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OUTPUT CONVENTIONS 
 
General: 
• The first row in the body of the table or listing should be blank 
• The left hand column should start in column 1. No indenting or centering of the output should 

occur. 
• Rounding should be done with the SAS function ROUND. 
• Numbers in tables should be rounded, not truncated. 
• Alphanumeric output should be left aligned. 
• Numbers should be decimal point aligned. 
• Whole numbers should be right aligned. 
• Text values should be left aligned. 
• The first letter of a text entry should be capitalized 
• Listings of adverse events, concomitant medications, medical histories etc. should be sorted in 

chronological order, with earliest adverse event, medication or history coming first. 
• All listing outputs should be sorted (preferably by Treatment, Site Number and Subject Number). 
• Do not use superscripts and subscripts 
• Exponentiation will be expressed using a double asterisk, i.e., mm3 will be written as mm**3. 
 
Univariate Statistics: 
• Statistics should be presented in the same order across tables (i.e., n, Mean, SD, Median, Minimum, 
Maximum) 
• Table statistics should line up under the N part of the (N=XXX) in the table header. All decimal 

points should line up. If the minimum and maximum are output on one line as Minimum, 
Maximum then the comma should line up with the decimal point. 

• If the original data has N decimal places, then the summary statistics should have the following 
decimal places: 
Minimum and maximum: N 
Mean, median and CV%: N + 1 
SD: N + 2 

 
Frequencies and percentages (n and %): 
• Percent values should be reported inside parentheses, with one space between the count and the left 

parenthesis of the percentage. Parentheses should be justified to accept a maximum of 100.0 as a 
value and padded with blank space if the percent is less than 100.0. An example is given below: 
77 (100.0) 
50 ( 64.9) 
0 ( 0.0) 

• Percentages will be reported to one decimal place, except percents <100.0% but >99.9% will be 
presented as ‘>99.9%’ (e.g., 99.99% is presented as >99.9%); and percents < 0.1% will be 
presented as ‘<0.1%’ (e.g., 0.08% is presented as <0.1%). Rounding will be applied after the 
<0.1% and >99.9% rule. 
E.g. ( <0.1%) 
( 6.8%) 
(>99.9%) 
Percentages may be reported to 0 decimal places as appropriate (for example, where the 
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denominator is relatively small). 
• Where counts are zero, percentages of 0.0% should appear in the output. 
 
Confidence Intervals: 
• As a rule confidence intervals are output to one place more than the raw data, and standard 

deviations and standard errors to two places more than the raw data 
• Confidence intervals should be justified so that parentheses displayed on consecutive lines of a 

table “line up”. 
• Boundary values of confidence intervals should be separated by a comma. 
• Boundary values should be padded as necessary to accept negative values and to allow alignment of 

the decimal place. 
• An example is given below: 

(-0.12, -0.10) 
( 9.54, 12.91) 

 
P-values: 
• P-values should be reported to three decimal places, except values <1.000 but >0.999 will be 

presented as ‘>0.999’ (e.g., 0.9998 is presented as >0.999); and values <0.001 will be presented as 
‘<0.001’ (e.g., 0.0009 is presented as <0.001). Rounding will be applied after the <0.001 and 
>0.999 rule 

 
Ratios: 
• Ratios should be reported to one more decimal place than the original data. 
 
Spacing: 
• There must be a minimum of 1 blank space between columns (preferably 2) 
 
Denominators: 
• If a different count other than the population count is used for a denominator (within the table) to 

calculate percentages, there should be a row in the table that identifies that number “N”. 
• Alternatively, a footnote should be included in each table with percentages to indicate the 

denominator for percentages. 
 
Missing values 
• A “0” should be used to indicate a zero frequency. 
• A blank will be used to indicate missing data in an end-of-text table or subject listing. 
 
 
• Figures should be provided in RTF files using the SAS Output Delivery System (ODS), as 

Computer Graphics Metafile (CGM) formatted graphical output generated by SAS. 
• The CGM file itself should contain the title and footer. 
• The image should be clear and of high quality when viewed in the Word document, and when 

printed. 
• In general, boxes around the figures should be used. 
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Footers should be defined as follows: 
• A continuous line of underscores (‘_’) will follow the body of the table or listing prior to any 

footnotes at the bottom of the page 
• Table footnotes should be defined using compute statements in the proc report, and should appear 

directly after the body of the table 
• The program path and name and version number (if applicable), and the date/time stamp, should 

appear in the last footnote at the bottom of the page 
 
• Footnotes should be left-aligned. 
• Footnotes should be in sentence case. 
• Only “typewriter” symbols are permitted – e.g. “*”, “$”, “#”, “@”, “&” and “+”. 
• The choice of footnote symbols should be consistent. E.g. if you have the footnote “# indicates last 

observation carried forward” for one table, the same symbol and footnote should indicate LOCF 
for all tables. 

• If text wraps across more than one line (for a note), the first letter for all lines of text after the first 
one will be indented to align beneath the first letter of the text in the first line. 

• The page identification in the format Page X of Y (where Y is the total number of pages for the 
output) should appear in the header line, right aligned 

 
Ordering of footnotes should be as follows: 
 
1.) Abbreviations 
2) Definitions 
3.) Formulae 
4.) P-value significance footnote 
5.) Symbols 
6.) Specific notes 
• Common notes from table to table should appear in the same order. 
• The symbols should appear in the same order as what they are defined in the table or listing, from 
left to right. 
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1. TABLES AND FIGURES 

1.1 Disposition, Demographics, and Baseline Characteristics 
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Table 14.1.1 Analysis Sets 
 Statistic HP-3070 18.0 mg HP-3070 9.0 mg Placebo Overall 
      
Number of Subjects Screened in Run-in N  xxx xxx xxx xxx 
      
Number of Subjects Randomized in Double-blind N xxx xxx xxx xxx 
      
Number of Subjects in the ITT Analysis Set N xxx xxx  xxx  xxx  
Reasons for Exclusion from the ITT Analysis Set: n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
   Not Consented n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
   Not Randomized n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
   Protocol Deviation n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
      
Number of Subjects in the Full Analysis Set n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
Reasons for Exclusion from the Full Analysis Set: n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
   No Double-Blind Study Medication Applied n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
   No Baseline Assessment of PANSS Total Score n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
   No Post-Baseline Assessment of PANSS Total Score n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
      
Note: ITT = Intent-to-treat, PK = Pharmacokinetic, IVRS = Interactive Voice Activated Response System, IWRS = Interactive Web-

based Response System. 
Note: The all subjects screened set contains all subjects who provided informed consent for this study. This analysis set and the 

reasons for screening/run-in failure are based on data collected in the IVRS/IWRS. Some subjects in this analysis set do not 
have data recorded in the eCRF. 

