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INTRODUCTION

Effect of evobrutinib, a Bruton’s tyrosine kinase inhibitor, 
on patient-reported vitality and mental health in patients 
with relapsing multiple sclerosis in a Phase 2 trial
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METHODS

RESULTS

OBJECTIVES

• To assess the effect of evobrutinib on
SF-36 vitality and mental health scores
during the 48-week DBP and ongoing OLE

• To evaluate the effect of evobrutinib on
PROMIS Fatigue T-scores through
conversion of SF-36 vitality scores

• Evobrutinib is an oral, CNS-penetrant, and highly selective BTK inhibitor with promising efficacy
and safety over 4.5 years in a Phase 2 and ongoing OLE study in RMS (NCT02975349)1–4

– Evobrutinib is currently being assessed in two ongoing Phase 3 trials (NCT04338022 and
NCT04338061) for RMS

• With MS severely impacting quality of life, and 80% of people with MS experiencing fatigue, we
report the effects of evobrutinib on patient-reported outcomes comprising vitality and mental
health during the 48-week DBP of the ongoing Phase 2 programme5–6

CONCLUSIONS

Evobrutinib 75 mg BID significantly 
improved SF-36 mental component 
summary, vitality, and mental health 
scores from baseline to Week 48, 
compared to PBO/EVO low dose

Evobrutinib 75 mg BID had a clear benefit over lower doses and 
QD dosing scheme on clinically meaningful changes to vitality and 
mental health scores

Conversion to PROMIS Fatigue T-scores provides early evidence 
that evobrutinib may improve fatigue in people with RMS

• Patients receiving evobrutinib 75 mg BID in the DBP experienced notable improvements from baseline to Week 48 in MCS (p=0.0591; Figure 3A) and significant
improvements compared to PBO/EVO low dose for vitality (p=0.0032; Figure 3B) and mental health (p=0.0365; Figure 3C)

• This treatment benefit of evobrutinib on vitality and mental health was maintained in the OLE period up to Week 240 (data not shown)
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• SF-36 was evaluated at screening and all trial visits (Figure 1), with a focus on MCS for this analysis (Figure 2)7

• SF-36 vitality scores were converted into PROMIS Fatigue T-scores using the PROsetta stone method8

• Patients in the placebo/evobrutinib 25 mg QD and the evobrutinib 25 mg QD arms have been pooled into a “PBO/EVO low dose” group in this analysis

• Nominal p-values were generated from MMRM for comparing the treatment effect of evobrutinib 75 mg BID and QD groups versus PBO/EVO low dose

Figure 1: Phase 2 DBP and OLE study design

• PROMIS Fatigue T-scores were significantly improved with evobrutinib
75 mg BID compared to PBO/EVO low dose (Figure 5)

Figure 5. PROMIS Fatigue T-score (SF-36 VT score) up to Week 48

Figure 3. SF-36 scores up to Week 48

Figure 4: Clinically meaningful change from baseline to Week 48 (≥5 points)

Figure 2: SF-36 components

• Numerically more patients experienced clinically meaningful improvements
(≥5 points) from baseline in vitality and mental health, and fewer had clinically
meaningful worsening, with evobrutinib 75 mg BID at Week 48 than with
the lower doses10 (Figure 4)

Vitality and mental health: clinically meaningful change to Week 48

Vitality and mental health: change from baseline to Week 48

PROMIS Fatigue T-score change to Week 48

*SF-36 consists of eight subscales and two component summary scores representing
physical health (PCS) and mental health (MCS); each subscale ranges from 0 to 100,
with higher scores indicating better health.
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Physical functioning (10 items)

Role-physical (4 items)

Bodily pain (2 items)

General health (5 items)
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Mental health (5 items)
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A. Mental component summary scores B. Vitality C. Mental health

Abbreviations: BID, twice daily; BL, baseline; BTK, Bruton’s tyrosine kinase; CNS, central nervous system; DBP, double-blind period; DMF, dimethyl fumarate; EVO, evobrutinib; MCS, mental component summary; MH, mental health; MMRM, Mixed Models for Repeated Measures; MS, multiple sclerosis; OLE, open-label 
extension; PBO, placebo; PCS, physical component summary; PROMIS, Patient-Reported Outcome Measurement Information System; QD, once daily; R, randomisation; RMS, relapsing multiple sclerosis; SD, standard deviation; SE, standard error; SF-36, 36-Item Short Form; VT, vitality; Tx, treatment
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Supplementary information

The 36-item short form health survey questionnaire1–3

3a Limited doing vigorous activities

3b Limited doing moderate activities

3c Limited lifting or carrying groceries

3d Limited climbing several flights of stairs

3e Limited climbing one flight of stairs

3f Limited bending, kneeling, stooping

3g Limited walking more than a mile

3h Limited walking half a mile

3i Limited walking one hundred yards

3j Limited bathing or dressing yourself

4a Cut down amount of time spent on work

4b Accomplished less than would like

4c Limited in the kind of work

4d Difficulty performing the work

7 Pain – magnitude

8 Pain – interference with work

1 Overall rating of general health

11a I seem to get sick easier than others

11b I am as healthy as anyone I know

11c I expect my health to get worse

11d My health is excellent

Physical 
functioning

Role-physical

Bodily pain

General health

Physical health
(PCS)

Item Scale Summary measure

5a Cut down time spent working

5b Accomplished less than would like

5c Did not do work as carefully as usual

9a Did you feel full of life?

9b Did you have a lot of energy?

9c Did you feel worn out?

9d Did you feel tired?

Vitality

6 Social activities – extent of limitations

7 Social activities – time of limitations

Social 
functioning

Role-emotional

9b Have you been a nervous person?

9c Have you felt down in the dumps?

9d Have you felt calm and peaceful?

9f Have you felt downhearted and low?

3h Have you been a happy person?

Mental health

Mental health
(MCS)
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