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Rituximab - sis-ra omedit

is a distinct phenomenon that carries a high rate of graft loss and mortality. The currently ...... ACR/ARHP Annual Scientific Meeting, Philadelphia October 16-21, 2009. ..... and cyclophosphamide, both associated with significant morbidity. 
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RITUXIMAB - Myopathies inflammatoires réfractaires à auto-anticorps spécifiques anti-SRP et antiJO1 (avril 2008) - Myosites à inclusion (avril 2008) - Myasthénies réfractaires (avril 2008) - Syndrome de Gougerot-Sjögren sévère avec manifestations systémiques (avril 2008) - Hémophilie avec inhibiteurs en échec de tolérance immune (avril 2008) - En cas de greffe d’organe : - Traitement préventif et curatif du rejet de greffe cardiaque (avril 2008) - Traitement préventif et curatif du rejet de greffe rénale (avril 2008) - Traitement du rejet de greffe hépatique (avril 2008) - Purpura thrombotique thrombocytopénique grave (défini par une souffrance cérébrale et/ou cardiaque) en association aux échanges plasmatiques (juillet 2011) - Purpura thrombotique thrombocytopénique en phase de rémission après échanges plasmatiques avec persistance d’un déficit sévère acquis en ADAMTS-13 (activité < 15 % et anticorps détectables par la méthode ELISA (juillet 2011) - Lupus érythémateux disséminé sévère réfractaire aux immunosuppresseurs et/ou aux échanges plasmatiques (décembre 2011)
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Myopathies inflammatoires réfractaires à auto-anticorps spécifiques anti-SRP et anti-JO1



Les myopathies inflammatoires à auto-anticorps spécifiques sont des maladies rares ayant une prévalence de 4 cas pour 100 000. Les auto-anticorps anti-JO1 sont présents dans environ 20% des myosites, les auto-anticorps anti-SRP dans 5%. La corticothérapie est le traitement de première intention des myopathies inflammatoires. Elle est efficace au long cours dans plus de 60 à 70% des cas. En cas de résistance primitive ou secondaire, d’intolérance ou de cortico-dépendance, différents immunosuppresseurs ont été proposés. Les données bibliographiques reposent sur de petites séries cas avec au total 14 sujets traités pour myosites réfractaires. Tous les patients ont répondu au traitement avec amélioration de la force motrice. Une étude à promotion institutionnelle évaluant le rituximab dans les myopathies inflammatoires à autoanticorps anti-JO1 et anti-SRP, doit débuter à la Pitié-Salpêtrière. L’utilisation du rituximab dans les myopathies inflammatoires à auto-anticorps spécifiques anti-SRP et anti-JO1 résistantes au traitement immunosuppresseur et/ou en rechute est insuffisamment documentée à ce jour pour être acceptable en dehors du cadre d’un essai clinique. Effet du rituximab dans les myosites à Ac spécifiques réfractaires Auteur Type d’étude Posologie Suivi principal Ouverte, Levine RTX1 : 1 inj/sem pdt 1 an n=7 (2005) 4 semaines



Critères d’évaluation



Résultats



- Mesure de la force musculaire par dynamométrie - symptômes cliniques : rash, alopécie, capacité vitale forcée



- Amélioration de la force motrice pour 6 patients évaluables de 36 à 113% - Amélioration des signes cliniques



Force musculaire



Rémission partielle : n=1 Rémission compète : n=1



Force musculaire



Rémission partielle : n=1 Rémission complète : n=1 Rechute à 4 mois pour n=1 Ac anti-JO1 + après tt



RTX



Force musculaire



Amélioration clinique



RTX 100 mg/m²/sem x6 + autres immunosuppresseurs



Force musculaire CPK



Amélioration clinique



Dermatomyosites à Ac antiJO1 réfractaires



Arlet (2006)



Série de cas n=2 Ac anti-SRP



Gottenberg (2005)



Série de cas n=2 Polymyosites réfractaires Ac anti-JO1 Cas clinique n=1 Polymyosite réfractaire Ac anti-JO1



Lambotte (2005)



Chiappetta (2005)



