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LIST OF ABBREVIATIONS
AA Alzheimer’s Association
AChEI acetylcholinesterase inhibitor
ADAS-cog;; | Alzheimer's Disease Assessment Scale — Cognitive Subscale (11-item)
ADCS-ADL 3 | Alzheimer’s Disease Cooperative Study — Activities of Daily Living
ADCS-CGIC | Alzheimer’s Disease Cooperative Study — Clinical Global Impression
of Change
ADNI Alzheimer’s Disease Neuroimaging Initiative
AE adverse event
AESI adverse event of specia interest
ALT alanine aminotransferase
ANCOVA Analysis of covariance
ApoE Apolipoprotein E
ARIA amyloid related imaging abnormalities
AST aspartate aminotransferase
ATC Anatomical Therapeutic Chemical
BADL Basic-ADL
BBSI brain boundary shift integral
BMI body mass index
BP blood pressure
bpm beats per minute
CBC complete blood count
CDR Clinica Dementia Rating
CK creatine kinase
Cl confidence interval
cm centimeter(s)
CDR Clinica Dementia Rating
CrCl creatinine clearance
CRF case report form
CRO clinical research organization
CSF certain cerebrospinal fluid
CSR clinical study report

TauRx Final 005 SAP 30JUNE2016

Page 6 of 89 CONFIDENTIAL



TauRx Therapeutics Ltd

TRx-237-005

Statistical Analysis Plan

30 June 2016

LIST OF ABBREVIATIONS

C-SSRS Columbia-Suicide Severity Rating Scale
DBP diastolic blood pressure

DDE drug dictionary enhanced

DSMB Data and Safety Monitoring Board

ECG Electrocardiogram

eGFR estimated glomerular filtration rate

EMA European Medicines Agency

FDA Food and Drug Administration

FDG-PET 18F_f|uorodeoxygl ucose positron emission tomography
g, kg, mg gram(s), kilogram, milligram

G6PD Glucose-6-phosphate dehydrogenase

GEE Generalized Estimating Equation

GGT gamma-glutamyl transpeptidase

HBSI Hippocampal Boundary Shift Integral
HTLV-III Human T-Cell Lymphocytic Virus Type Il
HR heart rate

ICF Informed Consent Form

ITT Intent-to-Treat

LDH |actate dehydrogenase

LMTM |euco-methylthioninium bis(hydromethanesul fonate)
LOCF last observation carried forward

LZCE last z-score carried forward

MADRS Montgomery-Asberg Depression Rating Scale
MCV mean cell volume

MedDRA Medical Dictionary for Regulatory Activities
MetHb Methemoglobin

MMSE Mini-Mental State Examination

MRI Magnetic Resonance Imaging

MT M ethylthioninium

NIA the National Institute of Aging

NP Neuropsychiatric Inventory
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LIST OF ABBREVIATIONS

PP Per Protocol

QTcB Bazett’s QT correction

QTcF Fridericia’s QT correction

RTF rich text format

RUD Resource Utilization in Dementia

SAE serious adverse event

SAP statistical analysis plan

SBP systolic blood pressure

SD standard deviation

Sl The International System of Units

SSRI sel ective serotonin reuptake inhibitor

TEAE treatment-emergent adverse event

TSH thyroid stimulating hormone

VV Ventricular Volume

WBV whole brain volume

WHO World Health Organization
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DEFINITIONS

Adverse Event (AE) An adverse event is any untoward medical occurrencein a

Adverse Events of Specid
Interest (AESI)

Intent-to-Treat (ITT)
Population

Modified Intent-to-Treat
(MITT) Population

Per-Protocol (PP)
Population
MRI Imaging Population

PET Imaging Population

patient or clinical investigation subject which does not
necessarily have a causal relationship with treatment. An
AE can therefore be any unfavorable and unintended sign
(including an abnormal laboratory finding, for example),
symptom, or disease, whether or not considered related to
the medicinal product.
AESIs, as specified by the protocol, include:
M ethemoglobin values > 3.5% (confirmed on
repeat result), signs or symptoms consistent with
methemoglobinemia or hemolytic anemia, or
observation of Heinz bodies
A case meeting any one of the four criteriafor
serotonin syndrome
Any possible case of amyloid related imaging
abnormalities (ARIA)
All randomized subjects

All randomized subjects who take at |east one dose of the
study drug and have both a baseline and at least one
post-baseline efficacy assessment of ADAS-cog;1 or
ADCS-ADL 23 prior to the 4-week post-dose follow-up
assessment.

All MITT population subjects who do not have any
important protocol deviations.

The MRI imaging population will include all subjects
with a Screening/Baseline and at least one valid
post-baseline volumetric assessment; subjects with an
intercurrent medical event that could confound the
volumetric measurement will be identified prior to
unblinding and they will be excluded from the MRI
imaging population.

The PET population will include al subjects with a
Screening/Baseline PET scan and at least one valid
post-baseline volumetric assessment; subjects with an
intercurrent medical event that could confound the PET
measurement will be identified prior to unblinding and
they will be excluded from the PET imaging popul ation.
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Safety Population All randomized subjectswho take at |east one dose of study
drug.
Serious AE (SAE) A serious adverse event (SAE) is an adverse event that

Treatment-emergent AE
(TEAE)

resultsin any of the following outcomes: death,
life-threatening, persistent or significant
disability/incapacity, requires or prolongs in-patient
hospitalization, and congenital anomaly/birth defect. A
medically significant AE is also an SAE.

AEs with an onset time on or after the time of the initial
dose of study drug or that worsen in intensity or treatment
attribution.
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1. INTRODUCTION

This document outlines the statistical methods to be implemented during the analyses of
data collected within the scope of TauRx Therapeutics Ltd Protocol TRx-237-005
[Randomized, Double-Blind, Placebo-Controlled, Parallel-Group, 18-Month Tria of

L euco-methylthioninium bis(hydromethanesulfonate) in Subjects with Mild Alzheimer's
Disease]. The purpose of thisplanisto provide specific guidelinesfromwhich theanalysis
will proceed. Any deviations from these guidelines will be documented in the clinical
study report (CSR).

2. STUDY OBJECTIVES

The primary objectives of this double-blind, placebo-controlled, parallel-group,
randomized, 18-month, study of LMTM 8mg/ day given alone and 200 mg/day given aone
in subjects with mild Alzheimer’s disease are stated below.