Note: The ITT analysis set includes all consented and randomized subjects. 
Note: The Full analysis set includes all randomized subjects who have at least one patch of double-blind study medication applied, 

who have a baseline PANSS total score, and who have at least one post-baseline assessment of the PANSS total score. 
Note: The Safety analysis set includes all subjects who have had at least one patch of double-blind study medication applied and 

who have at least one post-dose safety measurement during the double-blind treatment period.  
Note: The PK analysis set includes all subjects who have at least one dose of double-blind study medication and have at least one 

blood sample for PK assessment. Subjects may be excluded from the PK analysis set if they significantly violate inclusion or 
exclusion criteria, significantly violate the protocol in a way that may influence the PK analysis, if any unexpected error 
occurs during the study that may influence the PK analysis (e.g., early detachment of transdermal systems, apparent sample 
switching, etc.), or if their data are unavailable or incomplete. 

Note: Percentages for Full analysis set, Safety analysis set, and PK analysis set are calculated out of the total ITT analysis 
set. Percentages for reasons for exclusion are out of the total number of subjects excluded from the given analysis set. 
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Table 14.1.1 Analysis Sets 
 Statistic HP-3070 18.0 mg HP-3070 9.0 mg Placebo Overall 
      
Number of Subjects in the Safety Analysis Set n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
Reasons for Exclusion from the Safety Analysis Set: n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
   No Double-Blind Study Medication Applied n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
   No Post-Dose Safety Measurements n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
      
Number of Subjects in the PK Analysis Set n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
Reasons for Exclusion from the PK Analysis Set: n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
  No study medication HP-3070 9.0mg or 18.0mg applied n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
  Significant protocol or inclusion/exclusion criteria 
violation 

n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      

  Unexpected errors that may influence the PK analysis n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
  Unavailable/incomplete data n (%) xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      xxx (xx.x)      
      
Note: ITT = Intent-to-treat, PK = Pharmacokinetic, IVRS = Interactive Voice Activated Response System, IWRS = Interactive Web-

based Response System. 
Note: The all subjects screened set contains all subjects who provided informed consent for this study. This analysis set and the 

reasons for screening/run-in failure are based on data collected in the IVRS/IWRS. Some subjects in this analysis set do not 
have data recorded in the eCRF. 

Note: The ITT analysis set includes all consented and randomized subjects. 
Note: The Full analysis set includes all randomized subjects who have at least one patch of double-blind study medication applied, 

who have a baseline PANSS total score, and who have at least one post-baseline assessment of the PANSS total score. 
Note: The Safety analysis set includes all subjects who have had at least one patch of double-blind study medication applied and 

who have at least one post-dose safety measurement during the double-blind treatment period.  
Note: The PK analysis set includes all subjects who have at least one dose of double-blind study medication and have at least one 

blood sample for PK assessment. Subjects may be excluded from the PK analysis set if they significantly violate inclusion or 
exclusion criteria, significantly violate the protocol in a way that may influence the PK analysis, if any unexpected error 
occurs during the study that may influence the PK analysis (e.g., early detachment of transdermal systems, apparent sample 
switching, etc.), or if their data are unavailable or incomplete. 

Note: Percentages for Full analysis set, Safety analysis set, and PK analysis set are calculated out of the total ITT analysis 
set. Percentages for reasons for exclusion are out of the total number of subjects excluded from the given analysis set. 
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Table 14.1.2 Randomization by Country 
ITT Analysis Set 

  

Region / Country 

HP-3070 18.0 mg  
(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

Overall 
(N=xxx) 
n (%) 

     
Rest of the World     
  Bulgaria xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
  Serbia xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
  Ukraine xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
Russia xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
North America xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
  United States xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
Note: ITT = Intent-to-treat, N = number of subjects in the ITT analysis set by treatment group. 
Note: Percentages are calculated as (n/N)*100. 
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Table 14.1.3 Disposition During the Double-Blind Period 
All Analysis Sets 

  
 HP-3070 18.0 mg  

(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

Overall 
(N=xxx) 
n (%) 

     
ITT Analysis Set     
     
Number of Subjects who Completed the Study xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
Number of Subjects who Discontinued the Study xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
   Primary reason for early discontinuation     
       Adverse event  xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Death xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Non-compliance xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Lack of efficacy xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Subject requires treatment with a prohibited medication xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Pregnancy xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Physician decision xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Study terminated by investigator xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Study terminated by sponsor xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Subject withdrew consent xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Other xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
Note: ITT = Intent-to-treat, PK = Pharmacokinetic, N = number of subjects in the ITT analysis set by treatment group. 
Note: Percentages are calculated as (n/N)*100. 
Note: This summary is based on data recorded in the eCRF. 
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Table 14.1.3 Disposition During the Double-Blind Period 
All Analysis Sets 

 
 HP-3070 18.0 mg  

(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

Overall 
(N=xxx) 
n (%) 

     
Full Analysis Set     
     
Number of Subjects who Completed the Study xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
Number of Subjects who Discontinued the Study xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
   Primary reason for early discontinuation     
       Adverse event  xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Death xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Non-compliance xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Lack of efficacy xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Subject requires treatment with a prohibited medication xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Pregnancy xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Physician decision     
       Study terminated by investigator     
       Study terminated by sponsor xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Subject withdrew consent xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Other xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
Note: ITT = Intent-to-treat, PK = Pharmacokinetic, N = number of subjects in the ITT analysis set by treatment group. 
Note: Percentages are calculated as (n/N)*100. 
Note: This summary is based on data recorded in the eCRF. 
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Table 14.1.3 Disposition During the Double-Blind Period 
All Analysis Sets 

 
 HP-3070 18.0 mg  

(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

Overall 
(N=xxx) 
n (%) 

     
Safety Analysis Set     
     
Number of Subjects who Completed the Study xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
Number of Subjects who Discontinued the Study xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
   Primary reason for early discontinuation     
       Adverse event  xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Death xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Non-compliance xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Lack of efficacy xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Subject requires treatment with a prohibited medication xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Pregnancy xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Physician decision xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Study terminated by investigator xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Study terminated by sponsor xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Subject withdrew consent xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Other xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Other xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
Note: ITT = Intent-to-treat, PK = Pharmacokinetic, N = number of subjects in the ITT analysis set by treatment group. 
Note: Percentages are calculated as (n/N)*100. 
Note: This summary is based on data recorded in the eCRF. 
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Table 14.1.3 Disposition During the Double-Blind Period 
All Analysis Sets 

 
 HP-3070 18.0 mg  

(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

Overall 
(N=xxx) 
n (%) 

     
PK Analysis Set     
     
Number of Subjects who Completed the Study xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
Number of Subjects who Discontinued the Study xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
   Primary reason for early discontinuation     
       Adverse event  xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Death xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Non-compliance xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Lack of efficacy xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Subject requires treatment with a prohibited medication xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Pregnancy xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Physician decision xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Study terminated by investigator xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Study terminated by sponsor xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Subject withdrew consent xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
       Other xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
Note: ITT = Intent-to-treat, PK = Pharmacokinetic, N = number of subjects in the ITT analysis set by treatment group. 
Note: Percentages are calculated as (n/N)*100. 
Note: This summary is based on data recorded in the eCRF. 
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Table 14.1.4 Time to Discontinuation During the Double-Blind Period 
ITT Analysis Set 