Cas clinique n=1
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RTX + prednisone + échanges plasmatiques RTX 375mg/m²/sem pdt 4 sem + prednisone



7 et 5 mois



Maintien de la réponse à >52 semaines : n=2/7



RTX: rituximab



Bibliographie 1. Arlet JB, Dimitri D, Pagnoux C, Boyer O, Maisonobe T, Authier FJ, Bloch-Queyrat C, Goulvestre C, Heshmati F, Atassi M, Guillevin L, Herson S, Benveniste O, Mouthon L. Marked efficacy of a therapeutic strategy associating prednisone and plasma exchange followed by rituximab in two patients with refractory myopathy associated with antibodies to the signal recognition particle (SRP).Neuromuscul Disord. 2006 May; 16(5):334-6. 2. Chiappetta N, Steier J, Gruber B. Rituximab in the treatment of refractory dermatomyositis. J Clin Rheumatol. 2005 Oct; 11(5):264-6
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3. Lambotte O, Kotb R, Maigne G, Blanc FX, Goujard C, Delfraissy JF. Efficacy of rituximab in refractory polymyositis. J Rheumatol. 2005 Jul;32(7):1369-70. 4. Levine TD. Rituximab in the treatment of dermatomyositis: an open-label pilot study. Arthritis Rheum. 2005 Feb; 52(2):601-7. 5. Gottenberg JE, Guillevin L, Lambotte O, Combe B, Allanore Y, Cantagrel A, Larroche C, Soubrier M, Bouillet L, Dougados M, Fain O, Farge D, Kyndt X, Lortholary O, Masson C, Moura B, Remy P, Thomas T, Wendling D, Anaya JM, Sibilia J, Mariette X. Tolerance and short term efficacy of rituximab in 43 patients with systemic autoimmune diseases. Ann Rheum Dis. 2005 Jun; 64(6):913-20.



Résumé-abstract Levine TDRituximab in the treatment of dermatomyositis: an open-label pilot study. . Arthritis Rheum. 2005 Feb;52(2):601-7. OBJECTIVE: To test the hypothesis that B cells play a role in the pathophysiology of dermatomyositis (DM) by examining the effect of B cell depletion in patients with symptomatic DM. Patients were treated with rituximab, a CD20+ B cell-depleting monoclonal antibody. METHODS: This was an open-label uncontrolled pilot trial in 7 adult patients with DM, 6 of whom had longstanding illness that was responding inadequately to a number of currently available immunosuppressive agents. All patients received 4 intravenous infusions of rituximab given at weekly intervals. Patients were followed up for up to 1 year without further treatment with rituximab. One patient was lost to followup. The principal efficacy outcome was muscle vital capacity, improved markedly in patients with these symptoms. Rituximab was well tolerated, with strength, measured by quantitative dynomometry. RESULTS: All 6 evaluable patients exhibited major clinical improvement, with muscle strength increasing over baseline by 36-113%. Maximal improvements in muscle strength occurred as early as 12 weeks after the initial infusion of rituximab. CD20+ B cells were effectively depleted in all patients by 12 weeks. Four patients experienced a return of symptoms that coincided with the return of B cells before the 52-week end point. Two patients maintained their increased muscle strength at 52 weeks, and 1 of these patients maintained this strength even after the return of B cells. Other symptoms of DM, including rash, alopecia, and reduced forced no treatment-related severe or serious adverse events during the observation period of this study. CONCLUSION: This small open-label study of DM patients treated with rituximab provided sufficiently encouraging results to justify a more formal evaluation of the value of B cell depletion therapy in the treatment of DM.



