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1 No respuesta o intolerancia a tto. estandar

Riesgo vital
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| p =0,349
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| p=0,749 |
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Otros eventos adversos:

Hematoldgicos (4) SNC (3) Neoplasia (2)

EPID (2) TEP (1)
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*CMV
*SAMR

*Sepsis
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Diaz-Lagares of al Arthritis Research & Therapy 2011, 13:R112 g »

httpe/farthritis-research.com/content/ 13/ 4R 112 . ertmpltl
edrc erap

RESEARCH ARTICLE Open Access

Rates of, and risk factors for, severe infections in
patients with systemic autoimmune diseases

receiving biological agents off-label

Candido Diaz-Lagares'', Roberto Pérez-Alarez”', Francisco J Garda-Herndndez”, Marla M Ayala-Gutiérrez”,

José Luis {aIIEjaSS, Agustin h‘.artinez—ﬁerria:-t@aﬁ, lavier Has::a:’:n?, Luis Eaminal-l'u'.a:-ntemﬁ Albert Selva-0'Callag hang,
Joaquim Oristrell'®, Carmen Hidalgo'', Ricardo Gomez-de-la-Torre", Luis Sdez', Jestis Canoradebrato™,
Maria-Terasa Camps®, Norberto Ortego-Centena®, Maria-Jes(s Cadtillo-Palma® and Manuel Ramos-Casals' for

the BIOGEAS Study Group
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Table 3 Main baseline characteristics of patients who developed severe infections in comparison with those who did
not

Severe infedtion Mo severe infection Bilateral P value
n= 37 n=307
Fermales 37 [BE%) 238 [T
4197 = Q85

WMean age (years) 4914 = XF7
Previous therapies (ever exposed)

- Oral corticosteroids 35 (95%) I BT
- Methylprednisolone pulses 4 {11%) 82 (27T%)
- Oyclophosphamide 23 (52%) 149 [H48%)
- Mycophenolate 12 {3.296) 85 [ X8%)
- Azathicprine & {165%) 9 {30

- Methotexate 12 (32%) 97 (32%)
- Intravenous immunog kobulins i {16%) B3 {3T%)
Biclogical agent

- Rituximab 29 [TE% 135 [FE%)
- Infliximab 4 {11%) 33 {1 1%
- Etanencept {59 19 %)
- Adalimurmab {5%: 17 G%)
- Other 0% 3 (1%)
Therapies administered conoomitanthy

- Corticosteroids 27T )
- Oyclophosphamide 95 {31%)
- Mycophenolate 17 %)
- Azathioprine {0 16 (5%
- Methotexate 35 {1 %)

- Cyclosporin AdTaonolimus 14 &%)
12 )

- Intravenous immunog kbulins
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AUTREV-01162; No of Pages 8

Autoimmunity Reviews xo (2011) xe-xxx

=

Contents lists available at SciVerse ScienceDirect AUTOINMLUNITY
REVIEWS

Autoimmunity Reviews

journal homepage: www.elsevier.com/locate/autrev

Efficacy of rituximab in 164 patients with biopsy-proven lupus nephritis: Pooled data
from European cohorts

fandido Diaz-Lagares,®, Sara Cmca , Shirish Sangle ©, Edward M. Vlta] , Fausta Catapano,®

Agustin Martinez-Berriotxoa, 1ranc15cn Garcia Hernandez 2, José- Luis Ca]lejas-Rubm 3 lWlCI Rascén ',
Pavid D'Cruz, David W. chnc Guillermo Ruiz- ll astorza ', Paul Emery,®, David Isenberg,”,

Manuel Ramos- Casals** _Munthm A. Khamashta "

and The UK-BIOGEAS | Registry !

= Laboratory of Autoimmune Diseases “Josep Font™, Department of Autoimmune Diseases, Institut d Tnvestigacions Biomédigues August Pi § Sunyer (IDIBAPS), Hospital (linic,
Barcelona, Spain

" Centre for Rheumatology, University College London, London, UK

“ Lupus Research Unit, The Rayne Institute, King's College London School of Medicine at Guy's. King's and 5t Thomas® Hospitals, 5t Thomas' Hospital, London, UK
4 Section of Musculoskeletal Disease, LMBRU, Leeds Institute of Molecular Medicine, University of Leeds, UK

® Vascufitis and Lupus Clinic, Addenbrooke's Hospital Cambridge Urniversity, UK

T Autoimmune Diseases Unit, Department of Internal Medicine, Hospital Cruces, University of the Basgue Country, Barakaldo, Spain

# Department of ntermal Medicine, Hospital Virgen del Rocio, Sevilla Spain

Y Department of Internal Medicine, Hospital San Cecilio, Granada, Spain

i Department of Intermal Medicine, Hospital Son Espases, Mallorea, Spain

i Department of Intermal Medicine, 5 Orsola-Maipight Hospital, Bologna, fealy
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Respuesta a rituximab a 12 meses

[ Respuestacompleta [0 Respuestaparcial M No respuesta

 PR= 38%
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REVIEW
Am J Med 2011; 124, 386-94 THE AMERICAN

