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Junio 2020

Paciente de 58 afios.

Hipercolesterolemia. Tratamiento habitual:

Hiperuricemia. omeprazol 20 mg (1-

Artritis 0-0) y naproxeno 550
microcristalina. mg (1-0-0)

Exfumador (IPA 20).

ANTECEDENTES Fontanero. Casado, 3

PERSONALES: hijos. Consumo 100

UBE/semana.

ANAMNESIS:

Astenia de grado moderado y adelgazamiento de 10 kg en el ultimo mes con hiporexia y aparicion de lesiones
eritematosas en dorso de ambas manos y en la cara.



EXPLORACION FiSICA:

80 kg, T°: 35,2° ¢, TA 126/85 mmhg, FC
116 Ipm, Sat O2 basal 98%, eupneico,
tolera decubito.

No adenopatias, no IVY.

Placas eritematoviolaceas sobre

articulaciones interfalangicas y
metacarpofalangicas,
hiperqueratosis de palmas, eritema
violaceo en parpados superiores.

AC: ritmica, no soplos ni roces.

AP: crepitantes finos en base
derecha.

Abd y MMII: sin hallazgos.

Fuerza normal, simétrica.




LINFOCITOS 15 X103/ML,

VSG 35 MM; PCR 0.35 MG/DL; FERRITINA 4222 NG/ML

(AST/GOT) 152 UI/L, (ALT/GPT) 192 UI/L, (GGT) 394 UI/L, FOSFATASA ALCALINA 394 UI/L,
(CK) 82 UI/L, (LDH) 528 U/L

(TSH) 3.162 mUI/L; (PSA) 0.74 ng/mL
Sedimento urinario: sin alteraciones

INDICE SATURACION DE TRANSFERRINA 28.0 %,
Ceruloplasmina 27 mg/dL,
SEROLOGIAS HEPATOTROPOS NEGATIVAS,

Inmunoglobulina A 296 mg/dL, Inmunoglobulina G 1480 mg/dL, Inmunoglobulina M 107 mg/dL,

(ANAs) Negativo; (AMA) Negativo; (LKM) Negativo; (SMA) Negativo,




RADIOGRAFIA DE TORAXy TC
TORACOABDOMINAL.: sin hallazgos relevantes.

PFR: FVC 90%; DLCO SB 77.7%, DLCO/VA 84.8 %

ECOGRAFIA ABDOMINAL: Esteatosis hepatica
difusa grado |.

BIOPSIA HEPATICA: parénquima hepatico con
esteatosis macrovacuolar de hasta el 50% sin datos
de fibrosis.- nas: 3/8.- nash-crn: 0.- depositos de
hierro: 2/4 con predominio en células de Kupffer.

EMG: normal.




13/9723,20:04 IIM calcolainr - English version

Classification Criteria for | diopathic I nflammatory Myopathies

About the Criteria | About the Webcalculator | Download Worksheet and Study Form

Score range 13.2 - 13.2
Probability (min - max) 100 - 100%
Classification Definite I1IM
Subgroup Amyopathic Dermatomyositis
Yes No
Age of onset of first symptom 0-17 (0
18-39 [J
40+
Objective symmetric weakness, usually progressive, of the proximal upper a
extremities
Objective symmetric weakness, usually progressive, of the proximal lower 0
Arthritis Rheumatol. 2017 December ; 69(12): 2271-2282. doi:10.1002/art.40320. extremities
Neck flexors are relatively weaker than nedk extensors 0
EULARIACR CIaSSification Criteria for Adu‘t and Juven“e In the legs proximal muscles are relatively weaker than distal muscles o
Idiopathic Inflammatory Myopathies and their Major Subgroups Heliotrope rash
Gottron's papules
Gottron's sign
Dysphagia or esophageal dysmotility O
Anti-Jo-1 {anti-Histidyl-tRNA synthetase) autoantibody positivity O

Elevated serum levels of creatine kinase (CK) or

lactate dehydrogenase (LDH) or
aspartate aminotransferase (ASAT/AST/SGOT) or

alanine aminotransferase (ALAT/ALT/SGPT)

Endomysial infiltration of mononuclear cells surrounding, but not invading,

myofibers

Perimysial and/or perivascular infiltration of mononuclear cells

Perifasdcular atrophy

Rimmed vacuoles



ASS CADM DM IMNM PM ¢DM other

Jo-1 5

TIF1y ' . Anticuerpos anti:

