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Letters to the Editors
Safety of the use of anti-IL17A 
treatment in a patient with 
certolizumab-induced sarcoidosis

Sirs,
Different granulomatous-induced diseases 
have been described as paradoxical re-
actions under TNFα inhibitors (TNFi)  , 
especially etanercept (1, 2). In this clini-
cal setting, the cessation of the therapy is 
generally required. We report here a case of 
sarcoidosis occurring under certolizumab 
in a patient with non-radiographic axial 
spondyloarthritis (nRxAxSpA) with a fa-
vourable outcome under secukinumab. 
A 45-year-old French Caucasian woman 
was diagnosed with HLA-B27-positive 
nRxAxSpA three years ago. Due to poor 
response to NSAIDs, she started certoli-
zumab with a favourable response. Prior to 
starting the treatment, she had normal chest 
x-ray and PPD test. In January 2016, after 6 
months of certolizumab, the patient devel-
oped severe renal insufficiency (glomerular 
filtration rate [GFR]: 18 mL/min). Both 
NSAIDs and certolizumab were suspended. 
A renal biopsy showed granulomatous in-
terstitial nephritis with giant cells but with-
out caseation (Fig. 1). An 18F-fluorodeox-
yglucose (FDG)-PET CT was performed, 
showing multiple foci of uptake in the me-
diastinum corresponding to mediastinal, su-
praclavicular and hilar lymphadenopathies. 
Inflammatory lesions with non-caseating 
granuloma were observed on histopatho-
logical examination of bronchial biopsies. 
All stains and cultures of bronchial tissue 
specimens were negative for fungi and my-
cobacteria. The patient was then treated 
by prednisone 60 mg/day, leading to mild 
improvement of renal function after two 
months (GFR:44 mL/min). A repeat FDG-
PET CT was performed in January 2017, 
showing new foci of FDG uptake corre-
sponding to abdominal lymphadenopathies 
and spleen involvement, while thoracic in-
flammatory lesions were resolved. Metho-
trexate (MTX) 15 mg weekly was then in-
troduced in February 2017. There was no 
effect on SpA symptoms after 6 months, 
but the treatment was associated with total 
normalisation of PET CT. Secukinumab 
was then started in June 2017 in association 
with MTX (Fig. 2). This combination led 
to a minor improvement in axial symptoms 
(ASDAS score: 3.9) after 6 months, but renal 
disease remained stable (GFR: 42 mL/min) 
and there was no recurrence of inflammatory 
lesions on PET CT follow-up.
Since TNF-α is involved in the mechanisms 
leading to granuloma formation, TNFi have 
been tested in sarcoidosis, but randomised 
controlled trials failed to demonstrate a clin-
ical benefit (3, 4). Conversely, TNFi may 
be associated with various granulomatous-
induced lesions, a phenomenon considered 
as a paradoxical adverse event (1, 2). The 
mechanisms that might explain such granu-

lomatous diseases remain only partially 
understood and involve IFNγ production, 
partial TNF-α neutralisation as well as lack 
of apoptosis, which may be associated with 
etanercept (1). However, etanercept is not 
the only TNFi that has been associated with 
granulomatous reactions, with other TNFi 
also involved. The management of such 
granulomatous diseases remains challeng-
ing, and depends on the severity of disease 
and the existence of alternative drugs (2, 
5). In our case, the renal insufficiency was 
severe and GFR remained impaired despite 
cessation of certolizumab, and required 
corticosteroid therapy. 

IL-17A has been shown to be essential for 
granuloma formation in response to myco-
bacteria infections in mice (6). Increased 
IL-17A expression has been described in 
patients with sarcoidosis (7). IL-17A+CD4+ 
T cells were found to infiltrate sarcoid lung 
tissue from patients with different stage of 
sarcoidosis (8, 9). However, the exact con-
tribution of IL-17A to sarcoidosis remains 
currently unknown. To date, no trial has 
evaluated the clinical efficacy and safety 
of IL-17A blocking agents in sarcoidosis. 
Secukinumab is not currently approved for 
the treatment of nRxAxSpA, but a clinical 
trial is in progress (10). Our patient received 

Fig. 1. Histopathological findings on renal biopsy (HES x 27) showing interstitial agglomerate of epithelioid cells 
and multinucleated giant cells (arrow) without caseous necrosis. The granulomatous infiltrate is concentrated near 
the arteries. There is no interstitial fibrosis and no noticeable glomerular lesions. Specific staining by PAS, Graham 
and Ziehl are negative for fungus and mycobacteria (Dr Sophie Felix, department of pathology, University Hospital 
of Besancon, 25000 Besancon, France). 

