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Mujer, 46 anos:
Antecedentes Personales:
No FRCV.

Hipotiroidismo autoinmune = tratamiento: levotiroxina 75 pg.

CASO CLINICO

Dermatitis irritativa en ambas manos (Valoracion reciente en Dermatologia).

Epidemiologicos:
Ama de casa.

No convivencia con animales.

Toxicos: Ex-fumadora desde hace 10 anos (ICAT 20). No exposicion a toxicos

ambientales.




CASO CLINICO

Tos croénica : ,
y Estudio en consulta Neumologia:

disnea progresiva

Radiografia simple de torax
Pruebas funcionales respiratorias
TAC alta resolucion torax.
Fibrobroncoscopia.

Analitica general.

Autoinmunidad.
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Pruebas funcionales respiratorias

- Descenso DLCO (76%)




TAC alta resolucion torax




Fibroboncoscopia.

* LBA negativo (citologia y microbiologia)

Analitica general.

* Normal (funcion renal, electrolitos, parametros de funcion hepatica, CPK, hemograma)

* ANA (+) 1/640 patron citoplasmatico. ENAS (-) (Ro/Ssa, La/Ssb, Sm, RNP, DNA, anti-Jo-1, anticentrémero, scl-70)




Radiografia simple de torax

e Patron intersticial

Pruebas funcionales respiratorias

» Caida DLCO (76%)

TAC alta resolucion torax.

e Patron vidrio deslustrado

Fibroboncoscopia.

* LBA negativo (citologia y microbiologia)

Analitica general.

e Normal

Autoinmunidad.

* ANA (+) 1/640 patron citoplasmatico
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Anamnesis por organo y aparato:
Sintomas neumologicos

Lesiones en manos (dermatitis irritativa)
Fenomeno de Raynaud

Debilidad muscular

Artralgias y artritis (ocasional) de pequenas articulaciones

| Derivacion UEAS
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ENFERMEDAD PULM
INTERSTICIAL

Exploracion:
SpO2 96% (FiO2 0,21). Eupneica en reposo.ACR
No adenopatias
Abdomen sin hallazgos
Miembros inferiores sin edemas ni datos TVP.
Manos: lesiones hiperqueratosicas.

Capilaroscopia: no megacapilares

CASO CLINICO
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|.Tipos EPID

¥

2. Imagenes TACAR Yy otras

PPCC

3. Manifestaciones asociadas




De causa conocida

LY o) o 7
— |. Clasificacion EPI
(enfermedad pulmonar intersticial
difusa)
I
I I I I
EPI
(enfermedad pulmonar EPID granulomatosas Miscelanea
intersticial idiopatica)
I
I I
Fibrosis pulmonar Neumopatia Amiloidosis
— Farmacos, drogas, RT Drost> p intersticial idiopatica Sarcoidosis, etc S
idiopatica (FPI) o FPI histiocitosis, etc.

Exposicion
ambiental/laboral

Neumonia intersticial
inespecifica (NINE)

—  Conectivopatia

Neumonia organizativa
criptogénica (NOC)

Bronquiolitis respiratoria

— asociada a enfermedad

1 Enf. hereditarias

pulmonar intersticial (BR/EPI)

Neumonia intersticial
aguda (NIA)

Neumonia intersticial

descamativa (NID)

Neumonia Intersticial
Linfocitaria (NIL)




Clasificaicon de las enfermedades con tendecia a una distribcucion particular

Lébulos superiores

-Sarcoidosis

-Neumoconiosis

-HCL

-Silicosis y neumoconiosis
mineros del carbon
-Neumonia eosinofilica
-TBC

-Infeccion por Pneumocistis
-Bronquiolitis respiratoria
-Enfisema centrolobulillar
-Fibrosis quistica

-ABPA

Lobulos inferiores

- NIU

- Asbestosis

- NOC

- NIl

- N. aspiracion.

- N. inersticial descamatica
- Metastasis hematdgenas

CENTRAL

Hemorragia
pulmoanr

| Sarcoidosis
-Pneumocistis
-ABPA

S —

David M. Hansell, Peter Armstrong, David A. Lynch. Imaging of Diseases of the

Chest, 4th ed.