1. Todemonstrate clinical efficacy of leuco-methylthioninium
bis(hydromethanesulfonate) (also known as LMTM, TRx0237) in mild
Alzheimer’s disease based on change from baseline on the following co-primary
endpoints:

Alzheimer’s Disease Assessment Scale — Cognitive Subscale
(ADAS-cog:1)

Alzheimer’s Disease Cooperative Study — Activities of Daily Living
(ADCS-ADL )

2. To assessthe safety and tolerability of LMTM 8mg/day as well as 200 mg/day
given for up to 78 weeks

The secondary objectives are:

3. To further demonstrate disease modification based on the following key secondary
endpoint:

Reduction of worsening of brain atrophy as measured by an increase in
Ventricular Volume (VV) quantified by the ventricular boundary shift integral
through MRI imaging

4. To evauate the effect of LMTM on a global measure, Alzheimer’s Disease
Cooperative Study — Clinical Global Impression of Change (ADCS-CGIC) -
independently rated
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5. Toevaluate the effects of LMTM on other aspects of Alzheimer’s disease including
cognition (Mini-Mental Status Examination [MMSE]), behavior (neuropsychiatric
inventory, NPI), and mood (Montgomery-Asberg Depressoin Rating Scale,
MADRS)

The exploratory objectives are:

6. To determine the effects of LMTM on Alzheimer’s disease modification by
showing an effect on brain atrophy quantified by a reduction in Whole Brain
Volume using change from baseline as measured by the brain boundary shift
integral (BBSI) and decline in hippocampal and temporoparietal volume as
evauated by MRI

7. Toevaluatethe effect of LMTM on Alzheimer’s disease modification as evidenced
by reduction in decline in glucose uptake in the mean of left and right temporal
lobes on *®F-fluorodeoxyglucose positron emission tomography (FDG-PET)
imaging

8. To determine the effects of LMTM on resource utilization using the Resource
Utilization in Dementia (RUD) Lite

9. To explore changes in certain cerebrospinal fluid (CSF) biomarkers of Alzheimer’s
disease (total tau, phospho-tau, and AB1-42) in subjects who are mentally capable
of providing their own separate informed consent and specifically agree to have
lumbar puncture performed

10. To explore the influence of the Apolipoprotein E (ApoE) genotype on the primary
and selected secondary outcomes (in subjects by or for whom Igally acceptable
consent is provided)

3. STUDY DESIGN AND PLAN

This study is a multinational, randomized, placebo-controlled, double-blind,
parallel-group, 78-week outpatient study with eight post-baseline on-treatment visits
planned (Visits 3 -10), followed by an off-treatment follow-up for all subjectsto occur 4
weeks after completion of randomized treatment (Visit 11) in subjects with mild
Alzheimer’s disease (Clinical Dementia Rating (CDR) global score of 0.5 or 1 and
Mini-Mental State Examination (MM SE) of 20 to 26, inclusive).

The study is being conducted at approximately 108 study sites in the Americas (US,
Canada), Europe, and Australia.
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Eligibility for enrollment is assessed initially at one or more Screening visits, which are to
occur within 6 weeks (42 days) of Baseline. A centrally-read MRI of the brain isincluded
as part of Screening.

Subjects enrolled into this study are to have a diagnosis of dementia and probable
Alzheimer’s disease according to the criteria of the National Institute of Aging (NIA) /
Alzheimer’s Association (AA). Subjects are to have Alzheimer’s disease of mild severity,
asindicated by a Clinical Dementia Rating (CDR) total score (sometimes referred to as
global score) of 0.5 or 1 and aMini-Mental State Examination (MM SE) score of 20 to 26
(inclusive) at Screening (Visit 1).

Eligible subjects are randomly assigned in a1:1 ratio at the Baseline visit to either the
LMTM 200 mg/day group, or the placebo group. A central randomization list is used, with
the randomization scheme stratified by use of AChEI and/or memantine (current ongoing
use or not ongoing use), geographic region (the Americas, Europe/Australia), and
screening severity (CDR of 0.5 or 1).

Baseline efficacy and safety assessments as well as exploratory imaging for disease
modification are obtained prior to the start of treatment and repeated at designated visits
throughout the treatment period. The CDR total score and MM SE are rated at Screening
(Visit 1). The efficacy assessments, i.e., the ADAS-cogi1, ADCS-ADL 3 and ADCS-CGIC
arerated at Baseline (Visit 2, pre-dose) for enrolled subjects and repeated on-treatment at
Weeks 13, 26, 39, 52, 65, and 78 (Visits 5, 6, 7, 8, 9 and 10 or earlier, upon study
discontinuation) by assessorg/raters who are not involved in the assessment of safety. The
ADCS-CGIC can only be rated by an independent rater not involved in other efficacy or
safety assessments (Baseline efficacy assessments can be made on the day before
randomization and dosing.) The MM SE, NPI and MADRS are rated after 26, 52, and 78
weeks of treatment. All, except NPl and MADRS are repeated at the 4-week off-treatment
follow-up visit (Visit 11).

The pharmacoeconomic assessment using the RUD Liteisrated at Baseline (Visit 2,
pre-dose), and after 26, 52, and 78 weeks of treatment.

Brain MRI (obtained approximately every 13 weeks) will be evaluated to determine
whether there is achange in brain atrophy rates as quantified by areduction of whole brain,
volume, an increase in ventricular volume and a reduction in hippocampal and
temporoparietal atrophy rates over the period of the study. FDG-PET isto be performed
within the 42 days before Baseline and after 39 and 78 weeks of treatment. The purposeis
to assess reduction in decline of glucose uptake in the temporal lobes. Change in whole
brain, ventricular, hippocampal and temporoparietal volumes are to be quantified at the

TauRx Final 005 SAP 30JUNE2016 Page 13 of 89 CONFIDENTIAL



TauRx Therapeutics Ltd Statistical Analysis Plan
TRx-237-005 30 June 2016

imaging core laboratory. FDG-PET datais to be evaluated by an independent, nuclear
physician who is experienced in neuro PET, not involved in the clinical conduct of the
study, and trained on the study endpoints; these are further described in Section 9.1 of the
protocol.

Safety assessments are performed throughout study participation, including at Visit 2
(prior to dosing and during the 4-hour post-dose evaluation) and during the treatment
period. Study visits during the treatment period are to occur at time points approximately 2,
6, 13, 26, 39, 52, 65, and 78 weeks after Baseline. At each in-clinic visit, adverse events
(AEs) are to be recorded, vital signs measured, ECGs obtained, targeted physical and
neurological examinations performed, clinical laboratory testing (e.g., hematology, serum
chemistry panels, urinalysis, Vitamin B1, and folate) performed, Columbia-Suicide
Severity Rating Scale (C-SSRS) rated, potential for serotonin toxicity assessed, serum
pregnancy test performed (women of childbearing potential only) and MetHb and oxygen
saturation measured by pulse co-oximetry. These assessments are also conducted at a
4-week post-treatment follow-up visit (Visit 11). TSH isto be measured after 26, 52, and
78 weeks of treatment with athyroid hormone panel obtained in the event of abnormality.
Subjects are aso to be followed for occurrence of ARIA by MRI performed after 13, 26,
39, 52, 65, and 78 weeks of treatment. If ARIA isreported, subjects are to be re-scanned
every 6 weeks after discontinuation of study drug until imaging abnormalities are resolved
or stabilized (based on at |east three follow-up scans).

