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Hochberg procedure will be implemented as follows: For each end point, the three dose 
group comparisons versus placebo will be ordered according to the p-value from the 
largest to the smallest. If the largest p-value is < 0.05 then all comparisons to placebo 
will be declared significant. Otherwise, if the second largest p-value is < 0.025 (0.05/2) 
then this dose and all doses with smaller p-values will be declared significant. Otherwise, 
if the smallest p-value is < 0.0167 (0.05/3) then this dose will be declared significant. 
Otherwise, no dose is considered significantly different from placebo. This procedure has 
been demonstrated to control the overall Type I error at 0.05. Both co-primary end points 
must be significant at a given dose to provide evidence of efficacy for that dose.  
 
Specifically, the null hypothesis for all inferential analyses, including the primary end 
points, is that all three treatment groups are equal to placebo. Specific doses will be 
considered different from placebo if statistically significant following the Hochberg 
procedure described above. The study is considered positive if at least one dose group 
differs from placebo in both of the co-primary analyses. Subsequently, secondary end 
points are considered positive if at least one dose group differs from placebo. 
 
A supportive analysis will be performed in per protocol analysis set for each of the co-
primary efficacy end points applying the same respective methodologies, but without 
adjusting for Type I error. 
 
Secondary end points are also controlled for the three dose comparisons by the method of 
Hochberg, but there is no formal control for multiple secondary end points; each is tested 
at overall significance level of 0.05. Interpretation will be based on the weight of the 
evidence and the totality of the data. 
 
5 ANALYSIS SETS 
 
5.1 FULL ANALYSIS SET (FAS) 
 
All subjects included in the study and subjected to at least one plasma exchange session 
(i.e., randomized and treated) during the intensive treatment phase (the six first weeks of 
treatment) will form part of the efficacy population.  
 
Control group subjects will also be included (without the plasma exchange) if they 
attended at least 1 of the 6 intensive treatment phase visits. For the control group from 
protocol version 1, patients will be included in the FAS if they have at least the 
intermediate visit performed.  
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Demographics characteristics including age, sex, height, weight and calculated body mass 
index (BMI), will be tabulated and will also include age presented categorically. Missing 
categories will be presented if necessary.   
 
6.3 MEDICAL HISTORY 
 
Medical history including relevant medical/surgical history, medical history of 
Alzheimer’s disease, and Mini-Mental Status Examination (MMSE) will be summarized 
using descriptive statistics.   
 
6.4 PRIOR MEDICATIONS 
 
All prior medications will be coded using the World Health Organization dictionary of 
medical codes (WHO Drug).  The incidence of prior medications will be summarized 
using descriptive statistics by therapeutic class and preferred term.  Patients are counted 
only once in each therapeutic class category, and only once in each preferred term 
category.  Prior medications will include all medications taken prior to the first day of 
study drug treatment. Medication which will be initiated prior to the first day of study 
treatment and continued after the first day of study drug will counted as both, prior and 
concomitant medication.  
 
6.5 ELECTROCARDIOGRAM  
 
Electrocardiogram findings (normal, abnormal, and missing) at baseline will be 
summarized using descriptive statistics. 
 
6.6 PHYSICAL EXAMINATION 
 
Patients with a physical examination, patients with at least 1 abnormal finding, and 
abnormal findings for each category will be summarized at baseline using descriptive 
statistics. 
 
7 END POINTS AND COVARIATES 
 
Baseline is defined as the last assessment prior to study drug administration (first full 
plasma exchange or sham treatment in the control group). 
 
Most summaries will include the 4 treatment groups and cover the entire study period 
(including both the intensive and maintenance phases), but some analyses (particularly 
safety) may summarize a specific phase. Summary statistics will be provided for the 
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actual value and for the change from baseline for each point in time a variable is 
measured. Only available data will be included in these summary statistics, if not 
otherwise stated, no substitution of missing values will be done. In addition to the 
analysis at each point in time a variable is measured, for the safety variables and the 
biomarkers an analysis will also be performed for the last non-missing post-baseline 
value (end point).   
 