 

Time (Days) 

HP-3070 18.0 mg 
(N=xxx) 

% 

HP-3070 9.0 mg 
(N=xxx) 

% 

Placebo 
(N=xxx) 

% 

Overall 
(N=xxx) 

% 
     
Day 0 xx  xx  xx  xx  
Day 7 xx  xx  xx  xx  
Day 14 xx  xx  xx  xx  
Day 21 xx  xx  xx  xx  
Day 28 xx  xx  xx  xx  
Day 35 xx  xx  xx  xx  
Day 42 xx  xx  xx  xx  
     
Note: ITT = Intent-to-treat, N = number of subjects in the ITT analysis set by treatment group. 
Note: Percents are based on Kaplan Meier failure rates at each week. 
Note: Time to discontinuation is computed as date of last dose of double-blind study medication – date of randomization. 
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Figure 14.1.4 Time to Discontinuation During the Double Blind Period, Kaplan Meier Plot 
ITT Analysis Set 

 

 
 

Note: ITT = Intent-to-treat. 
Note: Time to discontinuation is computed as date of last dose of double-blind study medication – date of randomization. 
Note: Reference Table 14.1.4 
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Table 14.1.5 Demographic Characteristics  
ITT Analysis Set 

 
 

Statistic 
HP-3070 18.0 mg 

 (N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
 Placebo 
 (N=xxx) 

Overall 
(N=xxx) 

      
Age (years) n   xx   xx   xx   xx 
 Mean    x.x    x.x    x.x    x.x 
 SD    x.xx    x.xx    x.xx    x.xx 
 Median    x.x    x.x    x.x    x.x 
 Min    x    x    x    x 
 Max    x    x    x    x 
  < 55 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  >= 55 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
      
Gender      
  Male n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  Female n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
      
Race      
  American Indian or Alaska Native n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  Asian n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  Black or African American n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  Native Hawaiian or Other Pacific Islanders n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  White n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  Other n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
      
Ethnicity      
  Hispanic or Latino n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  Not Hispanic or Latino n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
      
Region      
  Rest of the World n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  Russia n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  North America n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
      
Note: ITT = Intent-to-treat, BMI = Body Mass Index, N = number of subjects in the ITT analysis set by treatment group. 
Note: Rest of the World includes Bulgaria, Serbia and Ukraine. 
Note: Percentages are calculated as (n/N)*100. 
Note: A subject may select more than one race in the eCRF. 
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Table 14.1.5 Demographic Characteristics 
ITT Analysis Set 

 
 Statistic HP-3070 18.0 mg 

 (N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
 Placebo 
 (N=xxx) 

Overall 
(N=xxx) 

      
Baseline Height (cm) n   xx   xx   xx   Xx 
 Mean    x.x    x.x    x.x    x.x 
 SD    x.xx    x.xx    x.xx    x.xx 
 Median    x.x    x.x    x.x    x.x 
 Min    x    x    x    X 
 Max    x    x    x    X 
      
Baseline Weight (kg) n   xx   xx   xx   Xx 
 Mean    x.x    x.x    x.x    x.x 
 SD    x.xx    x.xx    x.xx    x.xx 
 Median    x.x    x.x    x.x    x.x 
 Min    x    x    x    X 
 Max    x    x    x    X 
      
Baseline BMI (kg/m2) n   xx   xx   xx   Xx 
 Mean    x.x    x.x    x.x    x.x 
 SD    x.xx    x.xx    x.xx    x.xx 
 Median    x.x    x.x    x.x    x.x 
 Min    x    x    x    x 
 Max    x    x    x    x 
  < 25 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  >= 25 to < 30 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  >= 30 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
      
Note: ITT = Intent-to-treat, BMI = Body Mass Index, N = number of subjects in the ITT analysis set by treatment group. 
Note: Rest of the World includes Bulgaria, Serbia and Ukraine. North America includes the United States. 
Note: Percentages are calculated as (n/N)*100. 
Note: A subject may select more than one race in the eCRF. 
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Table 14.1.6 Baseline Psychiatric Characteristics  
ITT Analysis Set 

 

 Statistic 
HP-3070 18.0 mg 

 (N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
 Placebo 
 (N=xxx) 

Overall 
(N=xxx) 

      
Time Since First Diagnosis of Schizophrenia (years) n   xx   xx   xx   xx 
 Mean    x.x    x.x    x.x    x.x 
 SD    x.xx    x.xx    x.xx    x.xx 
 Median    x.x    x.x    x.x    x.x 
 Min    x    x    x    x 
 Max    x    x    x    x 
  < 5 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  >= 5 to < 10 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  >= 10 to < 20 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  >= 20 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
      
Time Since Current Exacerbated Episode (weeks) n   xx   xx   xx   xx 
 Mean    x.x    x.x    x.x    x.x 
 SD    x.xx    x.xx    x.xx    x.xx 
 Median    x.x    x.x    x.x    x.x 
 Min    x    x    x    x 
 Max    x    x    x    x 
      
Baseline PANSS Total Score      
  < 90 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  >= 90 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
      
Note: ITT = Intent-to-treat, PANSS = Positive and Negative Syndrome Scale, MSQ = Medication Satisfaction Questionnaire, N = number 

of subjects in the ITT analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.   
Note: Percentages are calculated as (n/N)*100.  
Note: Time since is calculated as date of first dose of double blind medication – current exacerbated episode or first diagnosis 

of schizophrenia 
Note: The MSQ is a single-item questionnaire used to assess the level of patient’s satisfaction or dissatisfaction with the 

medication they are taking. Responses can range from Extremely Dissatisfied (1) to Extremely Satisfied (7). 
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Table 14.1.6 Baseline Psychiatric Characteristics 
ITT Analysis Set 

 
 Statistic HP-3070 18.0 mg 

 (N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
 Placebo 
 (N=xxx) 

Overall 
(N=xxx) 

      
Age of First Diagnosis of Schizophrenia (years) n   xx   xx   xx   xx 
 Mean    x.x    x.x    x.x    x.x 
 SD    x.xx    x.xx    x.xx    x.xx 
 Median    x.x    x.x    x.x    x.x 
 Min    x    x    x    x 
 Max    x    x    x    x 
  < 25 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  >= 25 n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
      
Antipsychotic Treatment Before Current Episode      
  Yes n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
  No n (%)   xx (xx.x)        xx (xx.x)        xx (xx.x)        xx (xx.x)      
      
Baseline MSQ Score n   xx   xx   xx   xx 
 Mean    x.x    x.x    x.x    x.x 
 SD    x.xx    x.xx    x.xx    x.xx 
 Median    x.x    x.x    x.x    x.x 
 Min    x    x    x    x 
 Max    x    x    x    x 
      