During intervening times, caregivers are to be contacted by telephone at approximately 9,
19, 32, 45, 58, and 71 weeks. Additional telephone contacts are to occur in subjects
entering the study on serotonergic medication; in addition to in-clinic observation,
caregivers areto be contacted by telephone at 5-7, >7-14, >14-24, 44-52, and 68-76 hours
after the first dose of study drug (with aminimum of 1 hour between contacts).

CSF biomarkers are to be explored for a subset of subjects who are mentally capable of
providing their own separate informed consent and specifically agree to have lumbar
puncture performed. Baseline CSF samples may be collected any time prior to the first
dose of study drug so long as all screening procedures have been completed and subject
eligibility and willingness to continue have been confirmed. A subsequent sample isto be
collected at the end of treatment (Week 78 or upon early termination).

Apolipoprotein E (ApoE) genotype also is to be determined for subjects for whom legally
acceptable consent is obtained. A single blood sample may be collected any time after
eligibility for randomization and continued participation in the study has been confirmed at
Baseline (Visit 2).
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Blood isto be collected for determination of MT concentrations prior to dosing (Visit 2)
and approximately 3.5 hours after the first dose. Blood is also to be collected at all
subsequent visits during the treatment period (after ECG recording). These collections are
restricted to those sites with arefrigerated centrifuge and appropriate freezer capacity.

A schedule of assessmentsislisted in protocol Section 4.4.

The Treatment Period extends through Visit 10 (Week 78); subjects who discontinue study
earlier areto have an Early Termination visit. Subjects who compl ete study through the
final off-treatment follow-up visit (Visit 11) are to be offered an opportunity to transition
directly into an open-label extension study (separate protocol).

4. DETERMINATION OF SAMPLE SIZE

It was planned that approximately 800 subjects are to be randomized in a 1:1 ratio to
LMTM 200 mg/day, or placebo groups, respectively (400 subjectsin LMTM group and
400 subjects for the placebo group).

5. GENERAL ANALYSISCONSIDERATIONS

The statistical analyses will be reported using summary tables, figures, and data listings.
Unless otherwise noted, all statistical testing will be two-sided and will be performed at the
0.05 significance level; for paralel tests the Bonferroni correction will be applied. Tests
will be declared statistically significant if the calculated p-value (or Bonferrnoi corrected
p-vaue) is < 0.05. Continuous variables will be summarized with means, standard
deviations, medians, minimums, and maximums. Categorical variables will be
summarized by counts and by percentage of subjects in corresponding categories.

All summary tables will be presented by randomized treatment group. Disposition,
discontinuations, major protocol deviations, demographic and other baseline
characteristics, medical history, and prior and concomitant medication summarieswill also
include atotal summary column; i.e., both treatment groups pooled. Summary tables
presenting results by study visit will include al scheduled study visits using informative
visit labels (i.e., Baseline, Week 2, Week 6, Week 13, etc.).

Individual subject data obtained from the case report forms (CRFs), centra clinical
laboratory (local laboratory results are entered on the CRFs), central ECG readers, imaging
core laboratories (MRI and FDG-PET), selected IWRS data, and any derived datawill be
presented by subject in data listings. Listings will include relative study day, where
negative values will indicate pre-treatment visits, and data collected after discontinuation
of study drug will be flagged asfollow-up. All data captured on the CRF, including specific
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descriptions of ‘other’ and comments fields, will be included on the listings. Listings will
be sorted by subject number.

The analyses described in this plan are considered a priori, in that they have been defined
prior to database lock and prior to breaking the blind. Any analyses performed subsequent
to breaking the blind will be considered post-hoc and exploratory. Post-hoc analyses will
be labeled as such on the output and identified in the CSR.

All analyses and tabulations will be performed using SAS® Version 9.4 or higher. Tables,
listings, and figures will be presented in RTF format. Upon completion, all SAS® programs
will be validated by an independent programmer. In addition, all program output will
undergo asenior level statistical review. The validation processwill be used to confirm that
statistically valid methods have been implemented and that all data manipulations and
calculations are accurate. Checks will be made to ensure accuracy, consistency with this
plan, consistency within tables, and consistency between tables and corresponding data
listings. Upon completion of validation and quality review procedures, all documentation
will be collected and filed by the project statistician or designee.

5.1 Conventions

The precision of original measurements will be maintained in summaries, when possible.
Means, medians and standard deviations will be presented with an increased level of
precision; means and medians will be presented to one more decimal place than the raw
data, and the standard deviations will be presented to two more decimal placesthan the raw
data.

Summaries of continuous variables that have some values recorded using approximate
values(e.g., < or >) will useimputed values. The approximate valueswill beimputed using
the closest exact value for that measurement. For tables where rounding is required,
rounding will be doneto the nearest round-off unit. For example, if the round-off unitisthe
ones place (i.e., integers), values = XX.5 will be rounded up to XX+1 while values < XX.5
will be rounded down to XX.

For percentages, unlessthey are calculated to be exactly 0% or 100%, values of very small
or very large percentages will be reported as <0.1% and >99.9%.

For by-visit tables, percentages will be based on available data and denominators will

generaly exclude subjects with missing values. For frequency counts of categorical
variables, categories whose counts are zero will be displayed for the sake of completeness.
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For example, if none of the subjects discontinue due to “lost to follow-up”, this reason will
be included in the table with a count of O.

Wherever a calendar date is presented in alisting, the corresponding Study Day will be
included.

5.2 Standard Calculations

Variables requiring calculation will be derived using the following formulas:

Baseline- A baselinevalue, unless specified otherwise, isthelast non-missing value
recorded prior to the first dose of study drug. If an assessment has both a date and
time that exactly match the date and time of first dose of study drug, the assessment
will be counted as baseline.

Study day — For agiven date (date), study day is calculated as days since the date of
first dose of study drug (firstdose):

Study day = date — firstdose + 1, where date = firstdose

Study day = date - firstdose, where date < firstdose
Days— Durations, expressed in days, between one date (datel) and another |ater
date (date2) are calculated using the following formula: duration in days =
(date2-datel+1).

Weeks - Durations, expressed in weeks, between one date (datel) and another later
date (date2) are calculated using the following formula: duration in weeks =
(date2-datel+1)/7.

Months — Durations, expressed in months, between one date (datel) and another
later date (date2) are calculated using the following formula: duration in months =
(date2-datel+1)/30.4375.

Y ear s— Durations, expressed in years, between one date (datel) and another |ater
date (date2) are calculated using the following formula: duration in years =
(date2-datel+1)/365.25.