Gottenberg JE, Guillevin L, Lambotte O, Combe B, Allanore Y, Cantagrel A, Larroche C, Soubrier M, Bouillet L, Dougados M, Fain O, Farge D, Kyndt X, Lortholary O, Masson C, Moura B, Remy P, Thomas T, Wendling D, Anaya JM, Sibilia J, Mariette X.Tolerance and short term efficacy of rituximab in 43 patients with systemic autoimmune diseases. Ann Rheum Dis. 2005 Jun; 64(6):913-20. OBJECTIVE: To assess the tolerance and efficacy of rituximab in patients with various autoimmune diseases seen in daily rheumatological practice. METHODS: 866 rheumatology and internal medicine practitioners were contacted by e-mail to obtain the files of patients treated with rituximab for systemic autoimmune diseases. Patients with lymphoma were analysed if the evolution of the autoimmune disease could be evaluated. RESULTS: In all, 43 of 49 cases could be analysed, including 14 with rheumatoid arthritis (RA), 13 with systemic lupus erythematosus (SLE), six with primary Sjogren's syndrome (pSS), five with systemic vasculitis, and five with other autoimmune diseases. Rituximab was prescribed for lymphoma in two patients with RA and two with pSS. In the 39 other cases, rituximab was given because of the refractory character of the autoimmune disease. The mean follow up period was 8.3 months (range 2 to 26). There were 11 adverse events in 10 patients and treatment had to be discontinued in six. Efficacy was observed in 30 patients (70%): RA 11, SLE 9, pSS 5, vasculitis 2, antisynthetase syndromes 2, sarcoidosis 1. The mean decrease in corticosteroid intake was 9.5 mg/d (range 0 to 50) in responders. Seven patients experienced relapse after mean 8.1 months (5 to 15). Three patients died because of refractory autoimmune disease. CONCLUSIONS: Despite absence of marketing authorisation, rituximab is used to treat various refractory autoimmune diseases in daily rheumatological practice. This study showed good tolerance and short term clinical efficacy, with marked corticosteroid reduction in patients with SLE, pSS, vasculitis, and polymyositis. Arlet JB, Dimitri D, Pagnoux C, Boyer O, Maisonobe T, Authier FJ, Bloch-Queyrat C, Goulvestre C, Heshmati F, Atassi M, Guillevin L, Herson S, Benveniste O, Mouthon L. Marked efficacy of a therapeutic strategy associating prednisone and plasma exchange followed by rituximab in two patients with refractory myopathy associated with antibodies to the signal recognition particle (SRP). Neuromuscul Disord. 2006 May;16(5):334-6. We report two patients with myopathy associated with anti-signal recognition particle Ab, refractory to conventional therapy, who were treated with prednisone and plasma exchange, followed by rituximab. A marked response was observed in both patients, with partial to complete recovery of muscle strength, which was sustained. 3



Décembre 2011



Lambotte O, Kotb R, Maigne G, Blanc FX, Goujard C, Delfraissy JF.Efficacy of rituximab in refractory polymyositis. J Rheumatol. 2005 Jul;32(7):1369-70. We describe the effectiveness of rituximab, an anti-B lymphocyte monoclonal antibody, in a case of refractory polymyositis with interstitial pulmonary disease and anti-Jo-1 autoantibody (antisynthetase syndrome). Rituximab was well tolerated, and its efficacy in inflammatory myositis should be evaluated. Chiappetta N, Steier J, Gruber BRituximab in the treatment of refractory dermatomyositis. . J Clin Rheumatol. 2005 Oct; 11(5):264-6 Dermatomyositis is an inflammatory myopathy characterized by muscle weakness and inflammation. In contrast to polymyositis and inclusion body myositis, humoral immune mechanisms appear to contribute to the pathogenesis of dermatomyositis. A 56-year-old man with dermatomyositis resistant to conventional therapies was treated with 6 weekly infusions of the anti-CD-20 monoclonal antibody, rituximab, at a dosage of 100 mg/m in addition to other agents. The patient demonstrated a remarkable clinical response as indicated by an increase in muscle strength and a decline in creatine kinase enzymes. B-cell depletion therapy with rituximab used alone or in combination with other immunosuppressive therapies may be a viable option in patients with dermatomyositis as well as other autoimmune diseases refractory to current therapies.







Myosites à inclusion



Les myosites à inclusions sont les myopathies inflammatoires les plus fréquentes au-delà de 50 ans. Elles évoluent spontanément vers une aggravation lente et progressive. Elles sont résistantes à la corticothérapie et ne répondent que rarement aux immunosuppresseurs. On ne retrouve pas de données bibliographiques dans la littérature scientifique évaluant l’effet du rituximab dans cette pathologie.