JOURNAL of
MEDICINE &

Pulmonary Disorders Induced by Monoclonal Antibodies

in Patients with Rheumatologic Autoimmune Diseases

Manuel Ramos-Casals, MD, PhD,? Roberto Perez-Alvarez, MD, PhD,® Marta Perez-de-lis, MD, PhD,®

Antoni Xaubet, MD, PhD,® Xavier Bosch, MD, PhD,? the BIDGEAS Study Group*

“From the Department of Autoimmune Diseases, Laboratory of Autoimmune Diseases Josep Font; "Department of Internal Medicine,
Haspital do Meixoeiro, Vigo, Spain; “Department of Preumology, Centro de Investipaciones Biomédicas en Red de Enfermedades
Respiratorias (CIBERES); “Department of Internal Medicine, Institut d'Investigacions Biomédigues August Pi i Sunyer, Hospital Clinic,
University of Barcelona, Barcelona, Spain.
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CLINICAL SIGNIFICANCE

+ Most common pulmonary diseases associ- p,.,...,:,ap

ated with mAb admimistration in systemic

Mo

autoimmune diseases are intersbitial . '
pneumonia and sarcoid-like disorder.

e In these patients, sarcoid-bike disease is
usually reversible, whereas interstitial
pneumonia bears a worse prognosis.

o Before mAb imtiation, a careful chimcal
evaluation of previous pulmonary dis- :

ease is mandatory, especially in pa-
tients with rheumatoid arthrtis. Warning signs and symptoms

-Dy spnes
e Mycobactenal infection should be ex- Fever
haustively investigated, mainly in pa-
tients under anti-TNF therapy. HRCT+/- PFT

+- Bi {1:' ,E-‘.I .
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Semin Arthitis Rheum 2011 Jan 28 [Epub ahead of print]

Interstitial Lung Disease Induced or Exacerbated
by TNE-Targeted Therapies: Analysis of 122 Cases

Roberto Perez-Alvarez,* Marta Perez-de-Lis,* Candido Diaz-Lagares,’
Jose M. Pego-Reigosa,’ Soledad Retamozo,' Albert Bave,
Pilar ]3|ri1:|c:u—z4t:1'|[:an_,Jr Xavier ]34:|nsu::h_,§ and Manuel Ramos-Casals, MD, PhD?

erlying rheumatic diseases Therapeutic management (n = 54)

Rheumatoid arthritis
Inflammatory bowel disease
Ankylosing spondylitis
Psoriatic arthritis/psoriasis

Withdrawal of biological agent 53 (98%)
Corticosteroids 45 (84%)
Immunosuppressive agents 8 (15%)
Autoimmune diseases Intravenous immunoglobulins 2 (4%)
Biological agents Outcomes (n = 52) _
Etanercept Complete resolution 21 (40%)
Infliximakb ; Improvement/partial resolution 13 (25%)
Adalimumab Mo resolution 18 {35%)
Rituximab Death 15 (29%)

Previous pulmonary diseases (n = 52)
Previous LD 20 (38%)
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Bosch, X. et al. Nat Rev. Neurol. 7, 165-172 (2011); published online 25 January 2011; doi:10.1038/ nrneurcl.2011.1

REVIEWS

Monoclonal antibody therapy-associated
neurological disorders

Xavier Bosch, Albert Salz, Manuel Ramos-Casals and the BIOGEAS Study Group
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Table 1 | Biological agents associated with development of neurological disorders

Generic drug  Targeted molecule Indications
MNeurological Other

Matalizumakb cD4gad Multiple sclerosis Crohn disease
(very late antigen 4)

Rituximakb CD20 Multiple sclerosiz, neuromyelitiz optica, immure Systemic autocimmune diseases,
neuropathies, multifocal motor neuropathy, hematological malignancies
myasthenia gravis, inflammatory myopathies

Alemtuzumab chD52 Multiple sclerosis Hematological malignancies
Efalizumal>* CDi11a Mone Pzoriasis

Bevacizumab Vascular endothelial Mone Epithelial cancers
growth factor A

Lenercept THF receptor Mone Rheumatoid arthritis

Etanercept THF receptor Inflammatory myopathies Rheumatoid arthritizs, ankylosing
spondylitis, psoriasis

Adalimumalb THF Mone Rheumatoid arthritizs, ankylosing
spondylitis, Crohn dizeass, peorasis

Anakinra Interleukin © receptor None Rheumatoid arthritis

Infliximakb THF Inflammatory myopathies Rheumatoid arthritizs, ankylosing
spondylitizs, Crohn diseass, ulcerative

colitis, psoriasis
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Table 3 | Characteristics of neurological diseases associated with biological agents

Dissase Reported Mean age Female:male Underlying disease Blological agent
cases (vears) (RA:Sp:IBD) (INF:ETA:ADA:other)

Optic neuritis 52:58:7:1
Multiple sclerosis T:18:2:0
Guillair—Barré syndrome 10:3:1:0