Body Mass Index (BM1) - BMI (kg/m?) = weight (kg) / [[height (cm)/100]]

Estimated Glomerular Filtration Rate (eGFR) -
eGFR (mL/min/1.73 m?) = 175 x (serum creatinine in mg/dL)™** x (Agein
years) % x (0.742 if female) x (1.212 if African American).

Note that age on consent date is collected on the CRF and will not be calcul ated.
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5.3 Handling Partial Dates

If only apartial date is available and isrequired for a calculation, the following standards
will be applied:

Start dates

a. For missing start day only - Day will be imputed as the first day of the
month (i.e., 1) with the following exception: if the partial date fallsin the
same month and year as the date being used in the calculation (e.g., first
dose date, informed consent date), then the partial date will be imputed to
equal the date being used for the calculation.

b. For missing start day and month - Day and month will be imputed as the
first day of the year (i.e., 1 January) with the following exception: if the
partial date fallsin the same year as the date being used in the calculation
(e.0., first dose date, informed consent date), then the partial date will be
imputed to equal the date being used for the calcul ation.

Stop dates
a.  For missing stop day only - Day will beimputed asthelast day of the month
(i.e, 28, 29, 30, or 31) or the last day of study contact if earlier
b. For missing stop day and month - Day and month will be imputed asthe last
day of the year (i.e., 31 December) or the last day of study contact if earlier

In case the imputation rules above cause a contradiction, these will be resolved
individualy.

Completely missing start dates or end dates will be reviewed, and values will be imputed
based on discussion at the blinded data review meeting. For tables and listings, ‘ongoing’
or ‘unknown’ will be used if appropriate and no date is available; if dates are missing, a
missing code will be used. For numerical analysis, for end dates that are missing but are
highlighted as ‘ongoing’, the last visit date will be used unless otherwise decided at the
blinded data review meeting.

The date of last dose of study drug will be taken from the Study Exit Status CRF page
whenever available. If thisismissing, then the latest start date of AE with study drug action
withdrawal isused. Otherwise, the last assessment date, e.g. date of vital signs or
laboratory measurements, excluding the follow-up visit, or telephone contact date where
study drug continuation is indicated, whichever is later, will be used. Thistreatment end
date imputation was confirmed during the blinded data review, however manual review
conclusions could override the algorithm’s determination.
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Any partial dates will be displayed in data listings without imputation of missing days
and/or months (e.g., MAR2011, 2009). Regardless, the imputed date will be used in the
calculation of the corresponding Study Day, which isto be included in the listing.

5.4 Visit Windows

Screening / Baseline assessments can take place over 2 days. For tabular purposes, these
will be considered as having occurred on the same day; listings will present the
corresponding dates and study days.

Since study visits do not always take place exactly as scheduled in the protocal, it is
necessary to assign the actual observation times to “analysis visit windows” for analysis
purposes. Post-baseline visit windows for each target visit are defined in Appendix A, and
will be applied to all (safety, efficacy, etc.) measurements. As an exception, Day 1
Pre-dose and Post-dose assessments will be considered separately and will not use visit
windows; post-dose primary efficacy assessments on Day 1 are not treated as baseline —
subjects with baseline primary efficacy assessments after the first dose on Day 1 are
therefore excluded from the corresponding analysis. For each summary and valueif there
are multiple values within a visit window, the “worst” value as defined in Appendix E will
be used for that visit window summary except for the efficacy endpoints where the rules
are described in Section 9.1. These visit windows will be applied to al visits, including
scheduled, unscheduled, and early termination visits. On-treatment measurements are
defined as the post-dose measurements collected up to 14 days after the last dose date and
prior to the 4-week follow-up visit.

5.5 Review of Blinded Data

A number of analyseswill requirereview of blinded data. The following reviewswill occur
periodically while the study is ongoing, with afinal blinded review occurring just prior to
database lock:

Assignment of subjects into the Per Protocol and Imaging Populations.

Concomitant medications are reviewed independent of Subject ID to identify the
following:

0 Medications with serotonergic potential (listed in the Investigator's
Brochure, Attachment 4 or identified in literature searches performed
subsequent to the IB approval date). TauRx will provide an Excel file for
medi cations indicating serotonergic potential (see Appendix G).
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o0 Medica food (e.g., Axona, Souvenaid) or aternative (non-licensed)
pharmacotherapy for dementia (e.g., Vitamin E, folate [in doses up to
5 mg/day; use of doses of 1 mg/day as supplementation is not included
here], a specific neurocognitive vitamin formulation [such as NeuroVits
comprising 20 mg Vitamin Bg, 1 mg Vitamin B, 0.8 mg folate (see
Douaud et a., 2013)], ginkgo biloba, hormone replacement therapy,
coconut oil, curcumin). (To be used for efficacy subgroup analysis, see
Section 8.5.)

o0 Any antipsychotic medication that has not been correctly flagged by site
0 Other medications or treatments of interest.

On-treatment changes in anti-dementia medications (licensed as well as
non-licensed).

Review of Day 1 adverse events (to confirm whether they are pre-dose or
post-dose).

Review of site’s classification of protocol-specified AESIs for correctness (only
those listed in the protocol are to be flagged in the database as such (see

Section 10.2.1). Each potential ARIA case will be confirmed and then categorized
as vasogenic edema (ARIA-E), hemorrhagic ARIA (ARIA-H) or both.,

Review of adverse event summaries and listings to identify MedDRA preferred
terms associated with the established TauRx AE Groupings of adverse event terms
(see Section 10.2.2), as well asfor other adverse event terms of possible medical
interest for grouping.

Review of protocol and consent deviations to identify major deviations that would
exclude subjects from the per-protocol population.

Review of subjects with amissing or partial last dose date on the Study Exit Status
CREF in order to determine an appropriate imputed date or other missing or partial
datesfor aparameter of interest to determine an appropriate attribution to treatment
(e.g., AEs, basdline values, etc.).

Review of subjects C-SSRS data together with AE reports of suicidal ideation or
behavior to confirm all individual cases.

Categories to be used to summarize “Leaving Full-Time Education” will be
determined after blinded review of the frequency distribution. The categoriesto be
used for ageare: <17, 17 — 19, 20 — 24, and >24.
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Subjects with total scores that meet the definition for potential serotonin toxicity
will have their scores reviewed to identify cases of treatment-emergent potential
serotonin syndrome.

Reasons for withdrawal per subject and categorization of these into potentially
treatment and not-treatment related reasons.

Confirmation of subjects who continued in the study off-treatment and the reason
for stopping treatment

The following decision will be made at the blinded data review:

Whether Week 65 or Week 78 will be the designated time point for the primary
analysis based on the percentage of subjects with Week 78 efficacy assessments (if
fewer than 60% of subjects are retained at Week 78, Week 65 will be used). The
BDRM has confirmed that the designated timepoint for analysisis Week 78.