Myasthénies réfractaires



La myasthénie est une maladie de la jonction neuromusculaire de type auto-immun. Les auto-anticorps se fixent aux récepteurs post-synaptiques de l'acétylcholine et altèrent la transmission de l’influx nerveux. La prévalence de la myasthénie est de 43 à 64 cas par million et l'incidence de 2 à 5 cas/an/million. On observe 2 pics de fréquence de la maladie, l’un avant 35 ans avec une nette prédominance féminine et l’autre après 50 ans. Une myasthénie peut être considérée comme étant réfractaires aux traitements conventionnels en cas d’échec à au moins un traitement de première intention par prednisone, azathioprine, méthotrexate, cyclophosphamide, cyclosporine, IgIV et/ou échanges plasmatiques. L’échec est défini comme une absence d’amélioration et/ou dégradation des paramètres évalués conduisant le clinicien à réintroduire d’autres traitements. Les données scientifiques du rituximab dans les myasthénies réfractaires sont insuffisantes avec 3 cas publiés. Une étude à promotion institutionnelle évaluant le rituximab dans les myasthénies réfractaires doit débuter à la Pitié-Salpêtrière.



Bibliographie 1. Gajra A, Vajpayee N, Grethlein SJ. Response of myasthenia gravis to rituximab in a patient with non-Hodgkin lymphoma. Am J Hematol. 2004 Oct; 77(2):196-7. 2. Takagi K, Yoshida A, Iwasaki H, Inoue H, Ueda T. Anti-CD20 antibody (Rituximab) therapy in a myasthenia gravis patient with follicular lymphoma. Ann Hematol. 2005 Aug; 84(8):548-50.
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3. Wylam ME, Anderson PM, Kuntz NL, Rodriguez V. Successful treatment of refractory myasthenia gravis using rituximab: a pediatric case report. J Pediatr. 2003 Nov; 143(5):674-7.



Résumé-abstract Gajra A, Vajpayee N, Grethlein SJ. Response of myasthenia gravis to rituximab in a patient with non-Hodgkin lymphoma. Am J Hematol. 2004 Oct;77(2):196-7. Myasthenia gravis is a B-cell-mediated autoimmune neuromuscular disorder characterized by weakness and fatigability of skeletal muscles. The underlying defect is an autoantibody-mediated attack on the acetylcholine receptors (AchRs) at the neuromuscular junction. Rituximab is a genetically engineered chimeric murine/human monoclonal antibody indicated for treatment of patients with low-grade or follicular, CD20-positive, B-cell non-Hodgkin lymphoma. Based on its potential for elimination of auto-reactive B-cell clones, rituximab may have a role in the management of some autoimmune disorders. We report a patient with B-cell, follicular non-Hodgkin lymphoma and a long-standing history of myasthenia gravis and the favorable impact of rituximab on both disorders.



Wylam ME, Anderson PM, Kuntz NL, Rodriguez V. Successful treatment of refractory myasthenia gravis using rituximab: a pediatric case report. J Pediatr. 2003 Nov;143(5):674-7. We report the successful use of anti-CD20 therapy in a child with refractory myasthenia gravis (MG), an antibodymediated autoimmune disease, who did not respond to conventional therapy. After initiation of anti-CD20 therapy, clinical improvement (muscular strength, pulmonary function) was observed.