Motor neuropathy with multiple 4 H 9:0:1:0
conduction blocks

Myelitis : 0700

Chronic inflammatory : 3:1:1:0
demyelinating polyneuropathy

Axonal polyneuropathy : 4:0:0:0
Mononeuritis multiplex | : 2:0:1:0

Lewiz—Sumner syndrome : 2:0:0:0
(MADSAM neuropathy)

Miller—Fisher syndrome . : 0 1:0:1:0
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Med Clin (Barc). 2011;136(6):257-263

ELS

DOYMA www.elsevier.es/medicinaclinica

Articulo especial

Tratamiento depletivo de células B en enfermedades autoinmunitarias sistémicas.
Recomendaciones de uso en la practica clinica

B-cell-depletion therapy in systemic autoinmune diseases. Recommendations for use in
clinical practice

Manuel Ramos-Casals *®*, Candido Diaz-Lagares? Munther A. Khamashta® y Grupo de Trabajo de
Enfermedades Autoinmunes Sistémicas de la Sociedad Espanola de Medicina Interna*®
? Laboratorio de Enfermedades Autoinmunes «josep Fonts, Instituto de Investigaciones Biomédicas August Pi § Sunyer (IDIBAPS), Hospital Clinic, Barcelona, Esparia

® Servicio de Enfermedades Autoinmunes, Hospital Clinic, Barcelona, Esparia
“Lupus Research Unit, The Rayne Institute, King's College London School of Medicine at Guy's, King’s and 5t. Thomas”™ Hospitals, 5t Thomas' Hospital, Londres, Reino Unido




REGISTRO iBIOGEAS

Registro Internacional de Pacientes con EAS Tratados con
Agentes Bioldgicos

ESP | ENG

Talbla 2
ot v el cacionee s alveol utas v rel ativas ysinusciomnes de preca ucidn para el woda
ritudmab en enlermedades autol it an s SE0émicas

Talsla 1

Recomendaciones del Grupo de Estsdio de Enfermedades Autoinmunes de L
Sociedad Espaibola de Medicina Intema e nla evaluacidn de b indicaciin terap utica
de tratamienies depletivos de cdlulas B en pacientes con enfermedades aulo-

i LArias sisdmicas

El paciente candidato debe cumplir los criterios clagficatonos vigenbes para
e deperminada EAS

El meédico delse descartar de forma razonable que b enfermedad de base del
pacienie o Denga un ongen infecciose o neoplhson

Se pecomiends s wiilizscidn en pacientes con cuadnos clindcos graves (riesgo
vital compromiso de drganos internos, importantes disfunciones o dis
capacidades)

La evaluacidn y la asdministaciin de esios fhrmacos delse realizarse
preferentemente en unidades y servicis dedicados especificamente al
tratamients clinioo de pacientes con EAS

o witil iz ar coma T maces de primera linea |wso off- label); deben wtilizass en
pacientes en los que no wa posible alcanzar una respuesta lerapeutica
adecisda con los Thrmacos comvencionales

La sitwacidn clinica mds frecoente es la falta de respoesta adecuada al
tatamients prolongade con glucocomicoides y al mens ras fracaso
terapduticg & 2 §nm node presomes

Pueden wtilizase ademds en pacientes en los que no e peeden wsar los
Thrmacos habineales debido a la aparicidn de intolerancia o efecios adversos
Ademds de evalear la indicacidn terapdutica, detse valorarse la existencia de
enfemedades de base o Siiwaciome s i mbe rournent es que conira indiqguen ] wso
de tratamientos depletives de calulas B

Alsoliras
Isufbciencia candisca en clase fonciomnal /v
oo iomes graves sobivas)se pais
Ennbar azo
Lacramncia
Anafilasia conocida al producto

Relariwe

Enfermedad camdiovascular o hipertensiva no contnlada
Inface i cromica por vinus de la hepatits B
Meutropenia grave (neutrdfilos < 500/ mm?)
Irmvismsieded cie neias

Precaucd dit

* Sitwaciones asociadas a un elevado desgo de infeccidn | iloeras cuthneas o
OIS exle A s, Dubencul o5 L tente no ratada portadores de catéienss o
Sl s PEr AN nies )
Insuficiencia cardiaca de clases funcionales ifi o antecedentes de afeccion
candisca grave autoinmunitaria | miscarditis) o steromatosa (infarmo de
miocardio)
Infece i por vines de la inmenode fciencia mamana
Afeccidn del sistema nerdos cenitral no fisds o de imco ecente
Hipsrganmmnag kobul inemia (especialmente 1gM)
Neutropenia moderada (neutridiloe <1000/ mm )
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do En el Registro Biogeas estan incluidos en este momento 391
pacientes con enfermedades autoinmunes sistémicas tratados
con terapias biologicas.

%< Laexperiencia se concentra fundamentalmente en lupus (42%),
vasculitis, miopatias, Behcet y Sjogren primario.

%< Laindicacion de estos tratamientos responde a casos graves
refractarios o intolerantes a tratamiento convencional y a
situaciones de riesgo vital.

En este contexto parece ser un farmaco eficaz y seguro.
(contexto BIOGEAS).
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