6. ANALYSISPOPULATIONS

The following subject populations will be used for efficacy analyses:

Intent-to-Treat (ITT) population will include al randomized subjects. Treatment
assignment will be based on the randomized treatment.

Modified Intent-to-Treat (MITT) population will include all randomized subjects
who take at least one dose of the study drug and have both a baseline and at least
one post-baseline efficacy assessment in the Treatment Period (prior to the 4-week
post-dose follow-up assessment). Treatment assignment will be based on the
randomized treatment. The efficacy endpoints considered for the MITT definition
are: ADAS-cog;1 and ADCS-ADL 2.

Per-Protocol (PP) population will include all MITT population subjects who do not
have any important protocol violations that could affect the efficacy analysis.
Important protocol violations will be determined prior to unblinding irrespective of
thelir classification as minor/major/critical. Treatment assignment will be based on
the randomized treatment.

Subjects will be included in their randomized stratum as reflected by the IWRS
rather than eCRF.

If subjects need to be excluded from the ITT and MITT popul ations because of significant
non-compliance with GCP, a corresponding file note will document this. Primary efficacy
datafor these subjects will be summarized separately (mean and standard deviation per
treatement group). Such subjects will be excluded from the PP population whether or not
they are excluded from the ITT and MITT populations.
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In addition, at sites where data, inclusive of safety data, are deemed unreliable due to
significant GCP violations, all datawill be excluded from analysis. (Failure to obtain
Investigator signature in advance of the data cut-off date is one such example that will
result in exclusion of all data.) For completeness, safety data will be provided in an
appendix to the study report, however, these datawill not beincluded in electronic analysis
datasets.

The MRI imaging population will include al MITT subjects with a Screening/Baseline and
at least one valid post-baseline volumetric assessment; subjects with an intercurrent
medical event that could confound the volumetric measurement will be identified prior to
unblinding and they will be excluded from the MRI imaging popul ation.

The PET population (exploratory analysis) will include all MITT subjects with a
Screening/Baseline PET scan and at least one valid post-baseline volumetric assessment;
subjects with an intercurrent medical event that could confound the PET measurement will
be identified prior to unblinding and they will be excluded from the PET imaging
population. The BDRM has confirmed that PET population isidentical to the MITT
popul ation.

The Pharmacokinetic (PK) population will include any subject who received study drug
and also had a post-dose PK sample drawn. Treatment assignment will be based on the
treatment actually received.

The Safety population will include all randomized subjects who take at |east one dose of
study drug. Treatment assignment will be based on the treatment actually received; in the
event of dose reduction, a subject will be categorized based on the original dose for
purposes of tabular summaries. If asubject receives an incorrect treatment transiently, they
will be assigned to the predominant treatment group (i.e., the treatment group for which
they received the greatest number of doses).

7. STUDY POPULATION
7.1 Subject Disposition

Subject disposition information will be summarized for all subjectsinthe ITT population
by treatment group, overall and by region, and country. Summaries will include: the
number of randomized subjects, the number of subjects in each analysis population, the
number of subjects completing the treatment period (subsets on and off treatment), the
number of subjects completing the safety follow-up visit, the number of subjects
completing the study (and subsets completing the study on and off treatment), all reasons
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for discontinuation of study drug and study, and the primary reason for discontinuation of
study.

Thevisit schedules and their timing are given in the following table as given in Section 4.4
of the protocol:

Visit L _ Basdline Treatment Period (78 Weeks) Safety
Name: Screening Day 1 EOS Follow-
(ET) up
Overall
Visit 1 2 3 4 5 6 7 8 9 10 11
Number:
Weeks \
Relative to !
Basdine ! 2 6 13 26 39 52 65 78 82
Day: |
Scheduled <2 Pre- | Post-
Study | Dose ' Dose | 15 43 92 183 274 365 456 547 575
Day: :
(Allowabl \
eTime ! *3) | (*3) &7 | (#14) | (14 | (+14) | (x14) | (x19) (z7)
Window): .

Thetiming of the early discontinuations of study drug (for Safety Population) and study
participation in the Treatment Group (for the ITT Population) will each be assessed by
summari zing discontinuations by reason during each of the following time periods
(Appendix A), overall and by region:

Category of Exposure (days)
1
2-28
29-67
68-137
138-228
229-319
320-410
411-501
>501

Subjects terminating in the follow-up period will be summarized separately.
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7.2 Protocol Deviations

In accordance with ICH E3, Sponsor-defined eligibility deviations and post-randomization
protocol deviations will be identified and listed separately by subject. Sources for these
deviations may include IWRS, CTMS (Clinica Trial Management System) and the
clinical database. Deviations will be classified as follows (also see Appendix G):
Deviation type/code as provided by Sponsor includes but is not limited to the following:

Informed consent

Randomization error

Safety

MRI

Efficacy

IP/ Treatment deviation

Other protocol deviations

Deviation are then categorized into:

Critical

Major

Minor
Should there be afor-cause reason to disqualify data from any non-compliant site, a
Note-To-Fileletter, signed by the Sponsor, will be provided to SynteractHCR Biostatistics
to do so. This Note-To-File letter should include description of the event/reason and an

unbiased assessment of impact. These are considered as a major deviation and will be
excluded from PP population.

A tabulation of protocol deviations by type/code overall and categorization will be
provided. A by-subject listing of deviations will also be provided.

7.3 Demographic and Baseline Characteristics

Demographic variables to be summarized include the following: age at informed consent,
gender, ethnicity, race, and geographic region.
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Genera baseline characteristics to be summarized include the following: height, weight,
body mass index (BMI), creatinine clearance, eGFR, whether or not the subject provided
his’her own informed consent, and age at leaving full-time education.

Disease specific baseline characteristics include: time from diagnosis of Alzheimer’s
disease to informed consent (years), ApoE genotype (in the subset who provide consent),
CSF biomarkers (total tau, phospho-tau, and ABi-42), mini-Mental State Examination
(MMSE), Clinical Dementia Rating (CDR) overall score, use of an acetylcholinesterase
inhibitor (AChEI) and/or memantine, disease severity, use of aselective serotonin reuptake
inhibitor (SSRI), use of drugs of serotonergic potential, and use of medical food or
alternative pharmacotherapy for dementia.

Demographic and baseline characteristics will be summarized for all the analysis
populations. Summaries will also be provided by region, country and site, for the ITT
popul ation.

Additional demographic and baseline characteristics will be presented in alisting only,
including childbearing status (for females), main method of adequate contraception,
occupation, occupation and social class (if available), and handedness. The occupation and
socia classes are: managerial, professional, lesser professional, secretarial, skilled manual,
semi-skilled ii, semi-skilled i, unskilled ii, and unskilled i (Great Britain: Office of
Population Censuses and Surveys, 1990).