Syndrome de Gougerot-Sjögren sévère avec manifestations systémiques



Le syndrome de Gougerot-Sjögren est une maladie d’origine auto-immune touchant les glandes exocrines. Si, dans la majorité des cas, l’atteinte est bénigne (« syndrome sec ») et le traitement essentiellement symptomatique, il existe également des formes systémiques rares et graves (fibrose intersticielle diffuse résistante à la corticothérapie et aux immunosuppresseurs, vascularite cérébrale avec présentation pseudo-psychiatrique…). La prévalence du syndrome de Gougerot-Sjögren est estimée entre 1 et 3%. C’est une des maladies auto-immunes systémiques les plus fréquentes après la polyarthrite rhumatoïde. Il n’existe aucun traitement de fond validé dans le syndrome de GougerotSjögren. Une étude rétrospective de faible niveau de preuve (Seror, 2007) a porté sur 16 patients, dont 5 ayant un lymphome (qui est une indication d’AMM pour le rituximab) a montré une amélioration clinique de 9 patients sur 11. Une étude ouverte menée dans le cadre d’un PHRC à Brest (Devauchelle-Pensec, 2005) a évalué le rituximab en monothérapie chez des patients ayant un syndrome de Gougerot-Sjögren primaire actif. L’activité de la maladie était évaluée au moyen de 4 échelles visuelles analogiques (EVA) (0-100mm), qui mesuraient l’activité globale, l’asthénie, l’intensité douloureuse et le syndrome sec. Les patients inclus devaient présenter un score > 50 mm pour au moins 2 des 4 échelles. A 12 semaines, après 2 doses de rituximab (375 mg/m²), une amélioration subjective du syndrome sec, ce qui est fréquent dans le syndrome de Gougerot-Sjögren où la composante psychologique est importante, a été observée mais sans amélioration clinique objective (test de Schirmer, taux basal du flux salivaire). Pour l’unique patient qui présentait une atteinte pulmonaire à l’inclusion, une rémission rapide et complète a été obtenue après traitement. L’étude n’a pas été publiée. D’autres séries de cas publiées ont également montré une amélioration clinique subjective du syndrome de Gougerot-Sjögren après traitement par rituximab (Pijpe, 2005 ; Gottenberg, 2005). Cependant la population pouvant être traitée est mal définie, la sévérité de la maladie n’est pas précisée et les éléments d’efficacité sont peu clairs. La seule étude potentiellement intéressante (Voulgarelis 2004) semble montrer une amélioration de la neuropathie, mais repose sur 4 cas
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Un PHRC est actuellement en cours : Etude TEAR: tolérance et efficacité du rituximab dans le Syndrome de Sjögren. Etablissement promoteur CHU de Brest, investigateur principal : Pr SARAUX. Effet du rituximab dans le syndrome de Gougerot-Sjögren Auteur Type d’étude Posologie principal Rétrospective Seror Rituximab: n=16 (2007) 375mg/m²/sem pdt 4 semaines Patientes ayant des complications Pré Rituximab: systémiques +prednisone - lymphome (n=5) + clemastine - atteinte pulmonaire avec polysynovite (n=2) - polysynovite sévère (n=2) - cryoglobulinémie (n=5) - thrombocytopénie (n=1) - mononeuropathie (n=1)



Suivi



Critères d’évaluation



Résultats



14.5 mois [2-48]



Amélioration clinique et biologique



Effet sur les lymphomes: Rémission clinique complète : n=4/5 Effet sur les signes systémiques : Amélioration clinique : n=9/11 . cryoglobulinémie : disparition de l’atteinte cutanée n=5/5 . polysynovite, atteinte pulmonaire ou rénale rémission complète de l’atteinte articulaire n=1 amélioration de l’atteinte pulmonaire, ou rénale ou articulaire n= 3 . mononeuropathie amélioration n=1 . atteinte glandullaire amélioration n=3 Effet biologique  lymphocytes B (n=14/15) avec re-augmentation chez 3 patients à 9, 16 et 18 mois  VS et CRP  facteur rhumatoïde avec disparition chez 5 patients



Pijpe (2005)



Série de cas n=15 Sjögren primaire associé à un lymphome MALT (n=7)



Rituximab: 375mg/m²/sem pdt 4 semaines



12 sem



Pré Rituximab: + prednisone + clemastine



Evaluation à l’inclusion, à S5 et S12 :



RC 6 lymphome MALT: n=3/7 ; Aggravation : n=1/7



- fonction salivaire - fonction lacrymale - subjective par le patient (EVA, MFI, SF4 36 ) - gradation lymphome MALT à S12