      
Note: ITT = Intent-to-treat, PANSS = Positive and Negative Syndrome Scale, MSQ = Medication Satisfaction Questionnaire, N = number 

of subjects in the ITT analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.   
Note: Percentages are calculated as (n/N)*100.  
Note: Time since is calculated as date of first dose of double blind medication – current exacerbated episode or first diagnosis 

of schizophrenia 
Note: The MSQ is a single-item questionnaire used to assess the level of patient’s satisfaction or dissatisfaction with the 

medication they are taking. Responses can range from Extremely Dissatisfied (1) to Extremely Satisfied (7). 
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Table 14.1.7 Exposure to Double Blind Study Medication  
Safety Analysis Set 

 

  

 

 HP-3070 18.0 mg 
 (N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

 Placebo 
 (N=xxx) 

Overall 
 (N=xxx) 

Statistic Subjects Patches  Subjects Patches  Subjects Patches Subjects Patches 

          

Exposed to Double-
Blind Study Medication 

n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

          

Duration of Exposure 
(days) 

Mean           x.x   x.x   x.x   x.x  

 SD              x.xx   x.xx   x.xx   x.xx  

 Median              x.x   x.x   x.x   x.x  

 Min              x   x   x   x  

 Max              x   x   x   x  

          

  Week 1 n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

  Week 2 n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

  Week 3 n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

  Week 4 n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

  Week 5 n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

  Week 6 n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

        
Note: N = the number of subjects in the safety analysis set by treatment group. 
Note: Percentages are calculated as (n/N)*100. 
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Table 14.1.8 Study Medication Compliance 
Safety Analysis Set 

  

Visit/Abnormality Statistic 
HP-3070 18.0 mg  

(N=XXX) 
HP-3070 9.0 mg 

(N=XXX) 
Placebo 
(N=XXX) 

Overall 
(N=XXX) 

      
Overall Double-Blind Period N xxx xxx xxx xxx 
  Compliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
  Noncompliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    <80% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    >=120% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
      
Period from Day 0 to Week 1 Visit N xxx xxx xxx xxx 
  Compliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
  Noncompliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    <80% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    >=120% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
      
Period from Week 1 to Week 2 Visit N     
  Compliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
  Noncompliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    <80% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    >=120% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
      
Period from Week 2 to Week 3 Visit N xxx xxx xxx xxx 
  Compliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
  Noncompliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    <80% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    >=120% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
      
Note: Compliant is defined as using >=80% and <=120% of study medication during the evaluation period. Noncompliant is defined as 

using <80% or >120% of study medication during the evaluation period. 
Note: Compliance with study medication is calculated as the number of patches applied divided by the prescribed number of patches 

over a given period. 
Note: Percentages are calculated as (n/N)*100 where N is the number of subjects for the period being summarized. 
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Table 14.1.8 Study Medication Compliance 
Safety Analysis Set 

 

Visit/Abnormality Statistic 
HP-3070 18.0 mg  

(N=XXX) 
HP-3070 9.0 mg 

(N=XXX) 
Placebo 
(N=XXX) 

Overall 
(N=XXX) 

      
Period from Week 3 to Week 4 Visit N xxx xxx xxx xxx 
  Compliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
  Noncompliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    <80% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    >=120% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
      
Period from Week 4 to Week 5 Visit N xxx xxx xxx xxx 
  Compliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
  Noncompliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    <80% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    >=120% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
      
Period from Week 5 to Week 6 Visit N xxx xxx xxx xxx 
  Compliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
  Noncompliant n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    <80% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
    >=120% n (%) xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
      
Note: Compliant is defined as using >=80% and <=120% of study medication during the evaluation period. Noncompliant is defined as 

using <80% or >120% of study medication during the evaluation period. 
Note: Compliance with study medication is calculated as the number of patches applied divided by the prescribed number of patches 

over a given period. 
Note: Percentages are calculated as (n/N)*100 where N is the number of subjects for the period being summarized. 
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Table 14.1.9 Prior Medications 
ITT Analysis Set 

  

  Preferred Term 

HP-3070 18.0 mg  
(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

Overall 
(N=xxx) 
n (%) 

     
Number of Subjects with at Least One Prior Medication xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
 ...     
     

Note: N = number of subjects in the ITT analysis set by treatment group. Overall includes all subjects in the safety analysis set. 
Note: Prior medications are medications which started and stopped prior to the first dose of double-blind study medication. 

Medications taken from 6 months prior to screening are included. 
Note: Percentages are calculated as (n/N)*100. 
Note: At each level of summarization, subjects reporting more than one medication are counted once. 
Note: Medications are coded using World Health Organization Drug Dictionary (WHO-DD) Version xx.x. 
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Table 14.1.10 Concomitant Medications 
Safety Analysis Set 

  

  Preferred Term 

HP-3070 18.0 mg  
(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

Overall 
(N=xxx) 
n (%) 

     
Number of Subjects with at Least One Concomitant Medication xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
     
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
<<Preferred Term>> xx (xx.x)      xx (xx.x)      xx (xx.x)      xx (xx.x)      
 ...     
     

Note: N = number of subjects in the safety analysis set by treatment group. Overall includes all subjects in the safety analysis 
set. 

Note: Concomitant medications are medications which started prior to, on, or after the first dose of double-blind study medication 
and no later than 1 day following the date of last study medication patch application, and ended on or after the date of 
first dose of study medication or were ongoing at the end of the study. 

Note: Percentages are calculated as (n/N)*100. 
Note: Prefered Terms are presented in order of decreasing frequency. 
Note: Medications are coded using World Health Organization Drug Dictionary (WHO-DD) Version xx.x. 
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Table 14.2.1.1.1 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 
Full Analysis Set 

 
 

Treatment Group  
Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

 (N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
 Placebo 
 (N=xxx) 

HP-3070 18.0 mg 
 (N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

Baseline       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
Week 6       
 Observed       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
Note: PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = 

number of subjects in the full analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 

as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an 
unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 

Note: Adjusted p-values are calculated according to the truncated Hochberg procedure with a truncation factor γ=0.9. Adjustment for 
multiple comparisons uses a parallel gatekeeping procedure. Adjusted p-values are presented for the secondary endpoint CGI-S 
Score change from baseline only if at least one of the primary hypotheses for the primary endpoint PANSS total score change from 
baseline are rejected.  
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Table 14.2.1.1.1 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 
Full Analysis Set 

 
 

Treatment Group 
 Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

 (N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
 Placebo 
 (N=xxx) 

 HP-3070 18.0 mg 
 (N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
Week 6       
 Change from Baseline to Week 6       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
   LSM estimate    x.x    x.x    x.x     x.x    x.x 
   SE    x.xxx    x.xxx    x.xxx     x.xxx    x.xxx 
   95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
   p-value        x.xxx    x.xxx 
   Adjusted p-value        x.xxx    x.xxx 
       
Note: PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = 

number of subjects in the full analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 

as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an 
unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 

Note: Adjusted p-values are calculated according to the truncated Hochberg procedure with a truncation factor γ=0.9. Adjustment for 
multiple comparisons uses a parallel gatekeeping procedure. Adjusted p-values are presented for the secondary endpoint CGI-S 
Score change from baseline only if at least one of the primary hypotheses for the primary endpoint PANSS total score change from 
baseline are rejected.  
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Table 14.2.1.1.2 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 
ITT Analysis Set 

