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Correspondence

Correspondence on ‘Interleukin 6 receptor
inhibition in primary Sjogren syndrome: a
multicentre double-blind randomised
controlled trial’

We read with interest the correspondence related to the article ‘Interleukin 6
receptor inhibition in primary Sjogren syndrome: a multicentre double-blind
randomised placebo-controlled trial” in which possible explanations for nega-
tive findings in recent phase III randomised controlled trials (RCTs) for primary
Sjdgren’s syndrome (pSS) are discussed, including the RCT with tocilizumab.'™
This is an important issue to raise, since there is still an unmet need for effective
treatment in pSS.

As discussed in these letters,”® most recent RCTs used the European League
Against Rheumatism (EULAR) Sjogren’s Syndrome Disease Activity Index
(ESSDAI) as primary endpoint. The ESSDAI is widely applied and seems suit-
able to assess systemic disease activity in clinical practice and in cohort studies
in a standardised way. However, there are some limitations to the ESSDAI as
primary endpoint in trials.* In addition to the points made by our colleagues,
it is important to note that in several RCTs, including the tocilizumab trial,
large response rates for the ESSDAI minimal clinically important improve-
ment (=3 points decrease) were seen in both the active treatment and placebo
groups.’ © With >50% placebo response rates, it is very difficult to demon-
strate superiority of active treatment.

As suggested by Wang et al,* salivary and lacrimal gland-centred outcome
measures might be better suited to use as endpoint. We agree this is relevant,
since these organs are primarily affected in pSS. In addition, symptoms like
fatigue and dryness should be evaluated, since patient-reported symptoms are
important for quality of life of patients with pSS, even more than systemic
disease activity.”® Also, the ESSDAI and EULAR Sjogren’s Syndrome Patient
Reported Index (ESSPRI) can best be used together to assess disease activity,
since they are complementary indices.” Therefore, we argue that a composite
endpoint including multiple important pSS features is more appropriate than
only ESSDAI or only gland function as primary endpoint in this complex
disease.

Within our multidisciplinary team, we have developed the composite of rele-
vant endpoints for Sjogren’s syndrome (CRESS), consisting of five items: systemic
disease activity, patient-reported symptoms, tear gland, salivary gland and serology.
CRESS response is defined as achieving response on at least three of the five items. '
Since with a composite endpoint response needs to be achieved on multiple items,
placebo response is expected to be lower, which is crucial to demonstrate treat-
ment efficacy. In the tocilizumab RCT of Felten et al,! ESSDAI response rates were
539% in the tocilizamab and 64% in the placebo group. Clinical, patient-reported,
gland-centred and immunological outcomes showed negative results, suggesting
no beneficial treatment effect from tocilizumab. Presumably, a composite endpoint
could have confirmed these results with lower response rates. Another advantage
is that a composite endpoint may facilitate a broader inclusion of patients with
pSS, since response is not only measured by systemic disease activity, but also, for
example, by improvement on fatigue and dryness. Especially in early disease, these
complaints can be very prominent.

In the CRESS, both the tear and salivary gland items consist of two comple-
mentary measurements. The tear gland item includes Schirmer’s Test and
Ocular Staining Score (OSS) and the salivary gland item includes unstimulated
whole salivary flow (UWS) and salivary gland ultrasonography (SGUS). We
believe that combining two measurements, each assessing different aspects,
gives a broad reflection of the glands. If OSS and SGUS are not available, the
concise CRESS can be used, leaving Schirmer’s Test and UWS for evaluation
of these items. Besides saliva production and SGUS, salivary gland biopsy
might be considered as additional tool for evaluation of the salivary glands.
This would preferably be included as secondary endpoint in clinical trials,
since it is not feasible to perform repeated biopsies in all patients. Although
the relationship between salivary gland histopathology and clinical symptoms
is not fully understood, evaluating histological changes in salivary glands is
of great importance to understand the mechanism of action of a treatment,
especially as salivary glands are a target organ that can easily be accessed.
Measurements of interest for this evaluation are area of infiltrate (CD45"
fraction), B-cell and T-cell numbers, level of organisation (eg, number of
CD21" networks and germinal centres) and presence and severity of lympho-
epithelial lesions. When combined with response on a composite endpoint,
this would add to our understanding of which histological changes occur in
patients who are (non-)responders.

To conclude, we agree with Wang et al” and Felten and Gottenberg® that
improvements in trial design are needed, with focus on the choice of a valid,
reliable, sensitive to change primary endpoint that lowers placebo effect and
can discriminate between treatment arms. The use of a composite endpoint,
combining disease activity and functional and serological parameters, like the

newly developed CRESS,'’ would benefit the search of effective treatments
in pSS.
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