-Edema pulmonar
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2. Hallazgos TACAR

NIU

Fibrosis, distorsion arquitectura
Afectacion parcheada
Focos fibroblasticos

Reticulacion, panalizacion
Bronquiectasias por retraccion
Predominio basal y subpleural

Neumonia intersticial no especifica
Neumonia organizada

Dano alveolar difuso

Bronquiolitis respiratoria
Neumonia intersticial descamativa
Neumonia intersticial linfoidea

Vidrio deslustrado
Reticular

Nodular
Reticulo-nodular
Alveolar parcheado

PATRONES RADIOLOGICOS EN EPID

PATRONES OTROS

NODULAR 13% VIDRIO E. I7%

& |L.B KERLEY
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2. Hallazgos TACAR

NIU

* Fibrosis, distorsion arquitectura
*  Afectacion parcheada

Neumonia intersticial no especifica
Neumonia organizada

Dano alveolar difuso

Bronquiolitis respiratoria
Neumonia intersticial descamativa
monia intersticial linfoidea

drio deslustrado
aticular

odular
aticulo-nodular
veolar parcheado

PATRONES RADIOLOGICOS EN EPID

PATRONES OTROS

NODULAR 13%

VIDRIO E. I7%

LB KERLEY
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MEDICINA INTERNA Serological and morphological prognostic U

Interstitial Lung Disease With Autoantibodies Against factors in patients with interstitial

Aminoacyl-tRNA Synthetases in the Absence )
of Clinically Apparent Myositis pneumonia with autoimmune features
Yuhei Ito"”, Machiko Arita’, Shogo Kumagai', Recto Takei', Maki Noyama', Fumiaki Tokicka', Keisuke Nishimura®,

Alan W. Friedman, Ira N. Targoff, and Frank C. Arnett I
Takashi Koyama®, Keniji Notohara® and Tadashi Ishida’

1

3. MANIFESTACIONES ASOCIADAS

When we found patients with interstitial pneumonia to be positive with specific antibodies suggestive of an

underlying CTD, we first administered immunosuppressive therapy. It is very important to identify the

Por orden de frecuencia las EPID méas prevalentes son la FP . Lo o . |
. . . L L , underlying cause in patients with ILD before diagnosing them with IIP as underlying causes help
Yy |a SarCO|dOS|S, SegU|daS DOF |aS alveO| ItiS a|erglcaS extrin- determine treatment principles. As this study and previous studies have shown, the IPAF criteria might be

useful in identifying ILD patients suspected to have an underlying CTD. It is also reasonable to treat those

secas Y las asociadas a las enfermedades del colageno®®. Jeentiyme . . | .
IPAF patients with immunosuppressive treatments that are effective for certain suspected CTDs according

to the specific antibodies.




3. MANIFESTACIONES

ASOCIADAS
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Manifestaciones

Conectivopatia

3. Manifestaciones asociadas

H?2 Clinica

Examen Fisico

Bateria
Autoanticuerpos




3. Manifestaciones asociadas

H? Clinica F. Raynaud

Dermatitis manos

Manifestaciones
Conectivopatia

NINE Examen Fisico
Capilaroscopia
Normal
Bateria ANA patron

Autoanticuerpos citoplasmatico




NINE
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Manifestaciones

Conectivopatia

3. Manifestaciones asociadas

H2 Clinica

F. Raynaud

Debilidad

Muscular

Examen Fisico

“Manos de
mecanico”’

Capilaroscopia

Normal

Bateria
Autoanticuerpos

ANA patron
citoplasmatico
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SOSPECHA CLINICA

ANTICUERPOS
ELECTROMIOGRAMA ESPECIEICOS




SOSPECHA CLIINICA

ANTICUERPOS
ELECTROMIOGRAMA ESPECIEICOS
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Miopatia
* Inflamatoria Anti- PL-7 (+)

e Leve



SINDROME ANTISINTETASA

ANTICUERPOS
ELECTROMIOGRAMA ESPECIFICOS

9

Miopatia
* |nflamatoria Antl'PL'7 (+)

e Leve






;QUE ES EL SINDROME ANTISINTETASA?