 
 

Treatment Group  
Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

 (N=xxx) 
HP-3070 9.0 mg 

(N=xxx) Place\(N=xxx) 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Baseline       
   n xx xx xx    
   Mean x.x x.x x.x    
   SD x.xx x.xx x.xx    
   Median x.x x.x x.x    
   Min x x x    
   Max x x x    
       
Week 6       
 Observed       
   n xx xx xx    
   Mean x.x x.x x.x    
   SD x.xx x.xx x.xx    
   Median x.x x.x x.x    
   Min x x x    
   Max x x x    
       
Note: ITT = Intent-to-Treat, PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = 

Confidence Interval, N = number of subjects in the ITT analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 

as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an 
unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Table 14.2.1.1.2 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 
ITT Analysis Set 

 
 

Treatment Group 
 Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

 (N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx)  

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
 Change from Baseline to Week 6       
   n xx xx xx    
   Mean x.x x.x x.x    
   SD x.xx x.xx x.xx    
   Median x.x x.x x.x    
   Min x x x    
   Max x x x    
       
   LSM estimate x.x x.x x.x  x.x x.x 
   SE x.xxx x.xxx x.xxx  x.xxx x.xxx 
   95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
   p-value     x.xxx x.xxx 
       
Note: ITT = Intent-to-Treat, PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = 

Confidence Interval, N = number of subjects in the ITT analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 

as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an 
unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Table 14.2.1.2.1.1 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 – Pattern-Mixture Model 
Full Analysis Set 
This table will be similar to 14.2.1.1.2. 
Footnotes will be: 
Note: PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = 
number of subjects in the full analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 
missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: A pattern-mixture model approach using a placebo-based multiple imputation has been used for this analysis. 
Note: Imputed datasets are analyzed with the mixed linear repeated measures model including treatment, country, visit, treatment by 
visit interaction, and baseline value as covariates, and subject as random effect. The correlation of repeated measures within a 
subject is estimated with an unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of 
freedom. 
 

Table 14.2.1.2.1.2 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 – Pattern-Mixture Model 
for Dropout Pattern 2 
Full Analysis Set 
This table will be similar to 14.2.1.1.2. 
Footnotes will be: 
Note: PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = 
number of subjects in the full analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 
missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: A pattern-mixture model approach using a placebo-based multiple imputation for discontinuation due to lack of efficacy, adverse 
event, or death has been used for this analysis. 
Note: Imputed datasets are analyzed with the mixed linear repeated measures model including treatment, country, visit, treatment by 
visit interaction, and baseline value as covariates, and subject as random effect. The correlation of repeated measures within a 
subject is estimated with an unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of 
freedom. 
  
 

Table 14.2.1.2.1.3 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 – Pattern-Mixture Model 
for Dropout Pattern 3 
Full Analysis Set 
This table will be similar to 14.2.1.1.2. 
Footnotes will be: 
Note: PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = 
number of subjects in the full analysis set by treatment group. 
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Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 
missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: A pattern-mixture model approach using a placebo-based multiple imputation for discontinuation due to lack of efficacy has been 
used for this analysis. 
Note: Imputed datasets are analyzed with the mixed linear repeated measures model including treatment, country, visit, treatment by 
visit interaction, and baseline value as covariates, and subject as random effect. The correlation of repeated measures within a 
subject is estimated with an unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of 
freedom. 
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Table 14.2.1.2.3 Time-to-Failure Based on Change from Baseline in PANSS Total Score and Dropout Pattern 1 
Full Analysis Set 

 

Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx) 

    
Failures, n (%) xx (x.xx) xx (x.xx) xx (x.xx) 
    
Time to Failure (Days)    
   25th Percentile  x.xx x.xx x.xx 
   Median  x.xx x.xx x.xx 
   75th Percentile x.xx x.xx x.xx 
    
Log Rank p-value x.xxx x.xxx x.xxx 
    
Probability of Failure at    
    Week 1 x.xx x.xx x.xx 
    Week 2 x.xx x.xx x.xx 
    Week 3 x.xx x.xx x.xx 
    Week 4 x.xx x.xx x.xx 
    Week 5 x.xx x.xx x.xx 
    Week 6 x.xx x.xx x.xx 
   
Note: PANSS = Positive and Negative Syndrome Scale, N = number of subjects in the full analysis set by treatment group. 
Note: a subject is considered to have failed if there is never an improvement in PANSS score >=20% during the study or if there is an 

improvement >=20% during the study but a subsequent change from baseline <20%, or if the subjectdiscontinues for any reason.  
Note: Time to Failure is calculated based on Kaplan-Meier methodology. 
Note: Percentages are calculated as (n/N)*100.     
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Table 14.2.1.2.4 Time-to-Failure Analysis Based on Change from Baseline in PANSS Total Score and Dropout Pattern 2 
Full Analysis Set 
This table will be similar to 14.2.1.2.3. 
Second Footnote will be: 
Note: a subject is considered to have failed if there is never an improvement in PANSS score >=20% during the study or if there is an 
improvement >=20% during the study but a subsequent change from baseline <20%, or if the subject discontinues due to lack of efficacy, 
adverse event, or death. Discontinuations for other reasons are censored at discontinuation date. 

Table 14.2.1.2.5 Time-to-Failure Analysis Based on Change from Baseline in PANSS Total Score and Dropout Pattern 3 
Full Analysis Set 
This table will be similar to 14.2.1.2.3. 
Second Footnote will be: 
Note: a subject is considered to have failed if there is never an improvement in PANSS score >=30% during the study or if there is an 
improvement >=30% during the study but a subsequent change from baseline <30%, or if the subject discontinues due to lack of efficacy. 
Discontinuations for other reasons are censored at discontinuation date. 
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Table 14.2.1.2.6 ANCOVA on Rank-Transformed PANSS Total Score Data at Week 6 
Full Analysis Set 

 
 Treatment Group 

  
Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

 (N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
 Placebo 
 (N=xxx) 

HP-3070 18.0 mg 
 (N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
Rank-Transformed Change from 
Baseline to Week 6 

      

   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
   LSM estimate    x.x    x.x    x.x    
   SE    x.xxx    x.xxx    x.xxx    
   p-value     x.xxx x.xxx 
       
Note: ANCOVA = Analysis of Covariance, PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI 

= Confidence Interval, N = number of subjects in the full analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: The values of the change from baseline variable as well as baseline covariate are transformed to standardized ranks within each 

country, using fractional ranks and mean method for ties. Before performing the rank transformation, subjects with missing data 
at Week 6 due to discontinuation for any reason are imputed with a change from baseline equal to the largest change from baseline 
in observed data plus 1, so that these subjects have the highest rank after the transformation. 