Study days will be numbered relative to the first day of study drug administration.  The 
start of treatment (Day 1) is defined as the date on which a patient receive the first study 
treatment.  Days will be numbered relative to study start (i.e., ..., –2, –1, 1, 2, ...; with day 
1 being the first administration of study treatment and day –1 being the day before the 
first administration of study treatment).  
 
Protocol-defined efficacy assessments will be “slotted” to study visits based on collection 
date and applying the rules summarized in the following table. The study day range is the 
time period where assessments can be selected to populate a study visit, e.g. the assessments 
from study day 92 to study day 228 can be considered as assessments for the LVPE Visit 4 
(month 6) visits.  
 
Visit Target 

Study Day 
Study day 

range 
Screening/Baseline  -∞ to 1 
FPE Visit 1 (Week 1)* 1 1 
Intermediate visit  
(Week 7-8) 45 2 to 93 

LVPE Visit 4 (Month 6) 141 94 to 184 
LVPE Visit 7 (Month 9) 225 185 to 268 
LVPE Visit 10 (Month 12) 309 269 to 343  
Final Visit 375 344 to ∞ 
* Reference date for all other visits 
 
The slotting scheme for the CSF biomarkers will be as follows: 
Visit Target 

Study Day 
Study day 

range 
Screening/Baseline  -∞ to 1 
FPE Visit 1 (Week 1)* 1 1 
Intermediate visit  
(Week 7-8) 45 2 to 187 

Final Visit 375 188 to ∞ 
* Reference date for all other visits 
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Secondary Efficacy Variables 
Change from baseline in the cognitive, functional and neuropsychiatric scores and 
overall development as measured by MMSE, NPS battery, NPI, CDR-Sb, ADCS-CGIC, 
CSDD, C-SSRS. (6 measurements: week: -3, -2 or -1, and 7-8; months: 6, 9, 12 and 14) 
and QoL-AD, RUD-Lite® (5 measurements: week: -3, -2 or -1; months: 6, 9, 12 and 14).  
 
The set of FAS patients set will be used for all efficacy summaries unless otherwise 
noted.  Summaries will be presented by treatment group unless otherwise noted. The 3 
active treatment groups (half albumin, half albumin + IVIG, and full albumin+ IVIG) will 
also be pooled together and analyzed as combined active treatment group.  
 
Details for each efficacy variable are presented below. 
 
7.1.1 Alzheimer’s Disease Assessment Scale – Cognitive (ADAS-Cog) 

 
The ADAS-Cog Scale is a questionnaire that assesses cognitive performance in 12 
different domains. The domains (and the maximum score) are: (word recall (10), 
commands (5), constructional praxis (5), delayed word-recall task (10), naming 
objects/figures (5), ideation praxis (5), orientation (8), word recognition (12), 
remembering test instructions (5), comprehension (5), word finding difficulties (5), and 
spoken language ability (5). A total score can be derived by summing across all domains 
(0-80). Within each domain, and for the total, a higher score indicates more cognitive 
impairment. 
 
The total score will be analyzed as continuous variables, and will be summarized at each 
time point. 
 
The total ADAS-Cog score at 14 months is the end point for the primary efficacy 
analysis. The other point in time will be regarded as secondary end points. 
 
7.1.2 Alzheimer’s Disease Cooperative Study–Activities of Daily Living (ADCS-

ADL) 
 

The ADCS-ADL comprises 23 questions covering a wide array of activities of daily 
living. Many of the activities begin with an assessment of whether that activity is relevant 
and then, if yes, follow with an assessment of the difficulty. The total score over all 
activities ranges from 0-78 where a higher score indicates more autonomy (better 
outcome). 
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The total score is analyzed as a continuous variable, and will be summarized at each time 
point.  
 
The total ADCS-ADL score at 14 months is the end point for the primary efficacy 
analysis. The other point in time will be regarded as secondary end points. 
 
7.1.3 Mini-Mental Status Examination (MMSE) 

 
The MMSE is a brief 30-point questionnaire test that is used to screen for cognitive 
impairment, where 30 is the best possible score and lower scores indicate cognitive 
impairment. The MMSE inclusion criterion for this study is between 18 and 26 (both 
inclusive). 
 
The score is analyzed as a continuous variable, and will be summarized at each time 
point. 
 
7.1.4 Neuropsychological Specific Battery (NPSB) 

 
The NPSB has a several components which are described separately below. 
 
