
A pilot study of IL-1 inhibition
in acute calcific periarthritis
of the shoulder
Acute calcific periarthritis is a known cause of a painful shoul-
der. The calcium deposits are composed of different crystalline
forms, including hydroxyapatite.1 Usually, these acute episodes
are self-limiting. Current treatment approaches include non-
steroid anti-inflammatory drug (NSAID) and steroids.2

Microcrystals are capable of triggering interleukin (IL)-1
mediated inflammation.3 4 Therapeutic inhibition of IL-1 sig-
nalling has been shown to be effective in gout, and may have a
place in the treatment of other crystal-induced inflammatory
conditions.5 We have therefore investigated the effects of
IL-1RA (anakinra) in acute calcific periarthritis in a pilot study.

Five consecutive patients (mean age of 60 years) were
treated. They all had acute shoulder pain for <7 days and had
not responded to 48 h of high dose NSAIDs. The clinical evalu-
ation consisted of evaluation of total, at rest and day pain by
visual analogue scale (VAS) at days 0, 1, 3, 15 and 42; shoulder
mobility at days 0, 3 and 15; and eythrocytes sedimenation rate
(ESR) and C reactive protein (CRP) at days 0 and 3. x-Rays
were performed at days 0 and 15 and an ultrasound (US) at

days 0, 3 and 15. Anakinra 100 mg was administered subcuta-
neously for three consecutive days after the evaluation at day
0. Rescue analgesics were allowed and recorded.

Following treatment, pain improved rapidly. Rest pain (VAS)
declined from 9.6±0.5 to 0.5±0.5 by day 1. No patients
required rescue analgesia at day 3. The effect on day pain was
also positive but less spectacular (figure 1). Shoulder mobility
improved, and near complete recovery was observed at day 15.
CRP and ESR normalised in all patients. At day 42, four of the
patients were totally asymptomatic. One patient developed a
new flare 3 days after the last anakinra injection and responded
to corticosteroids. No systemic or local adverse effect was
reported. On x-rays and US,6 periarticular calcifications shrank:
mean diameter was 21 mm at entry and 12 mm at day 15.
There was a rapid reduction of Doppler activity around the cal-
cifications by day 3 (figure 2).

This is the first study showing that administration of an IL-1
inhibitor reduced the signs and symptoms of acute calcific ten-
dinitis. The effect on rest pain was prominent with near total
disappearance of pain within a few hours that lasted for up to
6 weeks in four patients. We also observed a rapid fall in CRP
that paralleled the clinical improvement and reduction of
Doppler signal on US. The absence of total dissolution of the
calcification is not surprising, as the follow-up time was too
short. The very rapid effect on pain before the reduction in the

Figure 1 Evolution of VAS before and after the treatment in the five patients.

Figure 2 Patient 4: regression of Doppler activity around the calcification from day 0 to day 3.
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size of the calcification suggests that as in gout4 or in traumatic
knee injury6 it is the drastic reduction of inflammation that is
the main mechanism of action. Although this is an open-label
study with a small patient numbers, it adds proof to the
concept that IL-1 inhibition effectively suppresses clinical
inflammation in various microcrystal-induced inflammatory
states. In patients who are intolerant or have contraindications
to NSAIDs or corticosteroids, IL-1 inhibition can be an interest-
ing therapeutic alternative. A controlled study is needed to val-
idate the effectiveness and safety in the short and longer term.

Pascal Zufferey, Alexander So

Department of Musculoskeletal Medicine (DAL), Service de Rhumatologie (RHU),
Centre Hospitalier Universitaire Vaudois (CHUV), Lausanne, Switzerland

Correspondence to Dr Pascal Zufferey, Department of Musculoskeletal Medicine
(DAL), Service de Rhumatologie (RHU), Centre Hospitalier Universitaire Vaudois
(CHUV), Av. Pierre Decker 4, Lausanne 1011, Switzerland; pascal.zufferey@chuv.ch

Acknowledgements Drs Isabelle Fabreguet, Aubry-Rozier Bérengère, Pierre Alain
Varisco and Melanie Faucherre for referring patients for this study.

Competing interests None.

Provenance and peer review Not commissioned; externally peer reviewed.

Accepted 21 October 2012

Ann Rheum Dis 2012;0:1–2. doi:10.1136/annrheumdis-2012-202380

REFERENCES
1. Molloy ES, McCarthy GM. Hydroxyapatite deposition disease of the joint. Curr

Rheumatol Rep 2003;5:215–21.
2. Hurt G, Baker CL Jr. Calcific tendinitis of the shoulder. Orthop Clin North Am

2003;34:567–75.
3. Joosten LA, Ea HK, Netea MG, et al. Interleukin-1beta activation during acute joint

inflammation: a limited role for the NLRP3 inflammasome in vivo. Joint Bone Spine
2011;78:107–10.

4. Busso N, So A. Microcrystals as DAMPs and their role in joint inflammation.
Rheumatology 2012;51:1154–60.

5. Pazar B, Ea HK, Narayan S, et al. Basic calcium phosphate crystals induce
monocyte/macrophage IL-1beta secretion through the NLRP3 inflammasome in vitro.
J Immunol 2011;186:2495–502.

6. Kraus VB, Birmingham J, Stabler TV, et al. Effects of intraarticular IL1-Ra for acute
anterior cruciate ligament knee injury: a randomized controlled pilot trial
(NCT00332254). Osteoarthritis Cartilage 2012;20:271–8.

2 Ann Rheum Dis Month 2012 Vol 0 No 0

Letter

 group.bmj.com on August 12, 2014 - Published by ard.bmj.comDownloaded from 

http://ard.bmj.com/
http://group.bmj.com/


doi: 10.1136/annrheumdis-2012-202380
 published online November 10, 2012Ann Rheum Dis

 
Pascal Zufferey and Alexander So
 
calcific periarthritis of the shoulder
A pilot study of IL-1 inhibition in acute

 http://ard.bmj.com/content/early/2012/11/09/annrheumdis-2012-202380.full.html
Updated information and services can be found at: 

These include:

References
 http://ard.bmj.com/content/early/2012/11/09/annrheumdis-2012-202380.full.html#ref-list-1

This article cites 6 articles, 2 of which can be accessed free at:

P<P Published online November 10, 2012 in advance of the print journal.

service
Email alerting

the box at the top right corner of the online article.
Receive free email alerts when new articles cite this article. Sign up in

Notes

(DOIs) and date of initial publication. 
publication. Citations to Advance online articles must include the digital object identifier 
citable and establish publication priority; they are indexed by PubMed from initial
typeset, but have not not yet appeared in the paper journal. Advance online articles are 
Advance online articles have been peer reviewed, accepted for publication, edited and

 http://group.bmj.com/group/rights-licensing/permissions
To request permissions go to:

 http://journals.bmj.com/cgi/reprintform
To order reprints go to:

 http://group.bmj.com/subscribe/
To subscribe to BMJ go to:

 group.bmj.com on August 12, 2014 - Published by ard.bmj.comDownloaded from 

http://ard.bmj.com/content/early/2012/11/09/annrheumdis-2012-202380.full.html
http://ard.bmj.com/content/early/2012/11/09/annrheumdis-2012-202380.full.html#ref-list-1
http://group.bmj.com/group/rights-licensing/permissions
http://journals.bmj.com/cgi/reprintform
http://group.bmj.com/subscribe/
http://ard.bmj.com/
http://group.bmj.com/