Note: Separate regression models are fit for each country using a regression model for change from baseline with baseline as predictor.  
Note: P-value is based on the Cochran-Mantel-Haenszel test, controlling for country. The hypothesis tested is the Row Mean Score Differ 

statistic, using the values of the residuals as scores. 
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Table 14.2.2.1 Treatment Comparison of Change from Baseline in CGI-S Score at Week 6 
Full Analysis Set 
This table will be similar to 14.2.1.1.1. 
Footnotes will be: 
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 
as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
Note: Adjusted p-values are calculated according to the Hochberg procedure. Adjustment for multiple comparisons uses a parallel 
gatekeeping procedure. Adjusted p-values are presented for the secondary endpoint CGI-S Score change from baseline only if at least 
one of the primary hypotheses for the primary endpoint PANSS total score change from baseline are rejected. 
 

Table 14.2.2.2 Treatment Comparison of Change from Baseline in CGI-S Score at Week 6 – Pattern-Mixture Model 
Full Analysis Set 
This table will be similar to 14.2.1.1.2. 
Footnotes will be: 
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: A pattern-mixture model approach using a placebo-based multiple imputation has been used for this analysis. 
Note: Imputed datasets are analyzed with the mixed linear repeated measures model including treatment, country, visit, treatment by 
visit interaction, and baseline value as covariates, and subject as random effect. The correlation of repeated measures within a 
subject is estimated with an unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of 
freedom. 
 

Table 14.2.2.3 Treatment Comparison of Change from Baseline in CGI-S Score at Week 6 – Pattern-Mixture Model for 
Dropout Pattern 2 
Full Analysis Set 
This table will be similar to 14.2.1.1.2. 
Footnotes will be: 
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
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Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: A pattern-mixture model approach using a placebo-based multiple imputation for discontinuation due to lack of efficacy, adverse 
event, or death has been used for this analysis. 
Note: Imputed datasets are analyzed with the mixed linear repeated measures model including treatment, country, visit, treatment by 
visit interaction, and baseline value as covariates, and subject as random effect. The correlation of repeated measures within a 
subject is estimated with an unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of 
freedom. 
  
 

Table 14.2.2.4 Treatment Comparison of Change from Baseline in CGI-S Score at Week 6 – Pattern-Mixture Model for 
Dropout Pattern 3 
Full Analysis Set 
This table will be similar to 14.2.1.1.2. 
Footnotes will be: 
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: A pattern-mixture model approach using a placebo-based multiple imputation for discontinuation due to lack of efficacy has been 
used for this analysis. 
Note: Imputed datasets are analyzed with the mixed linear repeated measures model including treatment, country, visit, treatment by 
visit interaction, and baseline value as covariates, and subject as random effect. The correlation of repeated measures within a 
subject is estimated with an unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of 
freedom. 
 

Table 14.2.2.5 Time-to-Failure Analysis Based on Change from Baseline in CGI-S Score and Dropout Pattern 1 
Full Analysis Set 
This table will be similar to 14.2.1.2.3. 
Footnotes will be:  
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, N = number of subjects in the full analysis set by treatment 
group. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: a subject is considered to have failed if there is never an improvement in CGI-S score >=20% during the study or if there is an 
improvement >=20% during the study but a subsequent change from baseline <20%, or if the subject discontinues for any reason.  
Note: Time to Failure is calculated based on Kaplan-Meier methodology. 
Note: Percentages are calculated as (n/N)*100.     
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Table 14.2.2.6 Time-to-Failure Analysis Based on Change from Baseline in CGI-S Score and Dropout Pattern 2 
Full Analysis Set 
This table will be similar to 14.2.1.2.3. 
Footnotes will be:  
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, N = number of subjects in the full analysis set by treatment 
group. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: a subject is considered to have failed if there is never an improvement in CGI-S score >=20% during the study or if there is an 
improvement >=20% during the study but a subsequent change from baseline <20%, or if the subject discontinues due to lack of efficacy, 
adverse event, or death. Discontinuations for other reasons are censored at discontinuation date. 
Note: Time to Failure is calculated based on Kaplan-Meier methodology. 
Note: Percentages are calculated as (n/N)*100.  
    

Table 14.2.2.7 Time-to-Failure Analysis Based on Change from Baseline in CGI-S Score and Dropout Pattern 3 
Full Analysis Set 
This table will be similar to 14.2.1.2.3. 
Footnotes will be:  
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, N = number of subjects in the full analysis set by treatment 
group. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: a subject is considered to have failed if there is never an improvement in CGI-S score >=30% during the study or if there is an 
improvement >=30% during the study but a subsequent change from baseline <30%, or if the subject discontinues due to lack of efficacy. 
Discontinuations for other reasons are censored at discontinuation date. 
Note: Time to Failure is calculated based on Kaplan-Meier methodology. 
Note: Percentages are calculated as (n/N)*100.  
 

Table 14.2.2.8 ANCOVA on Rank-Transformed CGI-S Score Data at Week 6 
Full Analysis Set 
This table will be similar to 14.2.1.2.6. 
Footnotes will be: 
Note: ANCOVA = Analysis of Covariance, CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = 
Standard Error, CI = Confidence Interval, N = number of subjects in the full analysis set by treatment group. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
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Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: The values of the change from baseline variable as well as baseline covariate are transformed to standardized ranks within each 
country, using fractional ranks and mean method for ties. Before performing the rank transformation, subjects with missing data at 
Week 6 due to discontinuation for any reason are imputed with a change from baseline equal to the largest change from baseline in 
observed data plus 1, so that these subjects have the highest rank after the transformation. 
Note: Separate regression models are fit for each country using a regression model for change from baseline with baseline as 
predictor.  
Note: P-value is based on the Cochran-Mantel-Haenszel test, controlling for country. The hypothesis tested is the Row Mean Score 
Differ statistic, using the values of the residuals as scores. 
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Table 14.2.3.1.1 Treatment Comparison of Change from Baseline in PANSS Total Score at Weeks 1 - 6 
Full Analysis Set 

 
 Treatment Group 

  
Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx) 

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
Baseline       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
Week 1       
 Observed       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
Note: PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = 

number of subjects in the full analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 

as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an 
unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 

 
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        
 
 
 
 
 

Noven Pharmaceuticals
Version No. 1.0

Protocol No. HP-3070-GL-04
14 September 2018

100



 

 
Author: Amanda Schwab Version Number: Draft 2 

  Version Date: 09Jan2017 

Page 49 of 144 
 

Noven Pharmaceuticals, Inc. 
STATISTICAL ANALYSIS PLAN: PROTOCOL HP-3070-GL-04 

 
 

Noven Pharmaceuticals, Inc.                                                                                                Page 2 of x 
Protocol HP-3070-GL-04  
                                                                                                     

Table 14.2.3.1.1 Treatment Comparison of Change from Baseline in PANSS Total Score at Weeks 1 - 6 
Full Analysis Set 

 
 Treatment Group 

  
Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx)  

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
Change from Baseline 
to Week 1 

      

   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
   LSM estimate    x.x    x.x    x.x     x.x    x.x 
   SE    x.xxx    x.xxx    x.xxx     x.xxx    x.xxx 
   95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
   p-value         x.xxx    x.xxx 
       
