutaneas, trastornos oculares.



Hidroxicloroguina

Se absorbe mal en fumadores
Tiene menos efectos adversos que la

CQ
Se combina con atabrine
Se elimina después de dos meses

Su suspension en el embarazo favorece
brote

Pasa 2% a leche materna





















Cutaneous lupus erythematosus: Update of therapeutic options. Kuhn A etal. J Am Acad Dermatol

2011:65e; 179-193

Prevention: .g. sunscreens

—

Local Disease

v

Topical Treatment

maintain’ _9999!_%?9"._35’-‘_] no rt=-'ﬁ"PO“§;
HCQ or CQ1
I aintoin? good response no response

—

Severe and Widespread Skin
Manifestations

v

Topical Treatment (CS and/or CI)
+

HCQ or CQ7

+
Systemic CS (active disease)

good response

| maintain” |

Quinacrine discontinued |&4-———"———-——————

good responsa

P maintain” |

| partial response

P maintain’ |

Dapsone®

good response
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Qood response i good response
;?:f::u::g <¢—| Thalidomide* |&——'-—® MMF/EC-MPS®

—» maintain’ |

Other systemic agents I

or experimental therapy

maintain’




Talidomida

« Actua mas rapido que los antimalaricos

* Dosis habitual 200mg/dia
(mantenimiento 25mg/dia)

* 90% responde, 65% remite totalmente,
/1% recidiva

* En el LES ahorra corticoides



Talidomida: efectos adversos

Teratogenicidad

Neuropatia periférica (hormigueos,
disminucion de la sensibilidad y calambres en manos
y pies )

Hipercoagulabilidad
Somnolencia, constipacion



Lenalidomida for the Treatment of Resistant Discoid

LUPUS EPiTthGTOSUS Shah A, Albrecht J,Bonilla -Martinez et al
Arch Dermatol 2009;145(3)303-306

« Esun andlogo dela Talidomida.

 Se tratan dos pacientes con LED cronico
refractarios

* Dosisde 5-10 mg dia.

« Mgorauno de los dos casos (controlar
neutropenia)

 Los cambios se deben medir segun €l indice
de severidad actividad, de dafio y de area
de enfermedad .



LECSA (Lupus eritematoso cutaneo subagudo)

v Descripta por Guillian y Sontheimer

en 1979, la forma inducida por drogas fue

descripta por Reed en 1985.

v' Forma intermedia entre el LES y el
LED



Lupus eritematoso cutaneo subagudo (LECSA)

v" Forma (subtipo) especifica de lupus recurrente y superficial

v Lesiones generalizadas en la piel. Anulares y psoriasiformes,

con exacerbaciones (primavera verano) y remisiones.
v" Sin induracidn ni cicatriz, con hipopigmentacién residual.
v Areas expuestas al sol. Fotosensibilidad.

v Artralgias 50%, rifion y SNC 10-15%. Buen prondstico.
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v’ Caracterizado inmunologicamente por

ac antiRo (60 -100%)

v'Presencia del ac anti La
aproximadamente en la mitad de los

casos anti Ro positivos.

v'FAN + con Hep 2, moteado









« Asoclaciones

v" Sdme de Sjogren

v" Artritis reumatoidea

v" LEN (1-2% con madres anti Ro positivas)

v" Tiroiditis autoinmune.

v Angioedema hereditario

v’ ¢Paraneoplasia? (s Exp Desmatel 200S; 30:655-
658. Chandny, Murply Wiize



« LECSA: tratamiento

v Fotoproteccion

v Corticosteroides tépicos o intralesionales.

v Hidroxicloroquina 200 -400 mg dia.

v Cloroquina 100- 200 mg dia.

v Corticoides sistémicos (antiinflamatorio) 20 mg

v' Talidomida, DAPS, Retinoides, IFN, inmunosupresores.



Kore commonshigher risk”

Terbinafine

Thiazide dmretics (e.g. hiydrochlorothiazids)

ThF -1 inhibitorns

Proton pump inhibitors {e.g. lensoprazole, pantoprazole, omeprazole)
Calcium channel blockers (e.g. diltiszem, nifedipine, verapamil)
Anti-epileptics {e.0. carbamazepine)

Taxanss (e.q. docstaxel, pacltaxs])

Throsmbocyte inhibitors [e.g. tickopiding|

Less common™

ACE inhibitors {e.g. enalapril, ksinopril)

fi-olockers

Droxoeubicin

Interferon-n and 3

Leflunomide

Hanifidins

HMG-CoA reductass inhibitors ("statins”)

*NMedications are clasafiad 3= beng mors common or having & hagher risk [ here wae =10
cazes raparied in tha lierswe == of 2006 or the relabve risk 0 redarenca 40 was 220
Medicstions are ciassifiad 53 being kess common if thare hawve basn 3-10 czsas reporied
and tha relstia risk was <20

lNable 41.2 Madications associated with drug-induced subacute cutaneous
upus erythematosus (3CLE). ALE, angictensin converting enzyme.



