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Sponsor 

Novartis Pharmaceuticals 

 

Generic Drug Name 

NA 

 

Trial Indication(s) 

Multiple Sclerosis 

 

Protocol Number 

COMB157G3001 

 

Protocol Title 

Risk perception in multiple sclerosis 

 

Clinical Trial Phase 

NA 

 

Phase of Drug Development 

NA 

 

Study Start/End Dates   

Study start date: 09/09/2021 

Study Completion date: 17/09/2021 
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Reason for Termination  

NA 

 

Study Design/Methodology 

This study was a retrospective, non-interventional, cross-sectional, multi-cohort study of patients clinically diagnosed with RMS (RRMS and 

SPMS). Patients were classified according to the immediate previous treatment in two groups, those who were prescribed with high efficacy 

treatments (HETs) and those who were prescribed with non-high efficacy treatments (non-HETs). HET include alemtuzumab, ofatumumab, 

ocrelizumab, natalizumab, cladribine, fingolimod and ozanimod; and non-HETs include molecules classified as with moderate or modest 

efficacy such as: interferons, glatiramer acetate, dimethyl fumarate and teriflunomide. 

The study cohort consisted of RMS patients identified in the Adelphi Real World MS DSP, which was current up until the Q2/2021. The study 

was using waves VI-IX of the Adelphi DSP dataset. 

Study period: Q1 2017 – Q1 & Q2 2021 (waves VI-IX of Adelphi DSP dataset). 

Identification period: Q1 2017 – Q1 & Q2 2021 (waves VI-IX of Adelphi DSP dataset). 

Index date: defined as the dates when the surveys were carried out (Q1 2017 – Q1 & Q2 2021). 

 

Centers 

Novartis Investigative Site 

Objectives: 

Primary objective(s) 

• To compare the treatment switches based on risk perception between patients treated previously with non-HET versus those treated 

previously with HET. 
 
Secondary objective(s) 

• To explore the top 3 reasons for switching patients treated previously with non-HET versus those treated previously with HET.  

• To estimate the number of patients who switched due to lack of efficacy in patients treated previously with non-HET versus those 

treated previously with HET. 
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• To assess to which molecule the patient was switched between patients treated previously with non-HET versus those treated 

previously with HET. 

• To assess the differences in clinical/demographics between patients treated previously with non-HET versus those treated previously 

with HET. 

 

Test Product (s), Dose(s), and Mode(s) of Administration 
 NA 

Statistical Methods  

Adelphi Real World performed all analyses. Unless otherwise stated, tables and figures were on all subjects included in the analysis set under 

consideration. 

Summary statistics was provided by groups and overall. Continuous endpoints were summarized using standard summary statistics (n, mean, 

standard deviation [SD], median, 25th and 75th percentiles, minimum, maximum and IQR) while categorical endpoints were summarized 

using frequency counts and percentages. A missing category was only presented when any patients reported with missing data. The maximum 

number of decimal places to be displayed was limited to three unless more than three were necessary (such as 0.0001 rather than 0.000 to 

show a small but non-zero SD). 

 

Study Population: Key Inclusion/Exclusion Criteria  

Inclusion criteria  

• Patients included in the database with a diagnosis of RRMS and SPMS. 

• Patients with current treatment at the index date. 

• Patients with previous treatment at the index date. 

• Patients to whom the physician decided to switch the treatment from the previous treatment to current treatment at the index date. 

• Patients (males & females) with 18 years or older at index date. 

 

Exclusion criteria 

• Patients included in the database with the diagnosis of primary progressive MS (PPMS). 

• Patients with other major neurological or psychiatric condition, which could potentially hinder the analysis. 
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Participant Flow 

The table below shows the attrition of RMS cohort currently treated with injectable DMTs for each selection criterion. A total of 4361 patients 

were analyzed for the secondary endpoint 3 and 4, and a total of 4129 patients whom the reason for switch from previous DMT provided by 

physician were included for the analysis of primary and secondary endpoint 1 and 2. 
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Baseline Characteristics 
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Primary Outcome Result(s) 
The primary endpoint was the proportion of patients who were switched based on risk perception (infections, malignancies, others) between 

groups at the country and regional level. 
 

Physicians’ risk perception of malignancies and infections as a reason for switching therapies stratified between previous non-HET and previous HET patients (global analysis) 
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Secondary Outcome Result(s) 

The secondary endpoint 1 was the ranking of the frequency of switches due to risk perception in both groups of patients. 
 
Physicians’ reasons for switching from previous treatment stratified between non-HET and HET groups (global analysis) 
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Secondary endpoint 2 was the proportion of patients who switched due to lack of efficacy due to new or enlarging lesions on MRI, increase 

in the frequency and/or severity of the relapses, progression in physical disability measured by EDSS or patient compliance issues between 

groups. 
 
Lack of efficacy between previous non-HET and previous HET groups (global analysis) 

 
 
 
Secondary endpoint 3 was the proportion of patients who changed treatment group versus patients who continued in the same treatment 

group. 

 
Molecule switched to stratified by previous non-HET and previous HET groups (global analysis) 
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The secondary endpoint 4 was to describe the variables such as number of relapses, EDSS, age, gender, employment status, diagnosis, 

disease, treatment history and country. (Refer to demographics section for the results) 
 

 

Safety Results 
Not applicable. 
 

Other Relevant Findings 
Not applicable. 
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Conclusion 
The use of non - High Efficacy Therapy (HET) treatment in MS (escalation approach) continues being dominant notwithstanding the erratic 

and frequently progressive and devastating course of the disease. MS initially affects young adults in the prime of life with well-known 

consequences (high score in Expanded Disability Status Scale (EDSS), less people working full time, frequent hospitalizations, need of nurses 

or caregivers, etc.). New, high active Disease Modifying Therapies (DMTs) are perceived to come with a high cost of frequent adverse events 

and safety concerns. The study showed that this risk perception is not the main driver for switching, the most frequent cause being the lack of 

efficacy. The high turnover between molecules due to lack of efficacy exposes the patient to wash-out periods and potential additive effects 

on the immune system through different mechanisms of actions, in addition of missing the opportunity to treat the patient with potent anti-

inflammatory molecules in the precise moment when the inflammation drives the physiopathology of the disease. 

 

The study found a profound mismatch between the high number of patients switching from non-HET treatment due to lack of efficacy and the 

low level of risk perception due to safety concerns. HET could be used early on in the MS treatment paradigm, thereby ensuring patients’ 

control of their disease combined with a proper monitoring process. 

 
Date of Clinical Study Report 

28 January, 2022 
 


