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The 2017 ACR meeting saw the reporting 
of a large number of interesting clinical 
trials that could result in new therapeutic 
options for patients with SSc over the 
coming years.  

Anabasum is a non-immunosuppressive, 
synthetic, orally administered selective 
Cannabinoid Receptor Type 2 agonist.  The 
results of a double-blind, randomized 
placebo-controlled 16-week phase 2 trial 
investigating the efficacy of anabasum 
(JBT-101) in patients with diffuse SSc≤6 
years duration were reported by Spiera et 
al. [1]. Subjects received anabasum 5 mg 
QD, 20 mg QD, or 20 mg BID x 4 weeks, 
then 20 mg BID x 8 weeks, or PBO x 12 
weeks.  Subjects were followed off study 
drug x 4 weeks.  The primary efficacy 
outcome was ACR Combined Response 
Index in diffuse cutaneous Systemic 
Sclerosis (CRISS). Twenty-seven patients 
received anabasum, 15 received placebo.  
No serious adverse event was observed in 
treatment group. Patients who received 
anabasum had greater improvement (and 
less worsening) in individual CRISS 
measures including modified Rodnan Skin 
Score, Patient Global Assessment, 
Physician Global Assessment, and HAQ-DI 
and in overall ACR CRISS scores than 
placebo over 16 weeks [1]. An open label 
extension of anabasum 20 mg BID included 
36 patients followed-up for a median of 
194 days (range 25-207) [2].  During the 
observation period no drug 
discontinuation due to anabasum occurred 
and the overall safety was acceptable. Skin 
induration also improved, but the lack of a 
control arm in this open-label extension 
has to be acknowledged. Further testing of 
this drug for the treatment of dcSSc 
patients shall be eagerly awaited [2]. Post-
hoc analyses of the Scleroderma Lung 
Study (SLS) I and II were presented at the 
meeting. A comparison of 
cyclophosphamide-treated patients in the 
2 trials was performed. Oral 
cyclophosphamide led to similar 
improvements in lung function in both SLS 
I and SLS II, but the effects were not 
sustained following cyclophosphamide 
cessation [3] . This observation suggests 
the need of a long-term 
immunosuppressive therapy for these 
patients. A separate analysis of the 2 trials 
found that a decline in FVC over 2 years 
was a better predictor of mortality than 
baseline FVC alone [4]. 

Gastrointestinal disease in SSc is a major 
cause of morbidity but a relatively 
neglected area of therapeutics. It was 
therefore pleasing to see attempts at a 
double-blind, placebo-controlled, 
randomized clinical trial enrolling 73 SSc 

patients investigating the effect of 
probiotics for the control of 
gastrointestinal symptoms [5]. Patients 
with a moderate-to-severe total score 
(0.5–3.00) on the University of California 
Los Angeles Scleroderma Clinical Trial 
Consortium Gastrointestinal Tract 
Instrument 2.0 (UCLA GIT 2.0) were 
randomized to receive probiotics (1 
capsule/day of Lactobacillus paracasei, L. 
rhamnosus, L. acidophillus and 
Bifidobacterium lactis, 109 colony-forming 
units per capsule) or placebo for 8 weeks. 
After 8 weeks, an observed improvement 
in UCLA GIT 2.0 total score (primary 
outcome of the trial) was indentified in 
both groups (P<0.001), but the changes 
were not different between treated 
patients and controls (P=0.934) [5].  