Note: PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = 

number of subjects in the full analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 

as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an 
unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Figure 14.2.3.1.1 Mean Changes from Baseline in PANSS Total Score Across Visits  
Full Analysis Set 

 
 
Note: PANSS = Positive and Negative Syndrome Scale. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.  
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing.   
Note: ‘*’ represents a statistically significant p-value<0.05 for the comparison of HP-3070 9.0mg to placebo at that week. ‘**’ 

represents a statistically significant p-value<0.05 for the comparison of HP-3070 18.0mg to placebo at that week. 
Note: Reference table 14.2.3.1.1 
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Table 14.2.3.1.2 Treatment Comparison of Change from Baseline in PANSS Positive Subscale at Weeks 1 - 6 
Full Analysis Set 
This table will be similar to 14.2.3.1.1. 
Second Footnote will be: 
Note: The PANSS positive subscale is the sum of 7 items: delusions, conceptual disorganization, hallucinatory behavior, excitement, 
grandiosity, suspiciousness/persecution, and hostility 

 
Figure 14.2.3.1.2 Mean Changes from Baseline in PANSS Positive Subscale Across Visits  
Full Analysis Set 
This figure will be similar to 14.2.3.1.1 
Third Footnote will be:  
Note: The PANSS positive subscale is the sum of 7 items: delusions, conceptual disorganization, hallucinatory behavior, excitement, 
grandiosity, suspiciousness/persecution, and hostility 

 
Table 14.2.3.1.3 Treatment Comparison of Change from Baseline in PANSS Negative Subscale at Weeks 1 - 6 
Full Analysis Set 
This table will be similar to 14.2.3.1.1. 
Second Footnote will be: 
Note: The PANSS negative subscale is the sum of 7 items: blunted affect, emotional withdrawal, poor rapport, passive/apathetic social 
withdrawal, difficulty in abstract thinking, lack of spontaneity and flow of conversation, and stereotyped thinking. 

 
Figure 14.2.3.1.3 Mean Changes from Baseline in PANSS Negative Subscale Across Visits  
Full Analysis Set 
This figure will be similar to 14.2.3.1.1 
Third Footnote will be:  
Note: The PANSS negative subscale is the sum of 7 items: blunted affect, emotional withdrawal, poor rapport, passive/apathetic social 
withdrawal, difficulty in abstract thinking, lack of spontaneity and flow of conversation, and stereotyped thinking. 

 
Table 14.2.3.1.4 Treatment Comparison of Change from Baseline in PANSS General Psychopathology Subscale at Weeks 1 - 6 
Full Analysis Set 
This table will be similar to 14.2.3.1.1. 
Second Footnote will be: 
Note: The PANSS general psychopathy subscale is the sum of 16 items: somatic concern, anxiety, guilt feelings, tension, mannerisms and 
posturing, depression, motor retardation, uncooperativeness, unusual thought content, disorientation, poor attention, lack of judgment 
and insight, disturbance of volition, poor impulse control, preoccupation, and active social avoidance. 
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Figure 14.2.3.1.4 Mean Changes from Baseline in PANSS General Psychopathology Subscale Across Visits  
Full Analysis Set 
This figure will be similar to 14.2.3.1.1 
Third Footnote will be:  
Note: The PANSS general psychopathy subscale is the sum of 16 items: somatic concern, anxiety, guilt feelings, tension, mannerisms and 
posturing, depression, motor retardation, uncooperativeness, unusual thought content, disorientation, poor attention, lack of judgment 
and insight, disturbance of volition, poor impulse control, preoccupation, and active social avoidance. 
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Table 14.2.3.1.5 Treatment Comparison of Change from Baseline in PANSS Total Score at Weeks 1 – 6 by Completion Status 
Full Analysis Set 

 
 

Treatment Group  
Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx) 

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
Subjects who Completed 
the Study 

      

Baseline       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
Week 1       
 Observed       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
Note: PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = 

number of subjects in the full analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 

as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an 
unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Table 14.2.3.1.5 Treatment Comparison of Change from Baseline in PANSS Total Score at Weeks 1 – 6 by Completion Status 
Full Analysis Set 

 
 

Treatment Group 
 Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx)  

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
 Change from Baseline 
to Week 1 

      

   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
   LSM estimate    x.x    x.x    x.x     x.x    x.x 
   SE    x.xxx    x.xxx    x.xxx     x.xxx    x.xxx 
   95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
   p-value         x.xxx    x.xxx 
       
Note: PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = 

number of subjects in the full analysis set by treatment group and completion status. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 

as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an 
unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Programming note: Repeat for weeks 2-6, then repeat for subjects who discontinued the study. 
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Table 14.2.3.1.6 Treatment Comparison of Change from Baseline in PANSS Positive Subscale at Weeks 1 – 6 by Completion 
Status 
Full Analysis Set 
This table will be similar to 14.2.3.1.5. 
Second Footnote will be: 
Note: The PANSS positive subscale is the sum of 7 items: delusions, conceptual disorganization, hallucinatory behavior, excitement, 
grandiosity, suspiciousness/persecution, and hostility. 
 
Figure 14.2.3.1.6 Mean Changes From Baseline in PANSS Positive Subscale Across Visits by Completion Status 
Full Analysis Set 
This figure will be similar to 14.2.1.2.2 
Third Footnote will be:  
Note: The PANSS positive subscale is the sum of 7 items: delusions, conceptual disorganization, hallucinatory behavior, excitement, 
grandiosity, suspiciousness/persecution, and hostility. 
 
Table 14.2.3.1.7 Treatment Comparison of Change from Baseline in PANSS Negative Subscale at Weeks 1 – 6 by Completion 
Status 
Full Analysis Set 
This table will be similar to 14.2.3.1.5. 
Second Footnote will be: 
Note: The PANSS negative subscale is the sum of 7 items: blunted affect, emotional withdrawal, poor rapport, passive/apathetic social 
withdrawal, difficulty in abstract thinking, lack of spontaneity and flow of conversation, and stereotyped thinking. 

Figure 14.2.3.1.7 Mean Changes From Baseline in PANSS Negative Subscale Across Visits by Completion Status 
Full Analysis Set 
This figure will be similar to 14.2.1.2.2 
Third Footnote will be:  
Note: The PANSS negative subscale is the sum of 7 items: blunted affect, emotional withdrawal, poor rapport, passive/apathetic social 
withdrawal, difficulty in abstract thinking, lack of spontaneity and flow of conversation, and stereotyped thinking. 
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Table 14.2.3.1.8 Treatment Comparison of Change from Baseline in PANSS General Psychopathology Subscale at Weeks 1 – 6 
by Completion Status 
Full Analysis Set 
This table will be similar to 14.2.3.1.5. 
Second Footnote will be: 
Note: The PANSS general psychopathy subscale is the sum of 16 items: somatic concern, anxiety, guilt feelings, tension, mannerisms and 
posturing, depression, motor retardation, uncooperativeness, unusual thought content, disorientation, poor attention, lack of judgment 
and insight, disturbance of volition, poor impulse control, preoccupation, and active social avoidance. 