Mi-2 'U Jo-1, Negativo; PL-7 Negativo;
MDAGS PL-12 Negativo; EJ Negativo;
HMGCR SRP Negativo; Mi2 Negativo;
SRP MDA-5 Positivo; TIF1-gamma
NXP2 Negativo; Ku Negativo; PM-Scl
PL-12 Negativo; Scl70 Negativo; Ro-
SAE 52 Negativo

EJ
PL-7



DIAGNOSTICOS:

1. DERMATOMIOSITIS AMIOPATICA anti-MDAS5 +, CON AFECTACION
CUTANEA.

2. ESTEATOSIS HEPATICA MIXTA (ALCOHOL+METABOLICA).
3. CONSUMO PERJUDICIAL DE ALCOHOL. HIPERLIPEMIA. HIPERURICEMIA.

TRATAMIENTO:
PDN 30 mg,
Tacrolimus 2 mg/12h,



Octubre 2020
(+9 meses)




éSiguiente prueba diagnostica?

\ Capilaroscopia
TACAR

« Doppler arterial
)  Inmunofijacion sérica




Capilaroscopia

EXPLORACION FISICA:

No esclerodactilia, no induracion
cutanea proximal.




¢ Diagnostico?

Esclerosis sistémica
Dermatomiosistis amiopatica MDAS

@ Enfermedad mixta del tejido conectivo
Amiloidosis secundaria




Arthritis Care Res (Hoboken). 2015 May ; 67(5): 667-672. doi:10.1002/acr.22498.

Cutaneous Ulceration in Dermatomyositis: Association With
Anti-Melanoma Differentiation—-Associated Gene 5 Antibodies
and Interstitial Lung Disease

NEERA S. NARANG, MD', LIVIA CASCIOLA-ROSEN, MD, PhD2, SHUFENG LI, MS',
LORINDA CHUNG, MD, MS3, and DAVID F. FIORENTINO, MD, PhD'

152 DM
43 (28%) ulceras

Multivariate model for predictors of cutaneous ulcers in dermatomyositis

OR 93% CI P

Asian 258 072-9.17 0.14
Hispanic 029 003255 026
NXP2 positive 038 007-198 025
MDAS positive  10.14  1.95-52.78  0.0059
Ro52 positive 252 0.83-7.69 0.10
Mi-2 065 0.12-343 061




Rheumatology 2022;61:2006-2015

RH E U MATO L O GY doi:10.1093/rheumatology/keab681

Advance Access publication 8 September 2021

Nailfold Capillary Microscopy in Adults with
Inflammatory Myopathy

Original article

Albert Selva-O’Callaghan, MD, PhD,* Vicente Fonollosa-Pla, MD, PhD,* _Nallfo_ld caplllarles a_nd myc_)SI:tls-SpeCIfl? antibodies
Ernesto Traﬂero—Amgués, MD,* Xavier Martinez-Gémez, MD," in antl—me|an0ma d|ﬂerent|at|0n_a5500|ated gene

Carmen Pilar Simeon-Aznar, MD, PhD,* 5 antibody-positive dermatomyositis
Moisés Labrador-Horrillo, MD, PhD,* and

Miquel Vilardell-Tarrés, MD, PhD* Tomohiro Sugimoto ® !, Sho Mokuda', Hiroki Kohno', Michinori Ishitoku®,
Kei Araki', Hirofumi Watanabe', Tadahiro Tokunaga', Yusuke Yoshida',
Shintaro Hirata ® ' and Eiji Sugiyama'

Fic. 1 Changes before and after treatment for nailfold capillary abnormalities

Table 1 Morphologic Capillary Abnormalities in Adult Patients with Idiopathic Inflammatory Myopathy
Patients DM (n = 34) PM (n=17) Total (n = 50)

Microhemorrhages* 23 (67) 1(6) 24 (48)
Enlargement* 22 (65) 4(24) 26 (52)
Capillary loss 5(20) 0(0) 5(15)
Ramified 27 (79) 11 (64) 38 (76)
Meandering and tortuous 32 (94) 16 (88) 48 (90)
NC score 2 13(38) 2(12)

Mpyositis-associated cancer (5 DM and 1 PM) and overlap (4 PM and 1 DM) are included as DM or PM. Values are the number (percentage).

