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Les biothérapies: une multitude de cibles…  
Une multitude d’effets secondaires 



Anti-TNFα et tuberculose: 
Le cas d’école 



•70 cas (USA et Europe) 
•Age médian: 53 ans 
•délai médian au Dg: 12 sem 
 
•Forme pulmonaire: 31% 
•Extra-pulmonaire: 33% 
•Disséminée: 42% 
 
•Contage récent: 3% 
 
•Incidence (PR):  
•24,4 cas/100000 sur 1 an 
•Vs 6,2 cas/100000/an 
 
•12 décès (4 imputables) 
 

2001 



Anti-TNFα et tuberculose 

TB +    Infliximab - 

TB +    Infliximab + 



Souto, Rheumatology 2014 

Anti-TNFα et tuberculose 



Anti-TNFα et tuberculose 



Anti-TNFα et tuberculose 



Il n’y a pas que la tuberculose… 



Il n’y a pas que la tuberculose… 

2013 



Anti-TNFα et légionelle 

Lanternier, Chest 2013 

27 cas entre 2004 et 2007 



Il n’y a pas que les anti-TNFα… 



Rituximab et pneumocystose 

Jiang, Plos One 2015 

Risque de pneumocystose chez des patients atteints de lymphome 



Guillevin, NEJM 2014 

Rituximab et pneumocystose 



Clin Rheumatol. 2013 Nov;32(11):1677-81. doi: 10.1007/s10067-013-2293-4. Epub 2013 Jun 11. 
 
Should Pneumocystis jiroveci prophylaxis be recommended with Rituximab treatment in 
ANCA-associated vasculitis? 
Besada E1, Nossent JC. 

Rituximab et pneumocystose 
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Il n’y a pas que l’infectieux… 

Boyman, Nature Review Rheumatol 2014 



PID médicamenteuse 

PO au pembrolizumab 

www.Pneumotox.fr 



PID liée à la maladie causale 

PINS sur PR Bronchiolite sur LLC 



En conclusion 
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La pneumologie à de beaux jours devant elle! 



Mod Rheumatol. 2012 Feb;22(1):122-7. doi: 10.1007/s10165-011-0488-6. Epub 2011 Jul 8. 
Incidence of serious respiratory infections in patients with rheumatoid arthritis treated with tocilizumab. 
Hoshi D1, Nakajima A, Inoue E, Shidara K, Sato E, Kitahama M, Seto Y, Tanaka E, Urano W, Ichikawa N, Koseki 
Y, Momohara S, Taniguchi A, Nishimoto N, Yamanaka H. 
Author information 
Abstract 
We aimed to demonstrate the incidence of serious respiratory infections in patients with rheumatoid arthritis 
(RA) treated with tocilizumab (TCZ) monotherapy. We analyzed the incidence of serious respiratory infections 
in 601 RA patients enrolled in TCZ clinical trials and their extension studies (TCZ cohort) and in 601 age- and 
sex-standardized RA patients treated in daily clinical practice at Tokyo Women's Medical University (IORRA 
subsample cohort). The rates of serious respiratory infections were 1.77 per 100 patient-years from 1999 to 
2008 in the TCZ cohort and 0.53 per 100 patient-years from 2000 to 2009 in the IORRA subsample cohort. With 
the IORRA subsample cohort regarded as a standard population, the standardized incidence ratio (SIR) of 
serious respiratory infection in the TCZ cohort was 3.64 [95% confidence interval (CI) 2.56-5.01], standardized 
for age and sex; 2.35 (95% CI 1.66-3.24), standardized for age sex, and corticosteroid use; 1.85 (95% CI 1.30-
2.55), standardized for age sex, and pre-existing pulmonary involvement; and 2.41 (95% CI 1.68-3.34) 
standardized for age sex, and disease activity. The risk of serious respiratory infection in the TCZ cohort was 
approximately double that in the IORRA subsample cohort after standardizing for corticosteroid use, pre-
existing pulmonary involvement, or disease activity. This is comparable to the risk reported when tumor 
necrosis factor (TNF) inhibitors are used 

+ PO 1 cas (Internal Medecine 2011) 
+ progression d’une PID pre-existante 2 cas 
(Rheumatol Intern 2012) 
+ granulomatose sarcoidose like (J Rheumatol 2013) 
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Clin Rheumatol. 2013 Nov;32(11):1677-81. doi: 10.1007/s10067-013-2293-4. Epub 2013 Jun 11. 
Should Pneumocystis jiroveci prophylaxis be recommended with Rituximab treatment in 
ANCA-associated vasculitis? 
Besada E1, Nossent JC. 
Author information 
Abstract 
Reports in haematology, transplantation medicine and rheumatology indicate that Rituximab, a 
B cell depleting therapy, increases the risk for Pneumocystis jiroveci pneumopathy. Patients with 
antineutrophil cytoplasmic antibodies (ANCA)-associated vasculitis have an increased incidence 
of P. jiroveci pneumopathy compared to other autoimmune diseases and Rituximab is often 
used to induce and maintain remission. Herein, we present a case of a patient with 
granulomatosis with polyangiitis treated with Rituximab for relapse that developed P. jiroveci 
pneumopathy 3 months after and we review the relevant literature to assess P. jiroveci 
pneumopathy incidence and risks factors under Rituximab. We also discuss whether P. jiroveci 
screening before Rituximab and P. jiroveci pneumopathy prophylaxis under Rituximab are 
indicated. P. jiroveci colonisation is found in 25 % of patients with autoimmune diseases. 
However, the association between colonisation and P. jiroveci pneumopathy development is not 
very strong. P. jiroveci pneumopathy incidence in ANCA-associated vasculitis patients treated with 
Rituximab is found to be 1.2 %. Therefore, evidence and practice do not support the use of P. 
jiroveci pneumopathy chemoprophylaxis in all ANCA-associated vasculitis patients receiving 
Rituximab. CD4 cell count cut-off does not work well in patients treated with Rituximab as it 
does not reflect T cell impairment following B cell depletion. To help stratify the risk of both 
colonisation and P. jiroveci pneumopathy development, assessment of the patient's net state of 
immunodeficiency before administering Rituximab-including age, renal or lunginvolvement, 
previous infections due to T cell dysfunction, blood tests (lymphocytopenia, low CD4 cell count) 
and concomitant therapy-is warranted 
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