7.1.4.1 Rey Auditory Verbal Learning (RAVLT) 

 
The RAVLT has 5 scores of immediate recall of a single list (A), followed immediately 
by recall of words off a different list (B) and then recall of the first list (short-delay). 
After 30 minutes recall from the first list is assessed (long-delay).  The test ends with a 
test of recognition of the list ‘A’ words. Each of these tests results in a score between 0 
and 15, where higher score indicates better recall. A total score will be calculated as sum 
of the 5 scores. 
 
The total score and all sub-scores are analyzed as continuous variables, and will be 
summarized at each time point. 

 
7.1.4.2 NAB Naming Test 

 
The NAB Naming test assesses each subject’s ability to name 31 common objects. They 
are provided with a semantic and then a phonemic cue as needed. The total score ranges 
from 0 (no objects are named) to 31 (all objects are named). 
 
The total score is analyzed as a continuous variable, and will be summarized at each time 
point. 
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7.1.4.3 Symbol Digit Modalities Test (SDMT) 
 

The SDMT assesses each subject’s ability to substitute specific numbers for specific 
symbols after being provided a map. They are asked to map as many symbols to numbers 
as possible in 90 seconds. The score is the total number of correct numbers and can range 
from 0 (no correct matches) to 110, where higher scores indicate better performance. 
 
The total score is analyzed as a continuous variable, and will be summarized at each time 
point. 

 
7.1.4.4 Phonetic and Semantic Verbal Fluency 

 
The phonetic verbal fluency tests assess each subject’s ability to come up with lists of 
words beginning a specific letter. They are asked to come up with words that begin with 
‘F’, ‘A’ and ‘S’. There is no upper limit, but more words indicate better fluency. The total 
number of words combined over the three lists is calculated for a total fluency score. The 
semantic verbal fluency test asks subject to name as many animals as possible, and more 
animals indicate better fluency.   
 
All scores are analyzed as continuous variables, and will be summarized at each time 
point. 

 
7.1.4.5 Cornell Scale for Depression on Dementia (CSDD) 

 
The CSDD scores the rater’s opinion of the subject’s level of depression. The scores 
range from 0 to 38 where higher scores indicate more severe depression. 
 
The total score is analyzed as a continuous variable, and will be summarized at each time 
point. 
 
7.1.5 Neuropsychiatric Inventory Questions (NPI) 

 
The NPI is a questionnaire covering many neuropsychiatric domains resulting in 2 total 
scores. The 10 item scoring will be calculated meaning that the two neurovegetative 
items (sleep and night-time behavior disorders; appetite and eating changes) are not 
included. The total score for frequency per severity ranges is calculated by multiplying 
the frequency (1 to 4) by the severity (1 to 3) for each domain (1 to 12) and summing 
over the 10 domains for a total range of 10 to 120. The total distress score (as rated by the 
caregiver) sums the distress score (0 to 5) over the 10 domains and ranges from 0 to 50. 
For both scores, a higher score indicates more impairment. 
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Both scores are analyzed as continuous variables, and will be summarized at each time 
point. 
 
7.1.6 Clinical Dementia Rating (CDR-Sb) 

 
The CDR-Sb assesses 6 different domains of dementia: memory, orientation, judgment 
and problem solving, community affairs, home and hobbies, and personal care. Each 
domain (other than personal care) is given a score of 0, 0.5, 1, 2 or 3, where higher scores 
indicate more severe dementia. The personal care domain is scored as 0, 1, 2 or 3, where 
higher scores indicate more severe dementia. 
 
Each domain is analyzed as a categorical variable, and will be summarized at each time 
point.  
 
7.1.7 Alzheimer’s Disease Cooperative Study-Clinical Global Impression of 

Change (ADCS-CGIC) 
 

The ADCS-CGIC is a single ordinal assessment of the change in each subject’s condition 
compared to baseline. The potential responses are: Marked improvement (1), moderate 
improvement (2), minimal improvement (3), no change (4), minimal worsening (5), 
moderate worsening (6), and marked worsening (7). 
 
The ADCS-CGIC will be summarized as a categorical variable at each time point. 
 