B|D
REVIEW ARTICLE British Journal of Dermatology

A systematic review of drug-induced subacute cutaneous
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Invited Commentary
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Drug-Induced Subacute Cutaneous Lupus
Erythematosus—Filling the Gap in Knowledge

Jeffrey P. Callen, MD

s Rmpert Alame Series

Subacute Cutaneous Lupus Erythematosus
Induced by Chemotherapy

Gemcitabine as a Causative Agent
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&. Arthritis Mon-ercsive arthritls nvoiving two or more peripheral joints, characiertzed by tendemess, sweling of effusion
&, Saroslis B} Pleurttts — convincing history of pleurtic pain, rubbing hesnd by & physiclan, of evidence of plewral effusion
oR

b Pericandiils — documentsd by ECG, b or evidencs of pericardial effusion

7. Renal discrdar B} Persistent proteinuria greater than 0.5 geday or greater than 3+ I gquant®aSon not perfommad
oH
i) Calhatar casts — may be red cal, hemopgiobin, granulsr, fbilser or mied
8. Neurologic disondar 8} Selzures - in the absence of oifending drugs of Known metsoolic dersngements, e.0. uremla. ketoecidosis or
glacirolyie imbalance

oR

b} Psychosis — In the absence of ofending drugs of known metabollc derangements, 8.0, uremis, kstoacidosis or
alactolyte imbalance

9. Hematologic disorder &) Hemolytic anemila with reticulocyioss

o

b Leukopenla — less than 4000/mm? toial WBC on two or mofe occasions

oR

) Lymphopenia — lees than 1500ATFTT on two or more oocasions

oR

o) Thrombocytopents — less Man 100000/mmT In ihe sbsence of offendang drugs

10, Immunologic discrder &) Anti-DMA antibody 1o native DMA In abrormal tbar

R

b Antl-Sme presence of antibody fo Sm nuckesr antigan

OR.

) Poitive finding of antiphospholpid anticodies based on: (1) an sonormal senum Evel of igE or Ighd ent-cardoalipin
antibodies; (2] 8 positive test result for lupus anticoaguiant w=ing siandard methods; or (3] 8 Tekse-poaitive serologic
iest for syphits known to be posliive Tor 5 least & months and confimed by Treponema paifduwm iImmotiiizaton or
Tuorescant freponsmal antibody absorption Est FTA-ABS)

1. Antinucisar artibody An abnommal fier of antinucissr antipody by FmmUnofucrescence for an equivelent sssay) &t amy point in time and In

e absenca of dnags known 1o be associated with “dneg-induced IUpUE”™ Synidrome

*Thee proposnd cizsiiication & besed on 11 ciete For e puose of datiiying padents i oinksl shidas, = pecson Gl be Red 0 hawe syEiamic opus enghematsus | any four or more of the
11 ertiens are present, Berialy or Smui=neoiEy, ey SRy Imene] of oosenston.

rable 41.4 1957 Update of the 1982 American College of Rheumatology revised criteria for classification of systemic lupus erythematosus”" ™. BOG,
Hectrocardiagram; Sm, Smith; WBC, white bliood cell.
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'OR tenderness in 2 or more joints and at least 30 minutes of moming stifiness

6. Serositis
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8. Neurologic
Satzm

i ¢ Updating the American College of Rheumatology

Hﬂm multiplex®# » Acute confus | stall rovisad criteria for the classification of systemic lupus
9. Hemolytic anemia er:.rtt]hgrn.at;nsua ﬁ.rnerlf_:n I:EH-E%E' of Hh:jupummi D.:EF
: website. <http//www.rheumatology.org/Portals/ (i
1. meh (<4000ime? ot least once)f OF lymphopenia (<1000/mm” at least once)TT Files/1907%20Lipdate%200f%201 982%20Revised
- 11. Thromb a (<100000/mm’ at least once)fT pdfs.
lmml.mnlugm oo Petri M, Orbai AM_ Alarcdn G5, et al. Derivation and

validation of the Systemic Lupus Intermational
1. ANA level above laboratory reference range Collaborating Clinics classification criteria for systemic
AR A ol b el Allas el Jypus erythematosus. Arthritis Rheum 2012:64:2677-86,
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11. Thrombocytopenia (<100000/mm? at least once) T

Immunoclogic criteria

1. ANA level above laboratory reference range

2. Anti-dsDNA antibody level above |aboratory reference range (or =2-fold the reference range if tested by ELISA)
3. Anti-Sm: presence of antibody to Sm nuclear antigen