Fonction salivaire : - sécrétion totale : non modifiée - ↑ sécrétion sousmandibulaire et souslinguale Fonction lacrymale : - ↑ score Rose Bengal Evaluation subjective : amélioration significative de la sécheresse buccale diurne et nocturne, et de la dysphagie chez 7 patients ayant un Sjögren sans lymphome de MALT 6
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Auteur principal



Type d’étude



Posologie



Suivi



Critères d’évaluation



Résultats Arrêt prématuré pour EI : n=3/15 (tableau fièvre + arthrite + myalgies graves)



Devauchelle- Série de cas n=16 Pensec Sjögren primaire (2005)



Rituximab: 375 mg/m²/sem pdt 2 semaines



12 sem



Abstract



Examen clinique Biologie Qualité de vie Sécheresse oculaire et buccale Echo-doppler glandes salivaires



- Amélioration subjective du syndrome sec et de l’asthénie - Pas d’amélioration objective du syndrome sec (test Schirmer, taux basal du flux salivaire) - Rémission manifestations pulmonaires : n=1/1 - Taux autoAc non modifiés



Gottenberg (2005)



Série de cas n=6



Rituximab: 6 à 11 375mg/m²/sem pdt 2 à mois 4 semaines



- Symptômes extraglandulaires - EVA sécheresse et asthénie - AutoAc anti-SSA et anti-SSB



- Amélioration symptômes extra-exocrines : n=5/6 - ↓scores EVA sécheresse et asthénie - ↓ corticothérapie n= 5/6 - Persistance des auto-Ac



Voulgarelis (2004)



Série de cas n=4



Rituximab: 375mg/m² à chaque premier jour de cycle CHOP ; 8 cycles CHOP au total.



- RC lymphome



- RC lymphome : n=4/4



- Manifestations systémiques (neuropathie, lymphadénopathies, purpura, anémie, arthralgies)



- Disparition cryoglobulinémie (n=3/3) et purpura (n=3/3) ; amélioration neuropathie (n=2/2).



Sjögren associé à un LNH agressif à cellules B (+cryoglobulinémie mixte type II n=3)



10 à 23 mois



- Titres ANA, autoAc anti-SSA et anti-SSB



- Titres ANA et autoAc non modifiés



EVA: échelle visuelle analogique mesurant la sécheresse buccale et oculaire ; MFI: Multidimensional Fatigue Inventory : échelle comprenant 20 items évaluant l’asthénie et validée pour le syndrome de Sjögren (plus le score est élevé, plus l’asthénie est importante) ; SF-36 : questionnaire mesurant la qualité de vie (un score élevé reflète un bon niveau de qualité de vie) ; titre ANA : anticorps antinucléaire ; RC : rémission complète.



Bibliographie 1. Seror R, Sorde C, Guillevin L, Hachulla E, Masson C, Ittah M, Candon S, Le Guern V, Aouba A, Sibilia J,



Gottenberg JE, Mariette X. Tolerance and efficacy of rituximab and changes in serum B cell biomarkers in patients with systemic complications of primary Sjögren’s syndrome. Ann Rheum Dis, Mar 2007; 66: 351 – 357 2. Devauchelle-Pensec V., Morvan J., Pennec Y., Pers J.O., Jamin C, Jousse-Joulin S., Roudaut A., Cochener B., QuintinRoué I., Renaudineau Y., Youinou P., Saraux A. Rituximab (anti-CD20) in the treatment of primary Sjögren’s syndrome (PSS): Results of an open label study (PHRC Brest 2003). 3. Gottenberg JE, Guillevin L, Lambotte O, Combe B, Allanore Y, Cantagrel A, Larroche C, Soubrier M, Bouillet L, Dougados M, Fain O, Farge D, Kyndt X, Lortholary O, Masson C, Moura B, Remy P, Thomas T, Wendling D, Anaya JM, Sibilia J, Mariette X; Club Rheumatismes et Inflammation (CRI). Tolerance and short term efficacy of rituximab in 43 patients with systemic autoimmune diseases. Ann Rheum Dis. 2005 Jun; 64(6):913-20. 4. Harner KC, Jackson LW, Drabick JJ. Normalization of anticardiolipin antibodies following rituximab therapy for marginal zone lymphoma in a patient with Sjogren's syndrome. Rheumatology (Oxford). 2004 Oct; 43(10):1309-10. 5. Pijpe J, van Imhoff GW, Spijkervet FK, Roodenburg JL, Wolbink GJ, Mansour K, Vissink A, Kallenberg CG, Bootsma H. Rituximab treatment in patients with primary Sjogren's syndrome: an open-label phase II study. Arthritis Rheum. 2005 Sep; 52(9):2740-50.
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6. Ring T, Kallenbach M, Praetorius J, Nielsen S, Melgaard B. Successful treatment of a patient with primary Sjogren's syndrome with Rituximab. Clin Rheumatol. 2005 Nov 8; 1. 7. Voulgarelis M, Giannouli S, Anagnostou D, Tzioufas AG. Combined therapy with rituximab plus cyclophosphamide/doxorubicin/vincristine/prednisone (CHOP) for Sjogren's syndrome-associated B-cell aggressive nonHodgkin's lymphomas. Rheumatology (Oxford). 2004 Aug; 43(8):1050-3.



