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We thank Chiche et al for their interest in our study. Sjogren’s syndrome (SS) patients 

consistently report profound, debilitating fatigue as the single symptom which most severely 

decreases their quality of life.  Although this information should inform drug development 

efforts, the voice of the patient has not been well represented in SS clinical trials.  The primary 

endpoint in many of the clinical studies over the past decade have relied on the European Union 

Against Rheumatism (EULAR) Sjogren’s Syndrome Disease Activity Index (ESSDAI), which 

does not measure fatigue or dryness, the chief complaints of these patients.  How the patient is 

feeling in response to an experimental medicine should be a central focus of drug development 

efforts in SS.  At the 2016 International Symposium on Sjogren’s Syndrome, a senior Food and 

Drug Administration (FDA) representative discussed the agency’s commitment to patient-

focused drug development as mandated by statute under the Prescription Drug User Fee Act 

(PDUFA-V), and encouraged sponsors to consider patient input during the drug development 

process.  Although sponsors have historically viewed the use of patient questionnaires in drug 

development with skepticism, a gradual but encouraging movement towards the use of patient 

reported outcome (PRO) measures is underway with several current SS clinical trials employing 

PRO instruments as the primary endpoint.  For example, Tarn et al. recently reported using PRO 

to stratify SS patients into four distinct pathobiological subtypes, further underscoring the value 

of PRO instruments in the assessment of SS patients (1). 

 

Our clinical trial, reported in a recent issue of Arthritis & Rheumatology, demonstrated the 

ability of RSLV-132, a catalytically active RNase enzyme, to induce a significant improvement 

in profound fatigue in this cohort of SS patients using three different, independent, validated 

PRO instruments, which was further corroborated by the finding of associated improvement in 

neurocognitive performance.  Interestingly, the impact of the drug on the interferon pathway was 

in stark contrast to our original hypothesis, specifically that digesting RNA complexed with anti-

Ro autoantibodies would decrease TLR7 activation and the production of interferon (as 

measured by surrogate interferon-inducible genes).  Instead, an increase in selected well-

characterized interferon-inducible genes was observed to correlate with an improvement in 

fatigue, challenging the role of interferon in mediating fatigue in SS as Chiche et al suggest.  Our 

study is the first interventional study in SS we are aware of that demonstrates the ability of a 

therapeutic agent to induce a significant improvement in fatigue coupled with an increase in 

selected interferon-inducible genes, raising the possibility that interferon activation may be 

beneficial in combating SS symptoms rather than causing them.  Although the findings of the 

study are very intriguing and may shed new light on the role of interferon in SS, the small size of 

the study requires replication in larger clinical studies.  We will examine the pharmacodynamic 

mechanism of RSLV-132 as it relates to the interferon pathway in our upcoming larger SS 

clinical studies. 
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