Concepto
Antigenos

Anticuerpos




DNA replication

Transcription into mRNA
10
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Ribosome

Translation of mRNA

Selection of tRNAs by ribosomes

Maturation
> Misfolded
protein
Functional
protein

Amino
acid

Aminoacylation of tRNA
10 -4

Aggregation




ANTI

CUERPO

Antisyntetaseantistoffer

— Histidyl-
/ \tRNA-syntetase
k& /)

Serum-igG-
Qg antistoff mot
histidyl-tRNA-

syntetase

Anti-Jo-1

Alanyl- 4
tRNA»syntetase/

Serum-lgG-
antistoff mot %5\’
alanyl-tRNA-

syntetase

y/
4

Anti-PL-12




ANTI

CUERPO

anti-histidil tRNA sintetasa 1980 M Nishikai. Arthritis Rheum 1980(8):881-888

anti-treonill tRNA sintetasa 1984 MB Mathews. J Exp Med 1984(160):420-434
PL-12 | anti-alanil tRNA sintetasa 1986 | CC Bunn. J Exp Med 1986(163):1281-1291
EJ anti-glicil tRNA sintetasa 1990 IN Targoff. J Immunol 1990(144):1737-1743
0J anti-isoleucil tRNA sintetasa 1990 IN Targoff. J Immunol 1990(144):1737-1743
KS anti-asparaginil tRNA sintetasa 1999 M Hirakata. J Immunol 1999(162):2315-2320
YRS anti-tirosil tRNA sintetasa 2005 L Hashis. Arthritis Rheum 2005(52):S312 abs
Zo anti-fenilalanil tRNA sintetasa 2007 | Z Betteridge. Rheumatol 2007(46):1005-1008




{CUANDO SOSPECHARLO?

En todas las miopatias

Cuadro clinico compatible




50-90%

miopatia

70-100%

35-85%

EPID

50-94%

FIEBRE

30-65%

ARTRITIS

F.RAYNAUD

16-37%

“MANOS DE MECANICO”
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{CUANDO SOSPECHARLO?

En todas las miopatia
Cuadro clinico compatible
EPID idiopaticas

¢(En todas!?

Interstitial Lung Disease With Autoantibodies Against

S h s t ? Aminoacyl-tRNA Synthetases in the Absence
¢>1 hay sintomas! of Clinically Apparent Myositis
Respirology (2007) 12, 642-653 doi: 10.1111/1.1440-1843.2007.01140.x Published in final edited form as: Alan W. Friedman, Ira N. Targoff, and Frank C. Arnett

Respir Med. 2009 November ; 103(11): 1719-1724. doi:10.1016/j.rmed.2009.05.001.
ORIGINAL ARTICLE . . . .
Anti-Synthetase Syndrome in ANA and anti-JO-1 Negative

Autoantibody to alanyl-tRNA synthetase in patients with idiopathic ~ Patients Presenting with Idiopathic Interstitial Pneumonia
pulmonary fibrosis

Toru TAKAHASHI,' Ikuo WADA,* YosaiNort OHTSUKA,? Mitsuru MUNAKATA,* Yukiaiko HOMMA*
AND Yosuio KUROKI!



{CUANDO SOSPECHARLO?

Si se confirma, valorar
afectacion de otros organos

* Afectacion pulmonar



- Patron restrictivo

<TLC
< CVF
- Descenso DLCO




{CUANDO SOSPECHARLO?

Afectacion pulmonar
{Neoplasia asociada?

Afectacion cardiologica, gastrointestinal...



EL VALOR DE LOS ANTICUERPOS

Deteccion de los anticuerpos
Especificidad
Test serologicos validados
Disponibilidad




VN-Autoinmunidad
B02000

Ac anti alanina-tRNA sintetasa (PL-12) (DOT ). Ac anti Mi-2 (DOT), Ac anti Ku (DOT) Ac(
Ac(lgG) anti SSA/R0-52 (DOT). Ac{lgB) anti PM-Scl-100 (DOT), Ac{laG) anti P

IgG) anti Jo-1 (DOT), Ac anti SRP (DOT), Ac. anti treonina-tRNA sintetasa (PL-7) (DO
M-Sci-75 (DOT)
B. Alicuota (36-SuTubo2) Autoinmunidad HVN - B. Tubo vacio gelosa 13x100 marrén Tubo 2