4. Antiphospholipid antibody positivity as determined by any of the following:
= Positive test result for lupus anticoagulant
= Falze-positive test result for rapid plasma reagin
= Medium- or high-titer anti-cardiclipin antibody level (lga. 1aG, or IgM)
= Positive test result for anti-B2-glycoprotein | (lgA. 1aG, or IgM])

5. Low complement: low C3, low C4, low CHE0

6. Direct Coombs test in the absence of hemolytic anemia

*In the absence of oiher causes, such as vasculitis, Behget disease, infection (herpesvirus), inflammatony bowel diseass, reactive arthritis, and acidic foods.
**Diffuse thinning or hair fragiity with visible broken hairs in the absence of other causes such as alopecia areata, drugs, iron deficiency, and androgenic akopecia.
#in the absence of other causes, such as infection, uremia, and Dressler pericarditis

##n the absance of other known causes such as primary vasculitis

§in the absence of other known causes such as primary vasculitis, infection, and diabetes meflitus.

58in the absance of other causes, including toxic/metabolic, uremia, drugs.

Yin the ahsence of other known causes, such as Felty syndrome, dregs, and portal hypertension.

Win the absence of other known causas, such as corticosteroids, drugs, and infection

Win the absence of other known causes, such as drugs, portal hypertension, and thrombotic thrombocytopenic purpura.

Table 41.5. The Systemic Lupus International Collaborating Clinics (SLICC) dassification system - clinical and immunologic criteria™. Criteria are cumulative
and need not be present concurrently. anti-dsDNA, anti-double-stranded DNA; ANA, antinuclear antibody; ELISA, enzyme-linked immunosorbent assay; SLE,
systemic lupus erythematosus. Lpdating the American College of Rheumatology

revisad critena fior the classification of systemic lupus

erythematosus. American College of Rheumatology

website. <httpyfwew.rheumatology.org/Portals A0y

Files/ 1907 % 31 Ipdate® 200201 9839 20Revised

pdE-.

Petri M, Orbai AM, Alarcan G5, et al. Derivation and

validation of the Systemic Lupus Intermational

Collaborating Clinics classification criteria for systemic

lupus enythematosus. Arthritis Bheum 2012;68:2677-86,
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Novel paradigms in systemic lupus erythematosus
Theemzs Damer, Richars Furie

The heteropeneity of systemic lupus erythematosiss (SLE], long recopnised by dinicians, is now challenging the
entire lupus community, from peneticists to clinical investigators, Although the outlook tor patients with SLE has
greally improved, many unmet needs remain. chiel of which is the development of safer and more efficacious
therapies. To develop innovative therapies. a far better understanding of ALE pathogenesis as it relates fo the array of
clinical phenotypes is needed. Additionally, to ethciently achieve these goals, the lupus community needs to refine
exicting clinical research tonlz and better adapt them o overcome the ohatacles created by the heterogeneity of
manifestations. Here, we review progress towards the ultimate goal of safely reducing disesse activity and preventing
damage accral and death, We discuss the new clssification criteria from the European Leagues Against Rheurmatism
and American College of Rheumatology, novel definitions of remission and low lupus disease activity, and new
praposals for the histological dassification of lTupus nephritis. Recommendations {or the treatment of SLE and novel
approaches to dmg development hold much promise to further enhance SLE outcomes.



Entry criterion

Anti-nudear antibodies at a titte of 21:30° on HEp-2 cells or an equivalent positive test

Additive criteria

At beast one clinica] criterion is required
Criteria nead not ocour simultanecushy

Do not count & aitenon if an explanation other than systarmac kepas enythematosus is mone likety
Occurrence of a criterion on at least one oocasion is sufficient

‘Within each domain, cnly the highest weighted criterion 5 counted toward the total soore

Clinical domains and criteria

Weight

Immunological domains and criteria

Weight

Constitutional
Fever

b

Anti-phospholipid antibodies
Anti-cardiolipin antibodies or
amti- 2 G antibodies or
lupus anticoagulant

Cutaneous

Mon-s@ming alopecda

Oralwdcers

Swbaoute cutaneous or discoid kepus
Aourte cutaneous kpus

e bl b

Complement proteins
Lo €3 or bow C4
Low €3 and low C4

d

Arthritis
Eithier syniowitis charactensed by swalling or

joints phis = 30 min of moming stiffness

effusion in = two joints or tendarness in =two

Highty specific antibodies
Anti-dsDMA antibody
Ant-Smith antibody

Meuralogical
Diglinium
Peychosis
Sefzure

[F R

Serositis
Plewral or pericardial effusion
Anvrte pericarditis

(]