Subjects who are mis-stratified at the time of randomization will be flagged in the listing.
74 Medical History

Verbatim terms on CRFs will be mapped to preferred terms and system organ classes using
the Medical Dictionary for Regulatory Activities (MedDRA) (version 16.0).

The number and percentage of subjects with a given medical history will be summarized
for each system organ class, high level group terms, and preferred terms to be defined.
Summaries will be provided for the Safety Population. The verbatim and coded medical
histories will be included in alisting.

7.5 Prior and Concomitant Medications
Verbatim terms on CRFs will be mapped to Anatomical/Therapeutic/Chemica (ATC)

class and Generic Drug Names using the World Health Organization (WHO) dictionary
(WHODDE B2, March 1, 2013 rel ease).
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Prior medications are those medications discontinued before the start of study drug.
Concomitant medications are those medications taken at the start of study drug or initiated
after theinitial dose of study drug. Prior medications and concomitant medications will be
summarized separately for each treatment by WHO ATC level 1 term, ATC level 3 term
and Preferred Term (generic name) with frequency and percentage of subjectsin each
dosing arm using each prior medication and each concomitant medication. For
concomitant medications, a separate tabulation will be made of those medications used at
the start of study drug. At each level of subject summarization, a subject is counted once if
he/she reported one or more medications at that level. Each summary will be ordered
alphabetically by each level of ATC class and generic drug name within each level of ATC
class. Prior and Concomitant medicationswill also be listed separately with these elements
aswell asthe verbatim drug name. Those medicationsthat areinitiated after the last dose of
study drug will be flagged.

In addition, tabulations and listings will be provided for the following subsets of
concomitant medications (other groupings of interest, if applicable):

Medications with serotonergic potential (listed in the Investigator's Brochure,
Attachment 4 or identified in literature searches performed subsequent to the IB
approval date)

Newly initiated anti-psychotic medications (on-treatment initiation - identified on
the concomitant medications eCRF along with the specific behavioral reason for
use)

Anti-dementia medications (licensed as well as non-licensed)

The summary of prior medications and the overall summary and subsets of concomitant
medications will be provided for Safety population.

For subjects on digoxin, available plasma concentrations of digoxin obtained from the
local laboratory will be included in alisting.

8. EFFICACY ANALYSES

For the FDA, the primary analyses will be based on the MITT population; for EMA the
primary efficacy analysis will be based on the ITT population. Supportive efficacy
analyses will be performed using the PP popul ation. Additional sensitivity analyseswill be
performed using the the MITT population, the ITT population, a ‘completer population’
(al subjects excluding those that have not completed the study on treatment — exclusive of
follow up), and/or the PP population.
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8.1 Efficacy Variables
8.1.1 Primary Efficacy Variables

The co-primary efficacy endpoints for the clinical demonstration of efficacy are the
following:

Change from Baseline to Week 78 (Week 65 if fewer than 60% of subjects are retained
at Week 78) in ADAS-cog;1

Change from Baseline to Week 78 (Week 65 if fewer than 60% of subjects are retained
at Week 78) in ADCS-ADL

The Alzheimer’s Disease Assessment Scale — Cognitive Subscaleis aglobal cognitive
measure. The ADAS-Coga; total scoreis defined as the sum of the scores from 11
individual items. Scoring details are provided in the Administration and Scoring Manual:
Alzheimer’s Disease Assessment Scale — Cognitive (ADAS-cogl1), 2012. Its vaue can
range from O to 70. The handling of partial datais described in Appendix F.

The ADCS-ADL 3includes 23 itemsthat were derived from alarger set of items describing
performance of activities of daily living (ADL) by Alzheimer's disease subjects. Thisscae
ranges from O to 78, with lower scores suggesting greater functional impairment. The
scoring algorithm is described in Appendix F.

8.1.2 Secondary Efficacy Variables

The following are the secondary clinical efficacy endpoints:

Ventricular Volume using change from baselinein VBSI as measured by MRI
imaging (key secondary endpoint utilized to demonstrate a disease modifying
effect)

ADCS-CGIC
MMSE
MADRS

NPI

8.1.3 Exploratory Efficacy Variables

The following endpoints will be considered in an exploratory fashion:

MRI: Change in whole brain, hippocampal and temporoparietal volume. Other
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regiona differences using whole brain statistical mapping techniques making no
assumptions about the form or location of treatment differences, using segmented
T1 volumetric MR images.

FDG-PET: Change in glucose uptake to the temporoparietal 1obes and other
parameters as using pre-defined volume-of -interest extracted values. Other
regional differences identified using whole brain statistical mapping making no
assumption about the form or location of any differences, using the FDG-PET
images.

RUD Lite
CSF biomarkers of Alzheimer’s disease

Cerebrospinal fluid (CSF) sampleswill be collected at designated study sitesfor asubset of
subjects. The following CSF biomarkers will be assessed:

total tau

phospho-tau

AB1-4

AB1-42 / phospho-tau and AB;-4, / total tau ratios

Blood will be collected (in subjects by or for whom legally acceptable consent is provided)
to explore the influence of Apolipoprotein E (ApoE) genotype on the primary and selected
secondary endpoints. In sensitivity analyses only, ApoE will be used to determine whether
inclusion as a covariate (presence or absence of the ApoE 4 allele) influences treatment
effect analyses. In exploratory analyses, ApoE subgroups will be analyzed according to
number of ApoE 4 aléeles.

Blood will aso be collected for purposes of popul ation pharmacokinetic analysis. Thiswill
be detailed in a separate Statistical Analysis Plan (SAP) and will be reported separatel y.

8.2 Adjustmentsfor Covariates

The modelsfor the ADAS-cog;;, ADCS-ADL 3, ADCS-CGIC, MM SE, NPl and MADRS
will include adjustments for the following covariates (based on the randomization strata):
disease severity as measured by CDR (two levels), and geographic region (2 levels: the
Americas, and Europe/Australia). Geographic region will not be included for imaging
parameters.
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AChEI and/or memantine status at randomization (two levels. current ongoing use or not
ongoing use) is considered an important factor, such that it will be included unless stated
otherwise as two interaction terms. AChEI and/or memantine status times visit aswell as
AChEI and/or memantine status times treatment (8mg/day LMTM, 200mg/day LMTM)

The modelsfor ADAS-cogi;, ADCS-ADL 23, MMSE, NPI and MADRS will also include
the baseline value as a covariate.

8.3 Handling of Dropoutsor Missing Data

Efficacy data missing for an entire outcome scale or for the majority of the scale (as
indicated below) will not be imputed for the primary analysis of ADAS-cog;1 and
ADCS-ADL 3. Instead, it will be assumed that the data are close to missing at random after
accounting for the terms in the model. However, missing items within a scale may be
imputed if some items of the scale are present. The handling of partia datafor the efficacy
endpoints are described in Appendix F.