Résumé-abstract Seror R, Sorde C, Guillevin L, Hachulla E, Masson C, Ittah M, Candon S, Le Guern V, Aouba A, Sibilia J, Gottenberg JE, Mariette X. Tolerance and efficacy of rituximab and changes in serum B cell biomarkers in patients with systemic complications of primary Sjögren’s syndrome. Ann Rheum Dis, Mar 2007; 66: 351 – 357 Objective: To investigate the safety and efficacy of rituximab (RTX) for systemic symptoms in patients with primary Sjögren’s syndrome (pSS), and changes in B cell biomarkers. Patients and methods: The records of 16 patients with pSS according to the American European consensus group criteria were reviewed retrospectively. Results: Patients, all women, had a median age of 58.5 (range 41–71) years and a disease duration of 9.5 (range 0–25) years. RTX was prescribed for lymphoma (n = 5), refractory pulmonary disease with polysynovitis (n = 2), severe polysynovitis (n = 2), mixed cryoglobulinaemia (n = 5), thrombocytopenia (n = 1) and mononeuritis multiplex (n = 1). The median follow-up duration was 14.5 (range 2–48) months. Three patients experienced adverse events, including one mild serum sickness-like reaction with the presence of human antichimeric antibodies. Efficacy of treatment was observed in 4 of 5 patients with lymphomas and in 9 of 11 patients with systemic involvement. Dryness was improved in only a minority of patients. Corticosteroid dose was reduced in 11 patients. RTX induced decreased rheumatoid factor, -globulin and ß2-microglobulin levels, and the level of B cell activating factor of the tumour necrosis factor family (BAFF) increased concomitantly with B cell depletion. Five patients were re-treated, with good efficacy and tolerance, except for one with probable serum sickness-like reaction. Conclusion: This study shows good efficacy and fair tolerance of RTX for systemic features. In addition, RTX allows for a marked reduction in corticosteroid use. Except for BAFF, the level of which increases, serum B cell biomarker levels decrease after taking RTX. Controlled trials should be performed to confirm the efficacy of RTX in pSS. Pijpe J, van Imhoff GW, Spijkervet FK, Roodenburg JL, Wolbink GJ, Mansour K, Vissink A, Kallenberg CG, Bootsma H. Rituximab treatment in patients with primary Sjogren's syndrome: an open-label phase II study. Arthritis Rheum. 2005 Sep;52(9):2740-50. OBJECTIVE: To investigate the safety and efficacy of B cell depletion treatment of patients with active primary Sjogren's syndrome of short duration (early primary SS) and patients with primary SS and mucosa-associated lymphoid tissue (MALT)-type lymphoma (MALT/primary SS). METHODS: Fifteen patients with primary SS were included in this phase II trial. Inclusion criteria for the early primary SS group were B cell hyperactivity (IgG >15 gm/liter), presence of autoantibodies (IgM rheumatoid factor, anti-SSA/SSB), and short disease duration (or=1 British Isles Lupus Assessment Group (BILAG) A score or >or=2 BILAG B scores despite background immunosuppressant therapy, which was continued during the trial. Prednisone was added and subsequently tapered. Patients were randomized at a ratio of 2:1 to receive rituximab (1,000 mg) or placebo on days 1, 15, 168, and 182. RESULTS: In the intent-to-treat analysis of 257 patients, background treatment was evenly distributed among azathioprine, mycophenolate mofetil, and methotrexate. Fifty-three percent of the patients had >or=1 BILAG A score at entry, and 57% of the patients were categorized as being steroid dependent. No differences were observed between placebo and rituximab in the primary and secondary efficacy end points, including the BILAG-defined response, in terms of both area under the curve and landmark analyses. A beneficial effect of rituximab on the primary end point was observed in the African American and Hispanic subgroups. Safety and tolerability were similar in patients receiving placebo and those receiving rituximab. CONCLUSION: The EXPLORER trial enrolled patients with moderately-to-severely active SLE and used aggressive background treatment and sensitive cutoffs for nonresponse. No differences were noted between placebo and rituximab in the primary and secondary end points. Further evaluation of patient subsets, biomarkers, and exploratory outcome models may improve the design of future SLE clinical trials.