Haematobogical
Learcoypemia
Thrombocytopenia
Autimimune haemokysis

Renal

Proteinuria =059/ 24 h

Fenal biopsy class [ or V' lupus nephritis
Fenal biopsy class [H or IV lupus nephritis

4
g
1D

Classify as systemic hrpmm'ﬂmm-iﬁ ascore of 10 or more if entry criterion fulfilled

“igure1: 2019 European League Against Rheumatism and American College of Rheumatology dlassification

criteria for systemic lupus erythematosus

E=DMA-double-stranded DMA. HEp-2=human epithelial type 2. *Ant-nudear antibody positivity should take the
individual cutoff inbo account; the titre 1:80 has been derived from a broad literature review.® $ln an assay with
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En los criterios clasificatorios, |as lesiones
cutaneas alcanzan una atavauacion. Solo
estando por debajo de lanefritis lupicay €l lab.

L os criterios de clasificacion, excluye alos
simuladores |Upicos, reconoce casos
tempranos.

L os criterios de clasificacién define cohortes,
con gran especificidad para estudios clinicos.

Distinto a criterios diagnosticos, mas
subj etivosy menos especificos.

Solo comité de expertos




e Estos criterios clasificatorios alcanzan una
sensibilidad del 96.4% y una especificidad del
03.4%

e Losdel SLICC (Systemic Lupus International Collaborating Clinics) tiene
96.7% de sensibilidad y 83.7% de
especificidad.

¢ ACR meicn collee ot rramaciony 82,8%0 de sensibilidad y
93.4 de especificidad.

« Lallavedeingreso aeste sistema esel FAN
(+ del 99,5% de la cohorte



 El tratamiento debe evitar € dano dela
enfermedad y lalatrogenia o efectos colaterales
de los remedios en cuestion por eso se introducen
los conceptos de ESTADO DE BAJA
INTENSIDAD DE LA ENFERMEDAD LUPICA
Y DEFINICION DE REMISION

 El belimumab y los antipaludicos serian los
Unicos gue presentan una actividad preventiva

» Ladosisde HCQ aconsegada por los
oftalmdlogos es 5mg/kg (ver concentracion en

sangre)



Adjunctive or supportive therapy
UV protecticn, management of comorbidities: cardiovascular (blood pressure, hyperlipidaemia, smoking
cessation), infectious (immunisations), and ostecporosis (vitamin O supplementation) risk factors

Induction

Mon-life threatening MSAIDs or COX-2 IV or IM prednisclane or | | | Prednisolone =0-5 mg/kg

= Musculoskeletal inhibitors oral methylprednisolone | | [ and/or v

= Mucocutaneous =5 mg/kg methylprednisolone
{500 mgx3)

Severe or life threatening || Glucocorticoids <20 mg Azathioprine 2-3 mg/kg | | [ Azathioprine 2-3 mg/kg

+ Haematological or local glucocorticoids Methotrexate per day or mycophenclate

« Cardiovascular 10-25 mg/week mofetil 2-3 g/day or IV

+ Respiratory oyclophosphamide

+ Serositis 750 mag

« Vasculitis

Figure 2: Possible treatment algorithms for induction and maintenance in extra-renal systemic lupus
erythematosus

Developed according to the British Society of Rheumatology guidelines for the management of systemic lupus
erythematosus in adults.” BILA G=British Isles Lupus Assessment Group. BSA=body surface area. IM=intramuscular.
W=intravenous. NSAID=non-steroidal anti-inflammatory drug. SLEDAI=Systemic Lupus Erythematosus Disease
Activity Index. UM=ultraviolet. *5till an experimental treatment.



 Jerarquizan al micofenolato vs otros
INMuNOoSsuUpresores para ahorrar corticoides en
el LES extrarenal.

« Belimumab 10mgkg cada4 semanas. Para
LES extrarenales. Disminuyey retrasa el dano
del LES.

e Se esta evaluando la combinacion o efectuar
tratamientos sucesivos con rituximab





















ig. 41.9 Acute cutaneous lupus erythematosus (ACLE). The facial erythema, often referred to as a "butterfly rash” may be variable (A), edematous (B) or have
pssociated scale {C). The presence of small erosions can aid in the clinical differential diagnosis. A, Cowtesy, ¥aknan Watsky, MO

Fig. 41.10 Acute
cutaneous lupus
erythematosus (ACLE).
This patient had ACLE
lesions on the arms as
well as the face.