7.1.8 Columbia-Suicide Severity Rating Scale (CSSRS) 

 
The CSSRS assesses suicidal ideation, intensity of ideation, and suicidal behavior. For 
actual attempts, actual lethality and potential lethality are also assessed. Suicidal ideation 
assesses 5 types of ideation of increasing severity; intensity of ideation measures the 
intensity of the most severe ideation. Suicidal behavior examines 5 types of behavior. 
Actual lethality is scored for the most recent, most lethal, and initial actual attempts 
(range from 0 to 5). If actual lethality is scored as 0 then potential lethality is scored for 
the most recent, most lethal, and initial actual attempts (range from 0 to 2). For all scales, 
higher scores indicate more suicidal behavior. 
 
To assess efficacy and changes from baseline the developers recommend analysis of 
change in suicidal ideation severity (0 to 5). This score is analyzed as a categorical 
variable, and will be summarized at each time point. The other scores can be analyzed in 
a similar manner, if indicated.  
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7.1.9 Quality of Life- Alzheimer’s Disease (QoL-AD) 
 

The QoL-AD has both a rating by a family member or caregiver and also a score by the 
subject. Each score ranges from 13 to 52, where higher scores indicate better quality of 
life. 

 
Both scores are analyzed as continuous variables, and will be summarized at each time 
point. 
 
7.1.10 Resource Utilization in Dementia (RUD) Lite Questionnaire 

 
The RUD questionnaire will be analyzed in a descriptive manner. No cost will be 
calculated. Description of primary caregiver (Age, sex, relationship to patient, Number of 
children currently living with caregiver, living with patient, number of other caregivers 
involved, and contribution of primary caregiver among all caregivers) caregiver time, 
caregiver working status, patient living accommodation, and patient health care resource 
utilizations (hospitalizations, emergency room visits) and other services (district nurse, 
home aid/orderly, food delivery, day care, transportation, etc.) will be summarized by 
descriptive statistics for all assessments where the RUD is applied.    
 
7.1.11 Biomarkers in Plasma and in the CSF 
Aß1-40 and Aß1-42, T-tau, and P-tau in CSF and Aß1-40 and Aß1-42 in plasma are secondary 
efficacy parameter. The analysis of these biomarkers is described in Section 7.3.1. 
 
7.2 SAFETY END POINTS 
 
The primary criterion of safety will be the percentage of plasma exchanges (full and low 
volume exchanges, including the infusion of albumin and IVIG) associated with at least 
one adverse event that may be related to the study procedure (adverse reactions). In 
addition, consideration globally will be made of the percentage plasma exchanges (full 
and low-volume exchanges, including the infusion of albumin and IVIG) involving some 
adverse event, whether or not related to the procedure. 
 
Vital signs (blood pressure, heart rate, respiration rate, and body temperature) will be 
recorded before, during and after each plasma exchange session, where required. 
Evaluation will also be made (where required) of the different laboratory test parameters 
(blood cell counts, platelet count, prothrombin time (Quick), fibrinogen, total proteins, 
and calcium). 
 
During the treatment periods (before each plasma exchange) and on the days when there 
is no replacement, anxiety and restlessness tests will be made based on the Overt 
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Subjects with missing values for a given efficacy value at baseline of at the time point 
analyzed will be treated as missing rather than using imputed values. 
 
The primary analysis will use a statistical methodology shown be robust in the presence 
of the type of missing data generally found in clinical trials, as described in Section 9.1.1. 
 
Partial dates for adverse events and medications will be imputed to determine appropriate 
summarization, as follows: 
 
Imputation of start dates (AE, CM) and assessments (LB, E.G., VS) 
Missing 
Element 

Rule 

day, month, 
and year 

• No imputation will be done for completely missing dates 

day, month • If available year = year of study treatment start date then  
o If stop date contains a full date and stop date is earlier than 

study treatment start date then set start date = 01JanYYYY  
o Else set start date = study treatment start date.   