Another challenging area of therapeutics is 
peripheral vascular disease which formed 
the focus of 2 controlled studies. Nazarinia 
et al. reported the results of a randomized 
trial investigating the efficacy of diltiazem 
on healing process of digital ulcers (DU) [6]. 
Ninety patients were randomized to 
receive Diltazem gel 2%, Nitroglycerin 
ointment 2% or placebo (Vaseline).  The 
topical interventions were applied 2 times 
per day for 8 weeks. The mean diameter of 
the ulcers at the end of the study 
compared to the beginning of the study 
was significantly lower in all three studied 
groups, but patients treated with diltiazem 
had a significantly higher reduction in the 
size of DU compared to topical 
nitroglycerin and placebo (P=0.04) [6]. The 
safety profile of diltiazem appeared better 
than that of nitroglycerin [6]. The present 
study suggests that diltiazem can 
represent an additional useful tool to allow 
healing of digital ulcers in SSc patients.  A 
separate double-blind crossover study 
demonstrated that 0.9% nitroglycerine 
(NTG) in a microemulsion formulation was 
not superior to vehicle placebo in reducing 
symptoms of Raynaud’s phenomenon 
during a controlled cold challenge  despite 
an observed clinically meaningful response 
in reporting symptoms in both groups [7]. 
There were promising results from an 
uncontrolled study investigating the role of 
aminaphtone, a vasoactive drug added to 
routine treatments for the control of 
Raynaud’s phenomenon. Improvement of  
both Raynaud condition score (RCS) and 
peripheral blood perfusion were observed 
up to 24 weeks [8].  A randomized 
controlled trial would be of value to 
confirm these findings.  Non-
pharmacological approaches were also 
considered for cutaneous vascular 
diseases. For example, one study examined 
low-energy extracorporeal shock wave 
therapy (ESWT) for treatment of refractory 
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skin ulcers in a non-randomized controlled 
trial [9]. Sixty patients with inadequate 
response to intravenous prostaglandin 
therapy received either ESWT (n=30) or 
conventional therapy (n=30). In patients 
treated by ESWT, the mean decrease in the 
number of ulcers at 8 weeks was 
significantly higher than that that observed 
in control group (4.47 versus 0.83; 
P<0.0001) [9]. Furthermore, a higher 
proportion of ESWT-treated patients 
experienced a >70% decrease in the overall 
number of ulcers at 8 weeks (70% versus 
27%; P<0.0008) [9]. No serious adverse 
events associated with ESWT were 
reported during the study period and this 
treatment should be examined further in a 
randomised controlled trial setting. 

Our patients regularly enquire about self-
management approaches to managing SSc. 
One study reported the results of a small, 
short, randomized controlled trial 
suggesting the usefulness of practicing 
hand home exercise to improve handgrip 
strength [10]. Patients were randomized to 
either exercise (n=16) or control (n=14) 
groups. The intervention consisted of a 
single hand exercise training applied by a 
medical doctor, and then by 8-week home 
exercises (isometric hand exercise and self-
administered stretching). Hand functions 
was assessed by Hand Mobility in 
Scleroderma (HAMIS) and Duruöz Hand 
Index (DHI). Patients randomized in 
intervention group experienced a 
significant higher improvement in hand 
strength, but also in overall hand function 
and quality of life than control group [10].  
It remains to be seen whether the benefits 
of such interventions persist after 
completion of the study. A separate study 
assessed the feasibility and the clinical 
benefit of an intervention tailored to early 
SSc patients with hand contractures [11]. 
The intervention, involving an 
occupational therapist, heat, mobility and 
range of motion exercises, and the use of 
device improving the lymphatic system 
function resulted was found to be 
beneficial and feasible [11]. Further studies 
are needed to better define the exact role 
of such interventions in the management 
of such patients.  

Valuable practice-based evidence was 
reported from uncontrolled studies 
reporting the safety and efficacy of 
rituximab in 24 patients with systemic 
sclerosis-related interstitial lung disease 
treated for a median of 40 months [12], the 
potential steroid-sparing effect of 
immunoglobulins for the  treatment of SSc-
related myositis refractory to other 
treatments [13] and a report on potential 
factors determining outcome following 
autologous hematopoietic stem cell 
transplantation (HSCT) in 14 severe SSc 
patients that highlighted safety issues of 

HSCT and the need to carefully select our 
patients [14]. Another prospective open-
label national study suggests adjunct 
therapy with bosentan does not offer a 
clinical benefit following a scleroderma 
renal crisis [15]. 

Conclusions 

The selection of abstracts reported here 
provides a synopsis of some of the exciting 
and influential research presented for the 
first time at the 2017 American College of 
Rheumatology Annual Meeting. Inevitably, 
an exercise such as this is inherently 
subjective and will inadvertently omit 
important research findings whose 
significance will have important and far-
reaching effects on our understanding of 
scleroderma and related disorders in the 
future. Nonetheless, we hope we have 
compiled a selection of some of the 
meeting’s highlights whose full 
manuscripts we shall eagerly await. We 
hope this synopsis will be of interest to 
investigators who could not attend the 
meeting in person and alert interested 
clinicians and investigators to eagerly 
awaited manuscripts that shall provide a 
more detailed account of the important 
work being undertaken globally to better 
understand, investigate and manage this 
unyielding disease. 
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