Diffuse non-scaring alopecia
Raynaud phenomenon
Mail fold (periungual) telangiectasias and erythema
Vasculitis
= Urticarial vasculitis
- Small vessel vasculitis (e.g. palpable purpura)
« Polvarteritis nodosa-like lesions
« Ulcerations
Cutansous signs of antiphospholipid syndrome
« Livedo reticulans
« Ulcerations
« Acrocyanosis
« Atrophie blanche-like lesions
« Degos-like lesions
» Livedoid vasculopathy
Palmar erythema
Papular and nodular mucinosis
Sweet syndrome-like neutrophilic dermatosis

Table 41.6 Cutaneous findings (nonspecific) that suggest the diagnosis of
systemic lupus erythematosus. These are in addition to skin signs of other

autoimmune connective tissue diseases, which raise the possibility of an
averlap syndrome.


















Tabie 1. Treatmvent Approaches for SLE.#

Aspaing
Glucooorticoids T
Irmmunosuppressive agents
Cydophosphamide
Methobreate
azathioprine
Mycophenolate moketi
Modulation of B-cell function or numbers
Resstablishment of iolsrance
E-cell depleticn
B-cefl-directed cpipkines
Hlockade af B-ymphocyte stimulator {balimumab] T
TACL-immune globulin [atacioept)
Blockade af the imbedeuking recepror [tocilzwmakb)
Imtermuptian of T-cell-B.cell imeraction
Eiodimds of C040 figand
CTLA S~ immune glabulin
Biodkade of inducible costimulator
Reestablishment of wolerance in T c=lis
Autoantigen-dermed peptides
Blodade of type | inkerferon
Imhibition of tall-lilke recspior
Hy droogychiloroqume
Hormone mamipulation [detydrospiandrosi=rane)
Modulation of cell signaling
Spleen fyrosine kinase [ostamatinib)
Jarus rase
Fho kinase

Calcumf calmodhlin-dependem protein kinase IV
Cacireurin {dipyridarnole)
Mammaian @rget of mpamycm (snolimos)
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Lupus Eritematoso Sistémico: Terapéutica

v I

to

idroxicloroquina: inhibel la funcion de

| — like receptors que contribuyen a

autoinmunidad.

v" Pulsos de ciclofosfamida IV en forma

a

mensual o bimensual son utiles para la

nefritis.

v" Los glucocorticoides y la aspirina son

las otras drogas aprobadas por la FDA.



* Lupus Eritematoso Sistémico: Terapéutica

v BELIMUMAB es un ac contra la citoguina
estimuladora de los linfocitos b (BLyS). Favorece la

apoptosis e inhibe el paso de LB a plasmocitos.

v" Ha resultado en un pequeio pero significativo
beneficio clinico para pacientes con LES suaves o

moderados.

v Contraindicado en infecciones cr.



* Lupus Eritematoso Sistemico: Terapéutica

v" BELIMUMAB se administra en forma 1V, durante 1
hora, 10mg/kg. Dias 0-14 28y luego

mensualmente.

v" Frecuentemente reacciones en las primeras

administraciones (hospital de dia)

v" Se administra si fracasan los tratamientos

convencionales.



* Lupus Eritematoso Sistémico: Terapéutica

v BELIMUMAB se observa resultado en un
tercio de los pacientes, efectos adversos en

otro tercio y nada en otro tercio.

v" Cuando hay resultados los brotes son
menos frecuentes, mejora la artritis y la piel,
el laboratorio (antit ADN y C) y ahorra

corticoides.



* Lupus Eritematoso Sistémico: Terapéutica

v' Efectos adversos del BELIMUMAB:
hipotension y angioedema, dolor de cabeza,

artralgias, fatiga y nausea de corta duracion.
v" 0OJO INFECCIONES.
v BELIMUMAB + RITUXIMAB ??
v' EPRATUZUMAB?



MUCHAS GRACIAS

osvaldostringa@gmail.com



CASO CLINICO

Mathys, S; Perez, S; Alonso, M
Carranza, D; Dhabar, M; Strlnga,
O; Pascutto, C.













ANTECEDENTES PERSONALES

Paciente « Femenino. 22 afios

« Aorta bicuspide

- Sordera oido izquierdo e hipoacusia

Antecedentes derecha congénita con requerimiento
de cirugia en la infancia

» Abuela materna: AR

Medicacion | ESuNE—_—

habitual




MOTIVO DE CONSULTA

K Dermatosis pruriginosa en
rostro, I6bulos de la oreja,
gluteosy MMII de 9 meses de
evolucion.