*Statistically significant differences between DM and PM (P < 0.05).
DM, dermatomyositis; NC score 2, nailfold capillary score indicating =4 capillaroscopy alterations; PM, polymyositis.

A Case No.1 c Case No.2

Semin Arthritis Rheum 39:398-404




r Cutaneous Ulcers in Anti-MDAS5

Dermatomyositis
Cutaneous manifestations of dermatomyositis (DM) are hetero-
geneous and include macular erythema, papules, plaques, nod-
ules, and skin ulceration.! Cutaneous ulcers have been reported
in 3% to 19% of patients with DM, 2 and these can be extremely
painful and disabling and present a risk of secondary infection.
They are mainly located at the digital pulp or periungual areas,
on lateral nail folds, on Gottron papules, on extensor surfaces,
overlying joints, and on sun-exposed areas such as the anterior
chest and helix.? Vasculopathy, vasculitis, epidermal necrosis sec-
ondary tointerface dermatitis, and excoriation in response to pru-
ritus have been reported to be involved in their development.
Anti-melanoma differentiation-associated gene antibod-
ies (anti-MDAS5 also called anti-clinically amyopathic (CA)DM-
140) are associated with prominent cutaneous ulcers, a high
frequency of interstitial lung disease (ILD), mild or absent
muscle inflammation, and poor survival.?* Management of cu-
taneous ulcers in anti-MDA5-positive DM is a challenge

JAMA Dermatology March 2018 Volume 154, Number :

Image Gallery: Cutaneous ulcers in anti-MDAs

- i:“l E:tis successfully treated with

DOL: 10.1111/bjd.18376

Desr Epror, A man in his 30s with a history of anti-MDAS
dermatomyositis (DM) with refractory skin ulcers (Fig. la)
was successfully treated with sildenafil (Fig. 1b). Figure 2
shows a timeline of the clinical course of his discase. Nowa-
days, there is no treatment approved for skin ulcers in DM.
These ulcers reflect a severe underlying vasculopathy. We
hypothesize that sildenafil, which has vasodilator properties,
may have helped with pain relief and ulcer healing. On the

other hand, it did not show any effect on pulmonary clinical

improvement, probably given the advanced fibrosis of the

lung parenchyma in our patient.

C. Collantes-Rodriguez ([, D. Jiménez-Gallo,
L. Ossorio-Garcia, L. Villegas-Romero () and

M. Linares-Barrios

Unidad de Gestion Clinica de Dermatologia, Hospital Universitario Puerta del
Mar, Avda Ana de Viya 21, 11009 Cadiz, Spain
E-mail: cris.collantes.quez(@gmail.com

Funding sources: no external funding.

Conflicts of interest: none to declare.

British Journal of Dermatology (2020) 182, ppel
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DERMATOMIOSITIS AMIOPATICA anti-MDA5 CON:

- AFECTACION CUTANEA: papulas Gottron, manos de
mecanico, eritema heliotropo. Mejoria actual muy importante.

- AFECTACION VASCULAR: Ulceras digitales.

TRATAMIENTO:
+ sildenafilo 20 mg/8h




Mayo 2021 (+ 11 meses)

Disnea de medianos esfuerzos desde hace al menos un mes.
Desde hace una semana tos no productiva.

EF: No IVY ni RHY. AP: crepitantes finos bibasales, predominio base derecha. No edemas periféricos.

PFR:
CVF 77%
DLCO (56%),
KCO (83%)

TACAR:

Enfermedad intersticial difusa de predominio medio-basal
con engrosamientos septales y multiples focos
consolidativos de distribucion peribronquial y periférica, que
se asocian a pequefio componente en vidrio esmerilado,
bronquiectasias de traccion y patron perilobulillar.




DERMATOMIOSITIS AMIOPATICA anti-MDAS5+.
CON:

- AFECTACION CUTANEA: papulas Gottron,
manos de mecanico, eritema heliotropo.
Mejoria actual muy importante.

- AFECTACION VASCULAR: Ulceras digitales,
mejoria.

- EPID TIPO NIU.




¢ CUAL DE LOS SIGUIENTES NO ES UN FACTOR DE RIESGO PARA EPI EN DM MDA+?

