less managed care hassles (46%). CONCLUSIONS: Treatment history and DMT
selection drivers varied between patients with MS recently switched to different
anti-CD20 agents. OFA is more likely to be used later line compared with OCR and
among patients where the once-monthly subcutaneous dosing profile was influen-
tial in the switch decision. RTX, used off label for the treatment of MS, was used in
place of OCR when market access was a concern.
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BACKGROUND: Adherence to disease-modifying therapy (DMT) for patients with
multiple sclerosis (MS) can affect overall prognosis. Although DMT adherence rates
have been low and variable (61%-87%), health system specialty pharmacies provid-
ing comprehensive DMT management have demonstrated higher adherence, great-
er than 90%, in populations using this model. Additional data are needed to evalu-
ate the impact of the health system specialty pharmacy model on DMT adherence.
OBJECTIVES: To evaluate adherence to self-administered DMTs and factors associ-
ated with adherence among patients with MS treated in 4 health system—owned
specialty pharmacies. METHODS: This prospective cohort study included patients
diagnosed as having MS who filled 3 or more DMT prescriptions in 12 months at
1 of the 4 participating health system specialty pharmacies from January 2020
to June 2021. Patients were excluded if they became pregnant or died during the
study. Deidentified pharmacy dispensing data were aggregated from each site to
calculate adherence using proportion of days covered (PDC). The primary outcome
was PDC, calculated as the proportion of days with medication available between
the first and last fill within 12 months from the index prescription. Multiple logistic
regression was used to evaluate factors associated with DMT adherence; covariates
in the model included age, sex, insurance, presence of medication change, and
study site. RESULTS: This study included 968 patients with 10528 prescription fills.
Most patients were female (74%), with a median age of 51 years. Most participants
were commercially insured (52%). The most common medications were glatiramer
acetate (32%), fingolimod (18%), and dimethyl fumarate (18%). Patients had a
median of 12 fills, and 31 patients (3%) switched DMT during the study. Overall DMT
adherence was high, with a median PDC of 97% (interquartile range = 90%, 99%),
and similar across all sites. Patients without a DMT switch were 3.8 times more
likely to have a higher PDC than those who had at least 1 switch after adjusting for
other covariates (95% Cl, 2.1-6.9). CONCLUSIONS: This multisite prospective study
affirms reports of high DMT adherence in health system specialty pharmacies.
Patients who switched DMT during the study had lower adherence, indicating that
these patients may require close monitoring. Further research is needed to investi-
gate the financial and clinical outcomes tied to adherence.
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BACKGROUND: Ongoing disease activity may not be clinically apparent and may

remain under the threshold of detection. As such, it is possible that patients who
appear stable on their current disease-modifying therapy (DMT) would benefit from
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transitioning to a higher-efficacy agent. In addition, although serum neurofilament
light (NfL) holds promise as a potential biomarker for disease activity, the threshold
at which a patient with multiple sclerosis (MS) might benefit from a transition to a
higher-efficacy DMT is currently not defined. OBJECTIVES: The SOSTOS study (trial
registration: NCTo5090371) will assess whether patients with relapsing-remitting
MS (RRMS) without a relapse in the past year would benefit from a transition to ofa-
tumumab (OMB) vs continuing their current DMT. It also seeks to address whether
serum NfL levels before randomization can inform prediction of benefit from a
switch. METHODS: SOSTOS is a randomized, open-label, prospective, active-
comparator phase 4 study. It will include patients with RRMS, aged 18 to 45 years,
with an Expanded Disability Status Scale score of o to 5.5, with no relapse within
a year before randomization, and currently receiving an injectable/oral DMT for
at least 6 months before screening. After screening, patients will enter a 6-month
run-in period during which NfL levels will be obtained every 2 months. Patients will
then be randomized (1:1) to either switch to OMB or continue their current DMT,
and then will be followed for 15 months, with a 4-week safety follow-up. Propor-
tion of patients achieving no evidence of disease activity-3 (NEDA-3) (relapse free,
3-month clinical disability progression free, magnetic resonance imaging [MRI]
activity free) in months 3 to 15 will serve as the primary outcome. Key secondary
objectives include achievement of NEDA-3 by baseline NfL levels, various clinical
(NEDA, disability, relapse, MS functional composite-3) and conventional MRl met-
rics, patient-reported outcomes, brain volume loss, and safety/tolerability. Explor-
atory end points will include additional immunologic and biomarker assessments,
digital assessment of patient biometrics, and treatment adherence/persistence.
RESULTS: The study aims to enroll approximately 150 patients at up to 40 US and
10 Canadian centers. The first study visit is expected to occur in the first quarter
of 2022, with study completion in 2025. CONCLUSIONS: This study will provide
important information on the merit of continuing on an oral/injectable DMT vs
transitioning to OMB in patients with RRMS without a relapse in the past year but
with imaging/biomarker evidence of ongoing disease activity. It will also provide
insights on the utility of NfL as a potential biomarker to identify patients who could
clinically benefit from a switch to OMB.
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BACKGROUND: Increasing evidence suggests that in relapsing multiple sclerosis
(RMS), early signs of neuronal degeneration are dependent on inflammatory activ-
ity in the central nervous system (CNS). Previous investigations on the effect of MS
disease-modifying treatments on cerebrospinal fluid (CSF) immune biomarkers
reflect different features of MS immunopathogenesis. Cladribine tablets, approved
for RMS, are proposed to function as an immune reconstitution therapy with the
potential to exert effects within the CNS. Questions remain regarding the effect of
cladribine tablets on CSF biomarkers relevant to RMS. OBJECTIVES: To provide
initial assessment of mechanisms of action of cladribine tablets in RMS by assess-
ing blood and CSF levels of immune cells and soluble immunologic and neuronal
injury markers. METHODS: CLOCK-MS is an open-label, randomized, multicenter,
collaborative phase 4 biomarker research study. Approximately 50 patients aged
18 to 65 years with RMS initiating treatment with cladribine tablets per the US pre-
scribing information will participate. Patients will undergo CSF analysis at baseline
and be randomized 1:2:2:1 for a second CSF analysis at 5 weeks, 10 weeks, 1 year,
or 2 years. Blood samples before and after treatment (5 weeks, 10 weeks, 1 year,
or 2 years) will be examined along with features on magnetic resonance imaging.
Humoral vaccine responses will be captured in a subset of participants. RESULTS:
To date, 22 patients have been enrolled (11 men, 11 women). At study entry, mean
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