1), Ac anti OJ (DOT), Ac anti EJ (DOT)
1 dia

HOSPITAL
UNIVERSITARIO
SAN CECILIO




EL VALOR DE LOS ANTICUERPOS

Deteccion de los anticuerpos

Diferentes Ac-Antisintetasa:
Frecuencia

Fenotipos pronosticos




EL VALOR DE LOS ANTICUERPOS

Deteccion de los anticuerpos

Diferentes Ac-Antisintetasa:
Frecuencia

Fenotipos pronosticos

Implicacion de los ANA-> patron citoplasmatico
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A Negative Antinuclear Antibody Does Not Indicate
Autoantibody Negativity in Myositis: Role of
Anticytoplasmic Antibody as a Screening Test for
Antisynthetase Syndrome

Rohit Aggarwal, Namrata Dhillon, Noreen Fertig, Diane Koontz, Zengbiao Qi,
and Chester V. Oddis

Accepted for publication October 19, 2016.




Examples illustrating the recommendations for reporting ANA test results
Proposal 1: cytoplasmic & mitotic patterns considered ANA positive

Proposal 2: cytoplasmic & mitotic patterns considered ANA negative

A | Assay: ANA on HEp-2 cells Assay: ANA on HEp-2 cells
Result: Negative Result: Negative
Advice: - Advice: -
B | Assay: ANA on HEp-2 cells Assay: ANA on HEp-2 cells
Result: oplasmic speckled, 1:80 Result: Negative, gytoplasmic speckled, 1:80
Advice: In case of suspicion of myositis, consider further testing Advice: In case of suspicion of myositis, consider further testing
for anti-synthetases, e.g. Jo-1 for anti-synthetases, e.g. Jo-1
C | Assay ANA on HEp-2 cells Assay: ANA on HEp-2 cells
Result: Positive, nuclear speckled, 1:160 and cytoplasmic Result: Positive, nuclear speckled, 1:160 and cytoplasmic
reticular/AMA, 1:1280 reticular/AMA, 1:1280
Advice: In case of suspicion of autoimmune liver disease, Advice: In case of suspicion of autoimmune liver disease,
consider confirmation of anti-mitochondrial antibodies consider confirmation of anti-mitochondrial antibodies
D | Assay: ANA on HEp-2 cells Assay: ANA on HEp-2 cells
Result: Positive, centromere, 1:1280 and nuclear homogeneous, Result: Positive, centromere, 1:1280 and nuclear homogeneous,
1:80 1:80
Advice: In case of suspicion of systemic sclerosis, consider Advice: In case of suspicion of systemic sclerosis, consider
confirmation of anti-CENP-B antibodies confirmation of anti-CENP-B antibodies




TRATAMIENTO

The Journal of Rheumatology

. s o e Rituximab in the Treatment of Jo1 Antibody—associated Antisynthetase
M |0Pat|a, artritis Syndrome: Anti-Ro52 Positivity as a Marker for Severity and Treatment
Response
EPI D: Jutta Bauhammer, Norbert Blank, Regina Max, Hanns-Martin Lorenz, Ulrich Wagner,

Dietmar Krause and Christoph Fiehn
Address correspondence to Prof. C. Fiehn, ACURA Centre for Rheumatic

C i c I Ofo Sfa m i d a Diseases, Rotenbachtalstr. 5, 76530 Baden-Baden, Germany.

E-mail: ¢ fiehn@acura-kliniken.com
Accepted for publication April 20, 2016.

Corticoides

. . INTERSTITIAL, INFLAMMATORY, AND OCCUPATIONAL LUNG DISEASE
Ciclosporina
Tacrolimus The Diagnosis and Treatment of Antisynthetase Syndrome

Leah J. Witt MD* James J. Curran, MD,T and Mary E. Strek MD*

Biologicos: Rituximab

Key Words: antisynthetase syndrome, interstitial lung disease, idio-
pathic inflammatory myopathies, connective tissue disease, immuno-
suppression

(Clin Pulm Med 2016;23:218-226)
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IDEAS CLAVE

EPI puede ser la primera manifestacion de una enfermedad del tejido conectivo
EPI + sindrome antisintetasa anti-Jo-1 (-):infradiagnosticado.

Sospecha diagnostica activa en pacientes con EPID

Implicaciones terapéuticas

Implicaciones pronosticas
EPI: manifestacion extramuscular mas frecuente = investigacion y seguimiento
El papel de los ANA—> patron citoplasmatico

Campos en estudio: nuevos anticuerpos, mejoras terapéuticas, factores
etiopatogénicos y pronosticos
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