\ MDA 5 +
Capilaroscopia patologica

- Ulceras digitales
D) Debilidad muscular




Anti-melanoma
differentiation—associated gene 5
(MDA5) dermatomyositis: A concise
review with an emphasis on distinctive
clinical features

Drew J. B. Kurtzman, MD," and Ruth Ann Vleugels, MD, MPH"
Tucson, Arizona, and Boston, Massachusetts

J Am Acad Dermatol 2(_)18;78-:776—85.

Table II. Systemic features of anti-MDAS5

dermatomyositis

Feature

Estimated prevalence, %

Interstitial lung disease

Rapidly progressive interstitial
lung disease

Arthritis/arthralgia

Fever

Clinically amyopathic

Hand swelling

Pneumomediastinum

42-100*
39-921

13-82%
46-69°
46-50*
25-40*
Unknown




Predictors and Mortality of Rapidly
Progressive Interstitial Lung Disease
in Patients With Idiopathic
Inflammatory Myopathy: A Series of
474 Patients

Yuhui Li'f, Xiaojuan Gao?!, Yimin Li'f, Xiaohui Jia®, Xuewu Zhang', Yan Xu*, Yuzhou Gan’,

Shiming Li®, Renli Chen?, Jing He ™ and Xiaolin Sun™

TABLE 3 | Comparison of MSAs/MAAs between IIM patients with RP-ILD and

C-ILD.

Variables RP-ILD C-ILD P-value
n =82 n =125

MYOSITIS-SPECIFIC ANTIBODIES

Anti-synthetase antibodies (+), 35 (42.7) 71 (56.8) 0.047*

no. (%)

Anti-Jo-1, no. (%) 11 (13.4) 40 (32.0) 0.002*

Anti-MDAS, no. (%) 32 (39.0) 15(12.0) 0.000*

Anti-Mi-2, no. (%) 2 (2.4) 3(2.4) 1.000

Anti-TIF1-y, no. (%) 3 (3.7) 4(3.2) 1.000

Anti-NXP2, no. (%) 2 (2.4) 4(3.2) 1.000

Anti-SAE, no. (%) 2 (2.4) 3(2.4) 1.000

MYOSITIS-ASSOCIATED ANTIBODIES

Anti-Ro-52, no. (%) 48 (58.5) 51 (40.8) 0.012*

Anti-PM/Scl-75/100, no. (%) 8 (9.8) 15(12.0) 0.615

Anti-Ku, no. (%) 3(3.7) 7 (5.6) 0.743

Frontiers in Medicine | www.frontiersin.org

July 2020 | Volume 7 | Article 363



Arthritis Care Res (Hoboken). 2015 May ; 67(5): 667—-672. doi:10.1002/acr.22498.

Cutaneous Ulceration in Dermatomyositis: Association With
Anti-Melanoma Differentiation—Associated Gene 5 Antibodies
and Interstitial Lung Disease

NEERA S. NARANG, MD', LIVIA CASCIOLA-ROSEN, MD, PhD2, SHUFENG LI, MS",
LORINDA CHUNG, MD, MS3, and DAVID F. FIORENTINO, MD, PhD'

ILD negative ILD positive

Anti-MDAS negative

N
H

Ulcer negative 14

Ulcer positive

-2
-2

Anti-MDAS positive

Ulcer negative 2 1

Ulcer positive 5

En pacientes con Ulceras cutaneas, el riesgo
de EPI aumentd especificamente sélo en
pacientes con anticuerpos anti-MDA5+.



Nailfold Capillary Microscopy in Adults with
Inflammatory Myopathy

Albert Selva-O’Callaghan, MD, PhD,* Vicente Fonollosa-Pla, MD, PhD,*
Ernesto Trallero-Araguds, MD,* Xavier Martinez-Gémez, MD,*
Carmen Pilar Simeon-Aznar, MD, PhD,*

Moisés Labrador-Horrillo, MD, PhD,* and
Miquel Vilardell-Tarrés, MD, PhD*

Semin Arthritis Rheum 39:398-404

Table 2 Groups and Clinical Features of Myositis Patients Stratified by Capillary Score

NC Score < 2 (n = 38) NC Score = 2 (n = 15)