• If available year > year of study treatment start date then 
01JanYYYY 

• If available year < year of study treatment start date then 
01JulYYYY 

day • If available month and year = month and year of study treatment 
start date then  

o If stop date contains a full date and stop date is earlier than 
study treatment start date then set start date= 01MONYYYY.   

o Else set start date = study treatment start date. 
• If available month and year > month and year of study treatment 

start date then 01MONYYYY   
• If available month and year < month year of study treatment start 

date then 15MONYYYY   
 
Imputation of end dates (AE, CM)  
Missing 
Element 

Rule  
(*=last treatment date plus 30 days not > (death date, cut-off date, 
withdrawal of consent date)) 

day, month, 
and year 

• Completely missing end dates (incl.  ongoing events) will be 
imputed by the end date of the on-treatment period*  
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Missing 
Element 

Rule  
(*=last treatment date plus 30 days not > (death date, cut-off date, 
withdrawal of consent date)) 

day, month • If partial end date contains year only, set end date = earliest of 
31DecYYYY or end date of the on-treatment period *  

day • If partial end date contains month and year, set end date = earliest 
of last day of the month or end date of the on-treatment period* 

Any AEs and ConMeds with partial/missing dates will be displayed as such in the data 
listings. 
 
The extent of missing data will be reported to the FDA. 
 
9 STATISTICAL METHODOLOGY AND STATISTICAL ANALYSES 
 
9.1 STATISTICAL METHODS  
 
9.1.1 Analyses for Continuous Efficacy end points  
 
The primary efficacy end points, changes from baseline of the ADAS-Cog scores and 
changes from baseline in the ADCS-ADL inventory, will be analyzed over time using a 
mixed models repeated measures (MMRM) approach2,3,4.  The MMRM analysis will 
include fixed-effects factors for month (2, 6, 9, 12, and 14), treatment group, and the 
month-by-treatment interaction, with adjustment for age, disease severity and baseline 
ADAS-Cog score or the ADCS-ADL inventory, respectively. The model will include the 
subject as repeated factor. The covariance structure will be modeled using an 
“unstructured” (UN) which makes no assumptions about the within-subject variability. 
Other covariance structures may be considered if the “unstructured” model does not 
converge, such as AR(1) which assumes that observations close together (e.g., Months 6 
and 9) are more highly correlated than observations further apart (e.g., Months 6 and 14). 
Although month 14 remains the primary time point, the month-by-treatment interaction 
allows for potential differences in the treatment effect at different time points. Pairwise 
contrasts will be constructed to compare the each dose group to the placebo group at each 
month specifically, where the comparison between each dose group and placebo at 14 
months is the primary end point. All other comparisons will be regarded as secondary end 
points. Summary statistics will be provided for the actual values and for the change from 
baseline.  
This MMRM approach can be implemented in SAS by a code similar to the following: 
ODS output means =means diffs=diffs: 
proc mixed data=dataset; 
  class subject treatment visit; 
  model change  = age ADseverity baseline treatment visit 
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                  treatment*visit /ddfm=kr noint; 
  repeated time /  sub = subject type = un; 
  lsmeans treatment*time /slice=time  cl diff OM;  
run; quit;  
The difference from the control group will be obtained from the treatment * time 
interaction in the LS means statement (diffs dataset). 
 
The analysis of ADAS-Cog change from baseline to month 14, and the ADCS-ADL 
change from baseline to month 14, will also be analyzed using analysis of covariance 
(ANCOVA) with treatment group as a fixed effect, and the corresponding baseline value, 
age and AD severity as a covariate. A similar model will be calculated also for all other 
point in time where the end points are assessed. This is considered a sensitivity analysis, 
and comparison of the results to the MMRM results allows for a qualitative assessment of 
the impact of missing data.  
 
The two co-primary efficacy end points, change from baseline in the ADAS-Cog score 
and the change from baseline in the ADCS-ADL inventory score will also be analyzed by 
a random slope model. For this random slope model, time will be used as continuous 
variable and all observations (scheduled and unscheduled) will be used with the actual 
study day, rather than the slotted point in time. Subject and time will be used as random 
factor using an unstructured covariance matrix. Fixed effects in this model are the 
baseline value, age, AD severity, time, treatment and treatment*time interaction. The 
treatment effect will be analyzed by evaluating the treatment * time interaction term. This 
is considered as a second sensitivity analysis.  
This random slope model can be implemented in SAS by a code similar to the following: 
proc mixed data=data; 
  class subj; 
  model change = baseline age AD severity time trt time*trt/ s; 
  random intercept time / type=un subject=subj; 
  repeated / type=vc subject=subj; 
run;  
 