Additional sensitivity analyses of ADAS-cog;: and ADCS-ADL 3 will be carried out to
assess the impact of missing data including last z-score carried forward (LZCF), last
observation carried forward (LOCF), and multiple imputation as detailed in Section 9.4.

For ADCS-CGIC, last observation carried forward (LOCF) and worst observation carried
forward (WOCF) will be used to impute missing values complemented by analysis without
imputation.

8.4 Interim Analysisand Data Monitoring

The data to be provided to the Date Safety Monitoring Board (DSMB) are described in the
DSMB charter and a separate SAP.

There are no interim efficacy analyses planned for this study.

Recruitment and discontinuations will, however, be continuously monitored in a blinded
fashion and projections on future dropouts calculated in order to check whether the 40%
withdrawal assumption from the sample size calculation holds. Should the overall dropout
for the duration of the study be projected to exceed 40%, then the number of subjectsto be
enrolled may be increased in order to power an analysis at 65 or 78 weeks.

TauRx Final 005 SAP 30JUNE2016 Page 29 of 89 CONFIDENTIAL



TauRx Therapeutics Ltd Statistical Analysis Plan
TRx-237-005 30 June 2016

8.5 Examination of Subgroups

Subgroup analyses also will be performed for ADAS-cogll, ADCS-ADL 23 based on the
MITT population aswell asVVV for the imaging population by repeating the analysis
restricted to the subgroup and by adding interaction terms of the form characteristics of the
subgroup times treatment allocation as covariates to test overall interaction for
significance; the interaction term will not be tested at a particular visit, thus three-way
interaction terms will not be used. The same types of analyses will be carried out for
ADCS-CGIC using logistic regression models with the dependent variable being the
proportion of subjects without moderate or marked decline, or without any decline (as
defined in Section 9.3). The subject characteristics that will be included in this type of
analysis are the following:

Male and female
Age<75and = 75 years
Screening MM SE 20-23 and 24-26

Screening CDR 0.5 and 1 as randomized as well as actual CDR recal cul ated based
on the subitem scores.

Duration of AChEI and/or memantine use at baseline (more than 6 months, less
than or equal to 6 months).

Users and non-users of medical food (e.g., Axona, Souvenaid) or alternative
pharmacotherapy for dementia (e.g., Vitamin E, folate [in doses up to 5 mg/day;
use of doses of 1 mg/day as supplementation is not included here], a specific
neurocognitive vitamin formulation [such as NeuroVits comprising 20 mg Vitamin
Be, 1 mg Vitamin B2, 0.8 mg folate (see Douaud et al., 2013)], ginkgo biloba,
hormone replacement therapy, coconut oil, curcumin) at randomization

Renal function (as defined by creatinine clearance above and less than or equal to
50 mL/min)

Geographic Region (the Americas, Europe/Australia) as well as Geographic
Region/Language (the Americas, Europe/Australia English-speaking, and
Europe/Australia non-English-speaking)

Fazekas score (0 or 1 for both scores, 2 for either score). There are two Fazekas
scoresrecorded in the MRI database, one for periventricular hyperintensity and one
for deep white-matter hyperintensity.

ApoE genotype (presence or absence of the E4 allele) for subjects for whom legally
acceptable consent is obtained. The ApoE genotype datais contained in the
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Covancelab dataset. Subjects can have0, 1, or 2 copiesof the E4 allele, so presence
of the E4 dleleisdefined as either 1 or 2 copies.

Age will also be added as a continuous variable to test whether treatment effect differs
linearly with baseline age.

The interaction terms added will be of the form treatment by characteristic, avisit by
characteristic term will aso be added. In addition to the model-based analysis with
interaction terms, a"simple" subgroup analysis will be reported, rerunning the primary
analysis on each subgroup in turn.

The relationship between severity at baseline as defined by CDR or MM SE and treatment
response on the ADAS-cog;; will be investigated by assessing the overall severity by
treatment interaction effect in an additional model similar to the primary analysis model.
Severity at Baseline will be defined by screening CDR (0.5 or 1) and also MM SE 20-23 or
24-26. In addition, the actual baseline MM SE score will also be tested in the ADAS-cog;
model in place of the categorical severity based on MM SE, and the interaction between this
baseline score and treatment group will be assessed to determine whether thereisa
differing effect for subjects with differing baseline severity asindicated by higher or lower
MM SE total score. This analysiswill be repeated for ADCS-ADL 3 and Ventricular
Volume.

8.6 Multiple Comparisong/Multiplicity

P-values will be adjusted using Bonferroni correction for paralel comparisons; as afixed
sequence of tests will be used these corrected p-values are passed down to the next test
without further corrections.

The fixed sequence of secondary testing will be:
Brain MRI to evaluate change in VV, to support a disease modification claim
ADCS-CGIC
MMSE
MADRS
NPI

Further imaging results will be analyzed for inferential purposes to support a disease
modification claim. The fixed sequence of testing will be:
Brain MRI to evaluate change in WBV

FDG-PET temporal lobe averaged bilaterally
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Brain MRI to evaluate change in hippocampal and temporoparietal volumes

Only the MRI VV endpoint will be required to establish disease modification.

If the primary analysisis deemed positive (both co-primaries need to reach statistical
significance), then in the secondary analysis additional inferences will be studied using a
fixed sequence of tests as defined above. Each test within this sequence will use a
two-sided type | error of 0.05. Inferences will continue to be drawn until the first
non-significant p-value is reached, at which point inference will stop. All testsrefer to the
Week 78 (Week 65 if fewer than 60% of subjects are retained at Week 78) change value.

8.7 Multicenter Studies

Because the study will include alarge number of study sitesrelative to the total number of
subjects, the effect of study site will not be included in the statistical analysis models.
However, geographic region (2 levels: the Americas, Europe/Australia) will beincluded as
adtratification factor for efficacy anayses. Subgroup analyses will also be performed by a
variable combining geographic region and language (3 levels: the Americas,
Europe/Australia English-speaking, Europe/Australia non-English-speaking). Please refer
to Section 8.2 for detailed specifications of the covariates.

9. METHODSOF EFFICACY ANALYSIS
9.1 Primary Efficacy Analyses

For each of two treatment comparisons (200mg/day LMTM given aone and 8mg/day
LMTM given aone), the study has two co-primary endpoints for purposes of
demonstrating clinical efficacy in the treatment of Alzheimer’s disease: ADAS-cog:; and
ADCS-ADL 3. Both clinical endpoints in each treatment comparison must reach
significance based on the use of atwo-sided test at the alpha=0.025 level of significance for
LMTM to be designated as superior to placebo for that treatment comparison.