« Fuetratada previamenteen
otra institucion con crema
triple, Ac. Fusidico y Acnoxin

sin respuesta. /




ESTUDIOS REALIZADOS EXTERNOS

K JUNIO 2019 \

MICOLOGICO cultivo y
directo (rostro) EXTERNO

NEGATIVO

- J

/ JUNIO 2019 \

LABORATORIO
Hto 44
Hb 14,3
Plg 285.000
TP 85 KPTT 32
VDRL NR
TSH 1,22
FAN 1/80: patron nuclear
Moteado fino

/ JULIO 2019 \

BIOPSIA (rostro) EXTERNO

(13 o
Hallazgo vinculable a papula
fibrotica con foliculitis cronica
asociada’

\_ /

= )




CONDUCTA

[ N

BX X3
1- AP lesion IDX:
2- IF lesion

- /




DIAGNOSTICO




CONDUCTA

Inicia 3/9 Hidroxicloroquina
200 mg/12 hs

LED
GENERALIZADO - [Labo, RXTXy PPD} — EPD 16 mm}

IC Neumo

[ IC Reumato }




LUPUS ERITEMATOSO CUTANEO

ocalizada
| eneralizada
| AGUDO | ,_ \
Tipo NET
Anular
Lupus > 4
Eritematoso >[SUBAGUDO} < Papuloescamosa
cutaneo - /
Inducida por drogas

. J

L.E. Discoide ] / [Localizada]

[ CRONICO ]

~

Paniculitis lupica

JEADV 207, 31, 326404

[Generalizada]

erythemalosus ~ guided by the Europesn Dermatclogy
Forum (EDF) in cooperation with the European Academy of
Dematology and Vemsrsology (EADV

L.E. Chiblain

p
(.
_
S quidalire for reatment of cuteneous upus [ L.E. Tumidus

Overlap sme ]




LUPUS ERITEMATOSO DISCOIDE

K Es una enfermedad crénica, de etiologia autoinmunitaria, que afecta la piel, las mucosas y las \
faneras en areas fotoexpuestas.

+ Mayor frecuencia entre los 20 y 40 aios, con un predominio mujer/hombre de 2 a 1.

* Tiene unavariedad localizada y una generalizada de acuerdo a si se manifiesta por arriba o
debajo del cuello.

(&

DX: Clinico / LABO h
ANA (Titulos bajos)
FR +

VES (20%)

/LED +LES (20%) tienen aumentado\
el riesgo de fotosensibilidad,anti Smy
leucopenia pero menor riesgo para
serositis y artitis que LES sin LED

N N



http://www.clevelandclinicmeded.com/medicalpubs/diseasemanagement/dermatology/dermatologic-signs-of-systemic-disease/
https://www.sciencephoto.com/media/259337/view/lupus-erythematosus
https://www.pinterest.com/pin/721631540263351224/
https://www.semanticscholar.org/paper/Early-diagnosis-and-treatment-of-discoid-lupus-Panjwani/b853a0cbce59fe9b987f72c609affff360336214/figure/2

S2Kk guideine for treatment of cutansous lupus
erythematosus - guided by the European Dermatology
Forum (EDF) In cooperation with the European Academy of

IEADY 2

Pravenbon

r

[sunscreens, cassation o smoking,
glimnation of photosensitizing drugs)

]

Darmatology ard Venereology (EADV)

A e E Aven ' 2 Beta Do "W Lagrom ™ A Dinte* € Favces ' G
M ibtom ™ A Lreer’ S Matons ™1 Myt ™ ' L Ol ™ A Re
G Sapatowsi " B Vit

Locel dsease

-

Severs and widespread skin
mandestations

v

Topecal therapy
[corticosterowds, Cl)

Q000 Te5ponse

Nno response

mainian N

-

v

Topical therapy

‘
HCQ (orCQ)*
+
Systemic sleroxds {aclive dsaase)

HCQ (or CQ)

NG T8spanse
contraindication

good responsa

| maintan 4

Q000 response

add Quinacring”

mainiain

First-line Traeatment

l Quinacring discontinued k- -----------------

Q00d response

NG TESPONSE

goad response

partigl response

add MTX™

good response

I

N responsa‘contraindcation

L manian ‘

Hetinolds ** L

(hypenraphic CLE) I

maintain

10

maintan

Qood response

Dapsone **

mainian

m

Second-line Treatmeant

|
|
1
|
|
|
|
|
|

goLd response .
mainian

- -

Third-line

lreatment




BJD British Journal of Dermatelogy

Determining risk factors for developing
systemic lupus erythematosus in patients with

discoid lupus erythematosus

REVIEW ARTICLE ptember 2011
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https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Chong,+BF
https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Song,+J
https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Olsen,+NJ

BJ D British Journal of Dermatelogy

Determining risk factors for developing
systemic lupus erythematosus in patients with

discoid lupus erythematosus

REVIEW ARTICLE ptember 2011

/Resultados:

\

1- Lafrecuencia de progresion del LED va del 0-28%
2- El intervalo desde el dx de LED hasta la progresion a LES fue entre
0y 34 afios siendo mas del 70% en los leros 5 afios.