Possible drop-outs during the treatment phase will not only reduce the available sample 
size for the final analysis, drop-outs might not be at random and can, therefore, introduce 
bias to the analysis. Patients who experience less benefit from the treatment might have a 
higher probability to discontinue the treatment compared to patients who have a better 
outcome. Therefore, the possible impact of the drop-outs needs be evaluated. The 
baseline values and the changes from baseline in the ADAS-Cog score and the ADCS-
ADL inventory score to the intermediate visit, month 6, month 9, and month 12 will be 
compared descriptively for each treatment group between the patients who completed the 
study and patients who prematurely dropped out (Patients who did not complete the final 
assessment at month 14). Possible differences in the response to the treatment and the 
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patient characteristics between the patients who completed the study and the patients who 
prematurely dropped out may be further investigated in an explorative manner, if needed.   
 
Due to the added complexity of the MMRM approach, all other efficacy end points with 
baseline and post-baseline data will analyze change from baseline to that specific time 
point using analysis of covariance (ANCOVA) with treatment group as a fixed effect, and 
the corresponding baseline value, age and AD severity as a covariate. Expanded use of 
MMRM into secondary analyses may be considered if the results for the MMRM and 
ANCOVA methodologies for the primary analysis are qualitatively different. Summary 
statistics will be provided for the actual values and for the changes from baseline. 
 

If the assumption of normality is significantly violated, a non-parametric analysis will be 
used.  Specifically, if the Wilk-Shapiro test for normality of the residuals is significant at 
the 0.01 level, a rank ANCOVA procedure will be applied, as follows.  The standardized 
ranks for both covariate and the response variable will be produced for each stratum.  
Then linear regression models will be performed on ranked data by stratum to generate 
the residuals.  Finally the stratified mean score test using the value of the residuals as 
scores will compare the treatment groups using the Cochran-Mantel-Haenszel procedure5. 
 
This statistical test will be 2-tailed using α=0.05, with adjustment for multiple 
comparisons as described in Section 4.2. 
 
 
9.1.2 Analyses for Categorical Efficacy End Points  
 
All ordinally scaled categorical data will be analyzed using CMH test with modified ridit 
scores which make no assumptions regarding scaling of response level other than that 
implied by relative ordering. Frequency tables and the CMH test will be applied to the 
actual value of each visit a variable is measured.  
 
9.1.3 Analyses for Binary End points  
 
Not applicable in current SAP. 
 
9.1.4 Analyses for Biomarkers  
 
Biomarkers with baseline and post-baseline data will be analyzed in the same way as the 
other efficacy end points using the ANCOVA model with adjustment for age, AD 
severity, and the baseline value. The biomarkers will also be analyzed by AD severity. 
The biomarkers assessed by different methods will be analyzed by assessment method.   
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9.1.5 Analyses for Safety  
 
All analysis of safety will be descriptive statistics. For laboratory values, summary 
statistics for the actual value and for the change from baseline will be provided. Adverse 
events will be summarized by frequency counts and percentages.  
 
9.2 STATISTICAL ANALYSES 
  
9.2.1 Primary Analysis 
 
The primary analysis is based on the FAS population and the primary end points of 1) 
change from baseline in the Total ADAS-Cog change from baseline score and 2) change 
from baseline in the ADCS-ADL inventory score at month 14 using MMRM as described 
in Section 9.1.1 above. 
 
To support the interpretation of the primary analysis, an identical analysis as described 
above, based upon the PP population rather than the FAS, will be conducted. 
 
The co-primary end points ADAS-Cog and ADCS-ADL will also be analyzed by AD 
severity as defined in Section 7.4. The same primary analysis will be performed as for the 
entire population with the exception that the MMRM will not be adjusted for AD 
severity.  
  
9.2.2 Secondary Analyses 
 
All other efficacy analyses are considered secondary. Basic descriptions of the end points 
can be found in Section 7.1. For a full list of secondary analyses, please see Section 9.2.4. 
 
9.2.3 Safety Analyses 
 
All safety analyses are descriptive with no inferential statistics. Descriptions of the safety 
end points and their proposed analysis can be found in Section 7.2.  
 
