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1. INTRODUCTION 

1.1 PURPOSE OF THE STATISTICAL ANALYSIS PLAN 

This statistical analysis plan (SAP) provides guidelines for the analysis and presentation of results for the TikoMed ALS trial. 

This plan, along with all other documents relating to the analysis of this trial, will be stored in the ‘Statistical 

Documentation’ section of the Trial Master File. The statistical analysis will be carried out by the Trial Statistician. 

2. TIMING AND REPORTING OF INTERIM AND FINAL ANALYSES  

INTERIM ANALYSES 

Interim analyses of safety outcomes and available efficacy outcomes will be presented to the relevant independent 

oversight committee after the sentinel patients and periodically thereafter.  

Furthermore, we propose to conduct and submit for publication an analysis of available primary and secondary outcomes 

for the first five patients after the fifth patient has been evaluated to the fullest extent over the initial 10 week dosing 

period. 

FINAL ANALYSIS 

We will seek to conduct and distribute for publication the final analysis within 6 months of the final protocol assessment 

of the final patient. 

3. ANALYSIS 

3.1 DEFINITION AND CALCULATION OF OUTCOME MEASURES 

Outcome measures are identified in the trial protocol. 

3.2 DESCRIPTIVE ANALYSES 

Numerical outcomes will be summarised and presented as means and standard deviations where the outcome is 

approximately normal; or median and inter-quartile ranges where non-normal. 

SAFETY 

The number of SAEs and AEs will be calculated and summarised. Furthermore, the number of patients experiencing each 

will be calculated. Each of these analyses will be broken down by grade, relatedness, event type (admitting event for 

SAEs); expectedness (SAEs only) and sequelae (SAEs only). 

TOLERABILITY 

Line listings for all intolerable adverse events will be given. The number of intolerable events will be calculated for each 

patient and summarised. 

QUANTITY OF STUDY DRUG ADMINISTERED 
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Total drug administered, number of administrations, number and length of interruptions, and number of discontinuations 

will be calculated for each patient and summarised. 

ALSFRS-R & ALSAQ-40 

ALSFRS-R and ALSAQ-40 are very granular ordinal variables. They have 49 and 101 levels respectively so a categorical 

analysis is not feasible. There are many instances in the literature of these outcomes being analysed as numbers1-5. As 

such, we will analyse these outcomes as numbers using the method described below for repeated measures. 

The PRO-ACT database (https://nctu.partners.org/ProACT) has collated the outcomes, including ALSFRS-R, of thousands of 

ALS patients. We will construct priors based on this data for use in a Bayesian analysis. 

Refer to the following for how to cite the PRO-ACT database: 

https://nctu.partners.org/ProACT/Document/DisplayLatest/6 

3.2.1 METHODS 

REPEATED MEASURES 

Repeated measures numerical outcomes will be analysed by hierarchical models, with patient-level effects to account for 

baseline value and progression with respect to time. Transformations of the time variable and smoothed terms (e.g. 

splines) will be considered if the outcomes are found to be non-linear in time. 

3.2.2 SAMPLE SIZE DETERMINATIONS 

No sample size calculations have been undertaken. The sample size has been selected based on what is feasible to be 

recruited at a single centre in a reasonable timeframe for this phase of clinical trial. 

3.3 SUBGROUP ANALYSIS 

There are no sub-group analyses planned. 

4. STATISTICAL SOFTWARE 

Analysis will be conducted using R and associated packages. 

5. STORAGE AND ARCHIVING 

Snapshots of data for analyses related to DMC meetings will be stored in: 

T:\Trials Work\D3B\TikoMed\ALS\DMC\YYYYMMDD\Analysis\Snapshots\<Date of snapshot YYYYMMDD>\ 

Snapshots of data for analyses related to publications (including abstracts and presentations) will be stored in: 

T:\Trials Work\D3B\TikoMed\ALS\Publications\<publication id\YYYYMMDD\Analysis\Snapshots\<Date of snapshot 

YYYYMMDD>\ 

Snapshots of data for analyses related to the end of trial report will be stored in: 

https://nctu.partners.org/ProACT
https://nctu.partners.org/ProACT/Document/DisplayLatest/6
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T:\Trials Work\D3B\TikoMed\ALS\End of trial\YYYYMMDD>\Analysis\Snapshots\<Date of snapshot YYYYMMDD>\ 

Analysis programs will be stored in: 

T:\Code\R\CRCTU\Trials\D3B\TikoMed\ALS\ 
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