There are four primary null hypotheses to consider:

Hoz: There is no difference between LMTM 200 mg/day given alone and placebo
(as randomized) in change from baseline ADAS-cog;; at Week 78 (Week 65
if fewer than 60% of subjects are retained at Week 78)

Ho2: Thereis no difference between LMTM 200 mg/day given aone and placebo
(asrandomized) in change from baseline ADCS-ADL 3 at Week 78 (Week 65
if fewer than 60% of subjects are retained at Week 78)
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Hos: There is no difference between LMTM 8 mg/day given alone and 8 mg/day
given together with AChEI and/or memantine in change from baseline
ADAS-cog;; at Week 78 (Week 65 if fewer than 60% of subjects are retained
at Week 78)

Hoa: Thereis no difference between LMTM 8 mg/day given alone and 8 mg/day
given together with AChEI and/or memantine in change from baseline
ADCS-ADL 3 at Week 78 (Week 65 if fewer than 60% of subjects are
retained at Week 78)

For LMTM 200 mg/day to be designated as superior to placebo as randomized, both Hoy
and Hp, need to be rejected at an alphaof 0.025. For LMTM 8 mg/day given alone to be
designated as superior to 8 mg/day given together with AChEI and/or memantine, both Hgs
and Ho4 need to be rejected at an alpha of 0.025.

For the FDA, the primary analyses will be based on the MITT population. For the EMA,
the primary analyses will be based on the ITT population. For each summary and value if
there are multiple values within avisit window, the value whose date is closest to the
scheduled date shall be used. In the case that more than one value is equidistant from the
scheduled date, the later will be used. A post-baseline on-treatment assessment is defined
as those recorded up to 14 days after the last dose date and prior to the 4-week post-dose
follow-up assessment.

The primary analysis specification refers to “number of subjects retained at Week 78”. We
define “number of subjects retained at visit X" as follows: If a subject has an on-treatment
assessment with anon-missing score for either ADAS-cog;; or for ADCS-ADL 3 at visit
X, or at any scheduled visit subsequent to X, then this subject is defined to be retained at
visit X. Otherwise the subject is defined to be not retained at visit X. Note that thisisa
per-subject definition, not a per-endpoint definition.

For the ADAS-cog;1, summary statistics will be tabulated by visit and treatment group
using observed data. Least squares means (margina means), treatment differencesin least
sguares means, and 95% confidence intervals will also be included.

For FDA, the primary analysiswill be restricted to scheduled (Week 13, 26, 39, 52, 65, and
78) as specified in the window definitionsin Appendix A) on-treatment visits. This
analysis also formsthe basisfor the primary EMA intervention effect analysis as described
below, which provides the outcomes for the ITT population. As an intermediate sensitivity
analysis (described below), the MITT population, which includes any non-follow-up visit
with avalid ADAS-cog;; or ADCS-ADL »3 score, will aso be analyzed.
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Change from baselinein ADAS-cogi; will be analyzed using arestricted maximum
likelihood based repeated measures linear mixed model. The model will include fixed
effects for treatment group (two levels), time (six levels, corresponding to Weeks 13, 26,
39, 52, 65, and 78), the treatment group by time interaction, AChEI and/or memantine
status at randomization (two levels. current ongoing use or not ongoing use) by time
interaction, AChEI and/or memantine status at randomization (two levels: current ongoing
use or not ongoing use) by treatment group interaction, baseline severity (CDR, two levels)
and geographic region (2 levels: the Americas, Europe/Australia). In addition, the baseline
ADAS-cog;; will beincluded as a covariate. An unstructured covariance model will be
used. The Kenward and Roger method of cal culating the denominator degrees of freedom
will be used for the tests of fixed effects. Treatment comparisons will be based on the
modeled change from Baseline at Week 78 (Week 65 if fewer than 60% of subjects are
retained at Week 78). There will be no imputation for assessments for which ADAS-cogis
not available; the handling of missing ADAS-cog;1 sub-items is discussed in Appendix F.

The primary analysis of ADCS-ADL 23 will be the same asfor ADAS-cog;1 except that the
repeated measures model will include the baseline ADCS-ADL 23 score as acovariate, in
place of the baseline ADAS-cog;; score.

The two treatment comparisons will be investigated in a parallel implementation of
sequential tests. Comparison A (200mg/day given alone) will test null hypotheses Ho; and
Ho2, Comparison B (8mg given alone) will test Hoz and Hos. The sequence of tests in each
arm will be ADAS-cog;; first; if significant, ADCS-ADL 3 will be tested at an apha of
0.025.

Theindividual testswill beimplemented through contrast statements based on the repeated
measures linear mixed mode.

Hypotheses | L
. I_I_l . I_I_I
ADAS-cog, e 2 kBl
il — — __|
ADCS-ADL,, I oo B |
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Adjustments for the randomization strata (severity, AChEI and/or memantine status at
randomi zation, and geographic region) will be based on how the subject was randomized; a
sensitivity analysis will be provided that tests actual status of covariates at baseline. The
choice of Week 65 or Week 78 as the designated time point for the primary analysis
dependent of the number of subjects who remain in the study at Week 78 will be made
following blinded data review and documented prior to unblinding. If Week 65 isthe
designated time point for primary anaysis, the primary model will be adjusted
accordingly, i.e. time will have five levels corresponding to Weeks 13, 26, 39, 52 and 65,
and the unstructured covariance matrix will have dimension 5x5 instead of dimension 6x6.

For compl eteness, as an exploratory analysis LMTM 200 mg/day given together with
AChEI and/or memantine will be compared to placebo as randomized; the corresponding
test will be implemented as a contrast statement as well.

Data listings will include al observed data for the co-primary endpoints. The listings will
also display rater initials so any changesin raters can be identified. For both the
ADAS-cog;; and the ADCS-ADL ,3, the calculated total score adjusted for any missing
items as described in Appendix F, will aso be included.

Asasensitivity analysis, these analyses will be repeated including subjects who had
scheduled off-treatment visits; in addition, the visit window for Week 13 will be days
1-137; likewise, non-follow-up visits that occurred after Week 78 (or Week 65 if fewer
than 60% of subjects are retained at Week 78) (according to Appendix A) will betreated as
Week 78 (or 65) unlessthere was ascheduled Week 78 (or 65) visit for this subject already.
Subjects with a baseline after first dose of study drug on Day 1 will be included in this
sensitivity analysis as well.

Per EMA'’s suggestions, as a sensitivity analysis the above specified analysis for
ADCS-ADL 3 will be repeated for Basic ADCS-ADL 3 aswell as Instrumental
ADCS-ADL ,3; details about Basic as well as Instrumental ADCS-ADL o3 are specified in
Appendix F.

Additionally, per the EMA’s request, an intervention effect as defined below asthe
primary endpoint for ADAS-cogi; and ADCS-ADL »3 rather than the treatment effect, will
be reported. Using the same mixed-effects repeated measures (MMRM) model, an
estimate of the treatment effect E at the final time point as specified as the primary analysis
described above, w