9.2.4 Analysis of Biomarkers 
 
Analysis of biomarkers will be performed as described in Section 9.1.4. 
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9.2.5 Summary of Efficacy Analyses  
 
End point Analysis 

Set 
Statistical 
Method  

Model/ Covariates Missing Data Interpretation/Comments 

Total ADAS-Cog at 
Month 14 

FAS MMRM Treatment/Week
Bsl/Age/AD 
severity 

Uses all non-
missing data 

Co-Primary Analysis 

 PP MMRM Treatment/Week/B
sl/Age/AD Severity 

Uses all non-
missing data 

Check for robustness of primary 
analysis 

 FAS ANCOVA Treatment/Bsl/Age
/AD Severity 

Excluded Sensitivity analysis 

 FAS ANCOVA Treatment/Bsl/Age
/AD Severity 

LOCF Check for impact of missing data 
on standard ANCOVA models. 

 FAS Random Slope 
Model 

Treatment/Time/ 
Bsl/Age/AD 
Severity 

Uses all non-
missing data 

Sensitivity analysis 

Total ADAS-Cog at 
Time Points  

FAS ANCOVA Treatment/Bsl/Age
/AD Severity 

Excluded Secondary analysis of 
investigation of time course of 
efficacy 

Total ADCS-ADL at 
Month 14 

FAS MMRM Treatment/Week
Bsl/Age/AD 
Severity 

Uses all non-
missing data 

Co-Primary Analysis 

 PP MMRM Treatment/Week/B
sl/Age/AD Severity 

Uses all non-
missing data 

Check for robustness of primary 
analysis 

 FAS ANCOVA Treatment/Bsl/Age
/AD Severity 

Excluded Sensitivity analysis 
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 FAS ANCOVA Treatment/Bsl LOCF Check for impact of missing data 
on standard ANCOVA models. 

 FAS Random Slope 
Model 

Treatment/Time/ 
Bsl/Age/AD 
Severity 

Uses all non-
missing data 

Sensitivity analysis 

Total ADCS-ADL at 
Time Points  

FAS ANCOVA Treatment/Bsl/Age
/AD Severity 

Excluded Secondary analysis of 
investigation of time course of 
efficacy 

ADAS-Cog domains 
at Time Points (12 
domains) 

FAS ANCOVA Treatment/Bsl/Age
/AD Severity 

Excluded Secondary analysis of ADAS-Cog  
domains 

MMSE at Time 
Points 

FAS ANCOVA Treatment/Bsl/Age
/AD Severity 

Excluded Secondary analysis of cognitive 
impairment 

Neuropsychological 
Specific battery 
(NPSB) with it’s 
components RAVLT 
(5 scores), NAB 
naming test (1 score), 
SDTM (1 score), 
Phonetic and semantic 
fluency (2 scores) 
CSDD (1 score) at 
Time Points 

FAS ANCOVA Treatment/Bsl/Age
/AD Severity 

Excluded Secondary analysis of cognitive 
impairment 

Neuropsychiatric 
inventory questions 

FAS ANCOVA Treatment/Bsl/Age
/AD Severity 

Excluded Secondary analysis of cognitive 
impairment 
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(NPI) ( 2 total 
scores)Time Points 
Clinical Dementia 
Rating CDR-Sb (6 
domains)  

FAS CMH test (values 
on time point) 

 Excluded Secondary analysis of cognitive 
impairment 

ADCS –CGIC (1 
score)  

FAS CHM test (values 
on time point) 

 Excluded Secondary analysis of cognitive 
impairment 

C-SSRS, suicidal 
ideation severity (1 
score) 

FAS CHM test (values 
on time point) 

Treatment/Bsl/Age
/AD Severity 

Excluded Secondary analysis of cognitive 
impairment 

QoL-AD (2 scores) FAS ANCOVA Treatment/Bsl/Age
/AD Severity 

Excluded Secondary analysis of cognitive 
impairment 

RUD lite  FAS Summary 
statistics for 
individual items 

  Descriptive analysis for resource 
consumptions. 

Biomarkers at Time 
Points 

FAS ANCOVA Treatment/Bsl/Age
/AD Severity 

Excluded Biomarkers as secondary end 
points. 
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