Parameters (<4 alterations) (=4 alterations) P
Median age (y) 57.4 (44.8 to 69.5) 55.8(37.3t0 62.6) NS
Median age at onset (y) 49 (33.3 to 59.5) 47.5(30.5to0 61.5) NS
Median disease duration (y) 5.9(3.2to 11.6) 7.0(2.1t013.7) NS
MDAAT 0.3 (0.0 to 0.5) 0.5(0.3t00.7) <0.05
MDI severity 0.2 (0.1t00.3) 0.3(0.2t0 0.4) <0.05
Raynaud 8(21) 8 (53) <0.05
ILD 9(23) 8 (53) <0.05
Neoplasm 3(8) 3 (20) NS
MSA/MAA 16 (45) 8 (53) NS

Data are expressed as the median (interquartile range) and count (percentage).
DM, dermatomyositis; ILD, interstitial lung disease; MDAAT, myositis disease activity assessment tool; MDI, myositis damage index;
MSA/MAA, myositis specific/associated antibodies; NC, nailfold capillaroscopy; NS, nonsignificant; PM, polymyositis.




Bolus de MetilPRED 250 mg iv/dia x3.

Posteriormente PRED 30 mg oral
(+ septrim + calcio/vitamina D)

+ MFM 2 gr/24h
+ 1g iv mensuales




Junio 2021

* Deterioro de la clase funcional (lI-=2>111)

* Reaparicion de las ulceras digitales.

J1.

No datos en la EF de infeccidn intercurrente o ICC.

PFR: CVF 71%, KCO 64%

@' AS (oS TINTRAN HkL. ..
/' Tepo sive WELEN A ELEGIK
(oMo PiloTo, LES TROMETD

QUE VAMOS A RECURERAR
\kmm YAPIDAMENTE .
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{MODIFICAR TRATAMIENTO?

No, esperar
Asociar RTX

o Asociar Tocilizumab
Asociar RTX y cambiar vasodilatador




(o)

The choice of one of these drugs will depend on individual patient
characteristics and the clinical experience of the treating physician
in their management.

L1 ¥
+ Add other immunosuppressant « Pol B hemoperfusion
M%«w, « Inmunoglobuins
« Change one immunosuppressant by another

1 Lack of

response
]
Lung trasplant

Non RP-ILD* RP-ILD
| l

i ...~ Clinical/Functional
deterioration

Curr Treat Options in Rheum (2021) 7:319-333
DOI 10.1007/540674-021-00186-X

Other CTD: Inflammatory Myopathies and Sjogren’s (I Pinal-Fernandez, Section Editor)

Pharmacologic Treatment N
of Anti-MDA5 Rapidly Progressive
Interstitial Lung Disease

A. Selva-0'Callaghan, MD, PhD*
F. Romero-Bueno, MD, PhD?

E. Trallero-Araguds, MD, PhD’

A. Gil-Vila, MD?

J. C. Ruiz-Rodriguez, MD, PhD*

0. Sdnchez-Peraute, MD, PhD?

L. Pinal-Ferndndez, MD, PhD>%7




+ RTX (1 gr dias Oy 14).
MACITENTAN (retirando sildenafilo)




PFR DIC 2022: CVF 88%, KCO 86%




PDN
Tacrolimus

l

Junio 20

Pulsos MetilPRED --> PRED

+ MFM
+1giv
+ Sildenafilo
+ RTX
+ MACITENTAN (sitdenafilo)
\ 4
Oct 20 Mayo 21 Junio 21

=—=(CVF ==—DLCO -——KCO

Dic 22




La determinacion de
autoanticuerpos especificos
de miositis no solo ayuda a

la clasificacion de una
miopatia inflamatoria como
tal, sino a su caracterizacion

en subtipos clinicos y

prondsticos.

Aprendizajes

La DM MDA5+ se asocia a
rash severo, ausencia de
afectacion muscular
(miopatia hipomiopatica o
amiopatica) y EPI, en
ocasiones rdpidamente
progresiva.

La presencia de Ulceras
cutdneas es bien conocida
en la DM MDA5+, aunque
hay poca experiencia en su

tratamiento con
vasodilatadores.

La presencia de alteraciones
capilaroscdpicas en la DM
MDAS5+ se asocia a su
actividad y al desarrollo de
EPI.

La EPI de la DM MDA5+
debe tratarse
enérgicamente, dada su
capacidad potencial de
rapida progresion.
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