Fig. 2. Clinical course of the present case (GFR: glomerular filtration rate; ASDAS: ankylosing spondylitis disease 
activity score; 18FDG -PET CT: 18fluorodeoxyglucose positron emission tomography / computed tomography; MTX: 
methotrexate) (secukinumab was given 150 mg weekly the first month and then monthly).
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secukinumab for 6 months with a very mild 
improvement in axial symptoms. However, 
she had no side effects and there was no re-
currence or flare of sarcoidosis during the 
treatment period. This case suggests that 
in a patient developing granulomatous-
induced disease during TNFi treatment, 
IL-17A blockade may be a safe alternative.

E. TOUSSIROT1-4 
C. BERNARD5 
M. BOSSERT 6

1 Clinical Investigation Center in Biotherapy, 
INSERM CIC-1431, University Hospital of 
Besançon; 2Fédération Hospital-Universitaire 
INCREASE, University Hospital of Besançon; 
3Department of Rheumatology, University 
Hospital of Besançon; 4Department of 
Therapeutics and EPILAB EA4266: 
“Epigenetique des infections virales et des 
maladies inflammatoires”, University of 
Bourgogne Franche-Comté, Besancon, France;
5Department of Nephrology, 6Department of 
Rheumatology, Hôpital Nord Franche-Comté, 
Trevenans, France.

Please address correspondence to: 
Prof. Éric Toussirot, 
INSERM CIC-1431, 
Clinical Investigation Center Biotherapy, 
University Hospital of Besançon, 
25000 Besançon, France. 
E-mail: etoussirot@chu-besancon.fr 
The patient gave written informed consent 
for the publication of this case and the 
imaging material.
Competing interests: none declared. 
© Copyright Clinical and 
Experimental Rheumatology 2019.

References
  1.	TOUSSIROT É, AUBIN F: Paradoxical reactions 

under TNF-α blocking agents and other biological 
agents given for chronic immune-mediated dis-
eases: an analytical and comprehensive overview. 
RMD Open 2016; 2: e000239.

  2.	DAÏEN CI, MONNIER A, CLAUDEPIERRE P et al.: 
Sarcoid-like granulomatosis in patients treated with 
tumor necrosis factor blockers: 10 cases. Rheuma-
tology (Oxford). 2009; 48: 883-6.

  3.	BAUGHMAN RP, DRENT M, KAVURU M et al.:      

Infliximab therapy in patients with chronic sar-
coidosis and pulmonary involvement. Am J Respir 
Crit Care Med 2006; 174: 795-802. 

  4.	BAUGHMAN RP, LOWER EE, BRADLEY DA,  
RAYMOND LA, KAUFMAN A: Etanercept for re-
fractory ocular sarcoidosis: results of a double-blind 
randomized trial. Chest 2005; 128: 1062-47.

  5.	COLLAMER AN, GUERRERO KT, HENNING JS, 
BATTAFARANO DF: Psoriatic skin lesions induced 
by tumor necrosis factor antagonist therapy: a lit-
erature review and potential mechanisms of action. 
Arthritis Rheum 2008; 59: 996-1001. 

  6.	OKAMOTO YOSHIDA Y, UMEMURA M, YAHAGI 
A et al.: Essential role of IL-17A in the formation of 
a mycobacterial infection-induced granuloma in the 
lung. J Immunol 2010; 184: 4414-22. 

  7.	TEN BERGE B, PAATS MS, BERGEN IM et al.:      
Increased IL-17A expression in granulomas and in 
circulating memory T cells in sarcoidosis. Rheuma-
tology (Oxford). 2012 ; 51: 37-46. 

  8.	FACCO M, CABRELLE A, TERAMO A et al.:         
Sarcoidosis is a Th1/Th17 multisystem disorder. 
Thorax 2011; 66: 144-50. 

  9.	GEORAS SN, CHAPMAN TJ, CROUSER ED: Sarcoi-
dosis and T-Helper Cells. Th1, Th17, or Th17.1? Am 
J Respir Crit Care Med 2016; 193: 1198-200. 

10.	https://ClinicalTrials.gov :  NCT02696031.