Efficacy and Safety of Rituximab in Subjects with Active Proliferative Lupus Nephritis (LN): Results From the Randomized, Double-Blind Phase III LUNAR Study Furie R, Looney R. J, Rovin B., Latinis KM., Appel G., Sanchez-Guerrero J, Fervenza, F.C. Arthritis & Rheumatism, Volume 60, October 2009 Abstract Supplement The 2009 ACR/ARHP Annual Scientific Meeting, Philadelphia October 16-21, 2009. Purpose: Small, uncontrolled LN studies have suggested that RTX may be efficacious. The efficacy and safety of RTX compared to placebo (PLA) added on to background therapy of mycophenolate mofetil (MMF) and corticosteroids in pts with proliferative LN was studied. Methods: Pts with class III/IV LN and urine protein to creatinine ratio (UPCR) >1 were randomized 1:1 to receive RTX (1000mg) or PLA on days 1, 15, 168, and 182. Primary endpoint (EPS) was % pts with complete (CRR) or partial renal responses (PRR) at Wk 52 and was analyzed by a stratified Wilcoxon rank sum test. Results: 72 pts were randomized to each arm and were similar at baseline (BL). Overall mean age at entry was ~30 yrs, ~90% were female, 28% were Black, 36% Hispanic, 31% White, and 67% had class IV LN. BL mean UPCR was 4.0 ±2.8 and serum creatinine was 1.0 ±0.5 mg/dL Mean daily MMF dose was 2.4±0.63g in PLA and 2.7±0.41g in RTX. There were no statistically significant differences in the primary or clinical secondary EPS. Blacks and Hispanics randomized to RTX had greater responses compared to PLA than Whites, but statistical significance was not achieved. RTX had a greater effect on levels of anti-dsDNA and complement at Wk 52. Peripheral CD19+ B cells were depleted in all RTX pts and maintained in most pts until Wk 52. Serious adverse events (SAEs) and infectious SAEs were similar between groups. Neutropenia (1 vs 4), leukopenia (3 vs 9), and hypotension (3 vs 9) occurred more frequently in RTX. Two deaths (sepsis and pneumonitis) occurred in the RTX group. Conclusion: To date, LUNAR is the largest randomized, placebo-controlled trial to evaluate RTX as an intervention in LN. Although there were numerically more responders in the RTX group (57% vs 46%), the study did not show a statistically significant difference in primary or clinical secondary EPS. RTX had a significantly greater effect on levels of anti-dsDNA and complement, although the clinical significance of this is unclear. AEs and SAEs were similar in frequency between groups, with no new or unexpected safety signals. Table. Efficacy EPS and Safety PLA (N=72) N (%) RTX (N=72) N (%) p-value* Primary CRR



22 (30.6)



19 (26.4)



0.55 26



PLA (N=72) N (%) RTX (N=72) N (%) p-value* PRR 11 (15.3) 22 (30.6) Key Secondary Pts with BL UPCR>3 to UPCR 
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