/

-

FACTORES CLINICOS DE LED
ASOCIADOS CON LES
- LED generalizado
- cambios ungueales: telangiestasias
periungueales

- artralgias y artritis en IFP y rodillas

KFACTORES DE LABORATORIO \

ASOCIADOS CON LES EN LED

-VES aumentado
-ANA +

K leucopenia)

-Alteraciones hematoldgicas (anemia,

4



https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Chong,+BF
https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Song,+J
https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Olsen,+NJ

INTERES DEL CASO
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Raynaud (blanco, azul y rojo)

Primario(3-5% de la | Secundario
poblacion)
Sexo (F/M) 20/1 4/1
Edad de comienzo | Pubertad Mayor de 25 afos
Frecuencia de Menos de 5 x dia 5-10 xdia
ataques
Precipitantes Frio y emociones Frio
Injuria isquémica NO SI
Capilaroscopia Negativa 95%
anormal
Otros fendmenos SI Sl
vasomotores
FAN Negativo o bajos titulos | 90%
Anticentromero Negativo 50-60%
Anti Scl 70 Negativo 20-30%




From the Division of Rheumatclogy
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Rheumatology, Johns Hopkins University
School of Medicine, 5200 Eastern Ave.,
Suite 4100, Mason F. Lord Bldg., Center
Tower, Baltimore, MD 21224, or at fwig@
jhmi.edu.
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The NEW ENGLAND JOURNAL of MEDICINE

REVIEW ARTICLE

Edward W. Campicn, M.D., Editor

Raynaud’s Phenomenon

Fredrick M. Wigley, M.D., and Nicholas A. Flavahan, Ph.D.

M HIS 1862 THESIS, MAURICE RAYNAUD DESCRIBES THE CONDITION AF-

flicting a 26-year-old female patient: “Under the influence of a very moderate

cold . . . she sees her fingers become ex-sanguine, completely insensible, and
of a whitish yellow color. This phenomenon happens often without reason, lasts a
variable time, and terminates by a period of very painful reaction, during which
the circulation is re-established little by little and recurs to the normal state.” The
term “Raynaud’s disease” was used to describe these vascular events until
Hutchinson, who argued that multiple etiologic factors could be responsible, in-
troduced the concept of “Raynaud's phenomenon.™ Although results vary accord-
ing to sex, local environmental climate,® and work exposures,* most population-
based surveys estimate the prevalence of the disorder in the general population at
3 to 5%.° We currently classify patients into two groups: those with primary
Raynaud's phenomenon, which is diagnosed when no underlying disease is found;
and those with secondary Raynaud’s phenomenon, which is diagnosed when there
is associated disease. This review provides an update on new insights into the
mechanism and pathogenesis of Raynaud’s phenomenon and on current approaches
to the management of this disorder.®



RAYNAUD'S PHENOMENON

Figure 1. Findings in Patients with Raynaud's Phenomenon.
Panel A shows the pallor phase, and Panel B the cyanotic phase. Panel C shows normal nailfold capillaries, which

would be indicative of healthy persons or those with primary Raynaud's phenomenon, and Panel D the enlarged
capillary loops that are typical of scleroderma microvascular disease, as seen with the use of capillaroscopy.
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Table 1. Drug Treatment of Raynawd's Phenomenon.

Apent
Cabtfiurm-channel blocker
Hifedipine
Sustaiped-ralease nifedipine
Amicdipine
Fetodiping
Isradipine
Diltiazemi
Sustained-release difaremt
Phosphodiesterase-5 inhibitor
Sikdenafil

Tadalafil
wardenafil
Sympatholytic agent: prazosin

Angiotensin ll-receptor type 1 antago-
nist: losartan

Selective serotonin rewptake inhibibor
fluozetina

Wasodilator: nitroghcerin

Other wvasoactve drug
Pentaifylline
Baotulinwem toecin

Prostaglandin
Epoprostenolf

Hoprost]

10-30 mig 3 times daily orally
30-120 mg daily orzally
5-20 mg daily orally
2.5-10.0 mig twice daily orally
2.5-5.0 mg taice daily orzlly
30—120 mg 3 times daify orzlly
120300 mg daily orally

0 mg 3 times daily or 50 mg bwice
il
Z0.mg every other day
10 mg twice daily
1-5 myg twice daily
25100 mg daily orally

3040 mg daily orally

314tz in_of 73 ointment applied
topicaliy daily

400 mg 3 tirmes daily orally
0100 units per hand

0560 ng per kilogram per min infra-
wenously fior 6 to 24 hr fior 2 o

5 days

0.5-2.0 nig per kilogram per min inkra-
wvanoush fior 6 to 24 hr for Zto
5 days

Farst lime for mild-to-moderate swents:

Start sustained relezse dibydropyridine-dass calciem:
chamng blodker [nifedipine. amlcdipine or felodipine]
a= monotherapy; start at bow dose and adjust the dose
o puwide berefit within acceptable Emats

Hunacceplable side =fiects cptons indode:

Switching to a PDE-5 ichibitor a topical nitrats, an
angiotersinecspior biocker [losartan). oran 55K

1

Secpnd line for severs evenis or digitad fschemsc lesicns:
Move to combination themapy:
Add a PDE-5 inhibitor [silderafl or tadalafil) or topicl
mitraie b0 the calcium-chanms blodier
4Add antiplirlet therapy [aspirin 81 mg)

Third line for recarent severe events or repeated digital
ischemic lesions
Add prostancéd {epoprostenol or iloprost]
oo bohslinum baxin imjection, or both
S1art endothelin-1 inkibitor {bosentan) for scheroderma
weth recunrent digitad ulkcers

Faurth Ene for sarere dipital ischemec threabening gargrens
of armpistaticn:
Moree to seleciive digial sympathectomy with drug
therapy

Figure 3. Current Practices in the kManagement

of Raynaud's Phenomenon.

PDE-5 denotas phosphodiesterase type 5. and 55R1
zelective serotonin reuptake inhibitor.

= adapted from Wigley ™

T Diltizmem is not as effective as the dihpdropyridine class of cabcium-channel
blockers. ™

+The Food and Drug Administration has approved the use of epeprostenc for

review™ provided moderate-guality evidence thae
oral calcum-channe! blockers are minimally ef=
fecove m che treatment of primary Rawmaud’s
phaenomenon as measured by the frequency of
attacks; there were 172 fewer attacks per week
{95% confidence 'neerval [CI], 0. |5-I] oo 2.E4) with

el B A R . N 1T . RN LR









Esclerodermia sistémica

DIFUSA (%) LIMITADA(%)
Raynaud 90 99
Inflamacion de dedos 95 90
Frotes de tendon 70 5
Artralgias 98 90
Calcinosis 20 40
Telangiectasias 60 90
Esofago 80 90
Intestino delgado 40 60
Enf intersticial 70 35
pulmonar
Hipertension pulmonar | 15-20 20-25




Esclerodermia sistémica

DIFUSA (%) LIMITADA(%)

Cardiomiopatia 15 10

Crisis renal 20 1

Sd Sicca 15 35

FAN (moteado o nucleolary | 90 90
AnticentrOmero 5-30 50-90

Anti Scl 70 20-60 10-15
Sobrevidaa5a. |70 90

Sobrevidaa 1l0a. |50 70
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(irscal diagross of Raynaud s phemomeran
#izk the foliowing soreening questions:
#re your fingers enusually semsitive to cold?®
Do your fimgers change color when exposed
1o cold ismpeatunes?
Do they turn white, blwe or baoth?

!

Megatiie
{if ye5 ba <3 guestons)

'

Posthee
{if yes ta all 3 questions)

!

Mondrsg treatment Dhfferential diagnosis
Avaid the mold Primary Raynaud's phenomenon
Eeep whols body wam Secondary Baynaud s phenamenon
#yoid sudden temperature changes Phawsman: doease
#vroid cold breezes Scleroderma

Moswe the body

Eeduce smotional stress {e.g- amiety)

Aszsess aggravating faciors

Smoking

Trawmma {e.g.. whratan)

Azsess aggravabng drugs

Migraine headache drugs =g
semtonin agonest)

Cold prepaatons =g sympathetsc
agonist)

Beta-bdockers

Caffeine

ADHD medication {methyiphenidace,
devtroamphetamine—amphetamies,
of atomoetine)

‘Weight-reducing dnusgs

Chemnotherapeutic agents {osplatn
bleomycin. or gemoetabine)

Other drugs or chemicals
{interferons, cocamne, poloring
chloride]

Treat correctable s=condary msse

Sysiemic lupus erpthermatosus
Dermatarmyosits
Sphigren's syrdrome
Uindifferentiated connective tisse
diseazs
Mixed connecive-tissee dsease
Hematologic disorder
Cryoglobulins
Cryofibnnogens
Parmnecplastic disormer
Cold agglutmin
Endocrine disorder (=g hypothy
roidism)
Vascular disorder [e.g. obstructive
dseass)
Mesmlogic disonder (e 5. @rpal
tumnel syndrome]
Emvimnmental event
Wibration exposure
Frosthite
Dirug- or tmin-refated disorder
Sympathomimestic desonder
Intzrferon alfa-Th
Ergotamine
Chemotherapeutic agent

Fgure 1. Mondreg Treatment and Clinical Diagnosis of Raynaud's Phenomenon.
ADHD denotes attention deficit-hyperactivity disorder.
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