 
Figure 14.2.3.1.8 Mean Changes From Baseline in PANSS General Psychopathology Subscale Across Visits by Completion 
Status 
Full Analysis Set 
This figure will be similar to 14.2.1.2.2 
Third Footnote will be:  
Note: The PANSS general psychopathy subscale is the sum of 16 items: somatic concern, anxiety, guilt feelings, tension, mannerisms and 
posturing, depression, motor retardation, uncooperativeness, unusual thought content, disorientation, poor attention, lack of judgment 
and insight, disturbance of volition, poor impulse control, preoccupation, and active social avoidance. 
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Table 14.2.3.2 Treatment Comparison of Change from Baseline in CGI-S Score at Weeks 1 - 6 
Full Analysis Set 
This table will be similar to 14.2.3.1. 
Footnotes will be: 
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 
as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Table 14.2.3.3 Treatment Comparison of CGI-I Responders 
Full Analysis Set 

 
 

Treatment Group  
Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx) 

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
Week 1       
   Responders, n (%) xx (xx.x) xx (xx.x) xx (xx.x)    
       
   Estimate  x.xx  x.xx  x.xx   x.xx  x.xx 
   SE   x.xxx   x.xxx   x.xxx    x.xxx   x.xxx 
   95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
   p-value     x.xxx x.xxx 
       
Week 2       
   Responders, n (%) xx (xx.x) xx (xx.x) xx (xx.x)    
       
   Estimate  x.xx  x.xx  x.xx   x.xx  x.xx 
   SE  x.xxx  x.xxx   x.xxx    x.xxx   x.xxx 
   95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
   p-value       x.xxx   x.xxx 
       
Note: CGI-I = Clinical Global Impression – Improvement Scale, SE = Standard Error, CI = Confidence Interval, N = number of subjects in 

the full analysis set by treatment group. 
Note: CGI-I responders are defined as subjects who have a score of 1 (very much improved) or a score of 2 (much improved.) 
Note: Percentages are calculated as (n/N)*100. 
Note: Estimates of the proportion of responders in each treatment group and differences of proportions between the treatment groups are 

based on the standard method based on the binomial distribution. 95% CIs for proportion estimates are based on the Wilson method. 
95% CIs for the differences of proportions are based on the Newcombe method. 

Note: P-value is based on the Cochran-Mantel-Haenszel test, stratified by country. The hypothesis tested is the general association 
statistic. 
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Programming Note: Repeat for weeks 3 through 6 
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Table 14.2.3.4 Treatment Comparison of CGI-I Score 
Full Analysis Set 

 
Treatment Group 

 Treatment Group Comparison  
(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

 (N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
 Placebo 
 (N=xxx) 

HP-3070 18.0 mg 
 (N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
Week 1       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
   LSM estimate    x.x    x.x    x.x     x.x    x.x 
   SE    x.xxx    x.xxx    x.xxx     x.xxx    x.xxx 
   95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
   p-value        x.xxx    x.xxx 
       
Week 2       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
   LSM estimate    x.x    x.x    x.x     x.x    x.x 
   SE    x.xxx    x.xxx    x.xxx     x.xxx    x.xxx 
   95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
   p-value        x.xxx    x.xxx 
Note: CGI-I = Clinical Global Impression – Improvement Scale, CGI-S = Clinical Global Impression – Severity Scale, LSM = Least Squares 

Mean, SE = Standard Error, CI = Confidence Interval, N = number of subjects in the full analysis set by treatment group. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 

of CGI-S as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an 
unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 

Note: To perform this assessment, the rater or Investigator rates the subject's total improvement whether or not it is due entirely to 
drug treatment.  Lower values represent greater improvement. 
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Programming Note: Repeat for weeks 3 through 6 
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 Programming Note: Repeat for weeks 3 through 6 
 
Table 14.2.3.5 Treatment Comparison of PANSS Responders Based on >= 30% Improvement from Baseline 
Full Analysis Set 
This table will be similar to 14.2.3.3. 
Footnotes will be: 
Note: PANSS = Positive and Negative Syndrome Scale, SE = Standard Error, CI = Confidence Interval, N = number of subjects in the full 
analysis set by treatment group. 
Note: PANSS responders are defined as subjects who have >= 30% improvement from baseline. 
Note: Estimates of the proportion of responders in each treatment group and differences of proportions between the treatment groups 
are based on the standard method based on the binomial distribution. 95% CIs for proportion estimates are based on the Wilson method. 
95% CIs for the differences of proportions are based on the Newcombe method. 
Note: P-value is based on the Cochran-Mantel-Haenszel test, stratified by country. The hypothesis tested is the general association 
statistic. 
 

Table 14.2.3.6 Treatment Comparison of PANSS Responders Based on >= 30% Improvement from Baseline 
ITT Analysis Set 
This table will be similar to 14.2.3.3. 
Footnotes will be: 
Note: ITT = Intent-to-Treat, PANSS = Positive and Negative Syndrome Scale, SE = Standard Error, CI = Confidence Interval, N = number 
of subjects in the ITT analysis set by treatment group. 
Note: PANSS responders are defined as subjects who have >= 30% improvement from baseline. 
Note: Estimates of the proportion of responders in each treatment group and differences of proportions between the treatment groups 
are based on the standard method based on the binomial distribution. 95% CIs for proportion estimates are based on the Wilson method. 
95% CIs for the differences of proportions are based on the Newcombe method. 
Note: P-value is based on the Cochran-Mantel-Haenszel test, stratified by country. The hypothesis tested is the general association 
statistic. 
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Table 14.2.3.7 Treatment Comparison of PANSS Responders Based on >= X% Improvement at Week 6 
Full Analysis Set 

 
 

Treatment Group  
Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx) 

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
>= 5% Improvement       
    Responders, n (%) xx (xx.x) xx (xx.x) xx (xx.x)    
       
    Estimate x.x x.x x.x  x.x x.x 
    SE   x.xxx   x.xxx   x.xxx    x.xxx   x.xxx 
    95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
       
>= 10% Improvement       
    Responders, n (%) xx (xx.x) xx (xx.x) xx (xx.x)    
       
    Estimate x.x x.x x.x  x.x x.x 
    SE   x.xxx   x.xxx   x.xxx    x.xxx   x.xxx 
    95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
       
Note: PANSS = Positive and Negative Syndrome Scale, SE = Standard Error, CI = Confidence Interval, N = number of subjects in the full 

analysis set by treatment group. 
Note: PANSS responders are defined as subjects who have >= X% improvement from baseline. 
Note: Percentages are calculated as (n/N)*100. N includes subjects who have a baseline and at least one post-baseline measurement. 
Note: Estimates of the proportion of responders in each treatment group and differences of proportions between the treatment groups are 

based on the standard method based on the binomial distribution. 95% CIs for proportion estimates are based on the Wilson method. 
95% CIs for the differences of proportions are based on the Newcombe method. 

 
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        
Programming Note: Repeat by 5% Increments up to 100% 
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Figure 14.2.3.7 Continuous Responder Analysis Based on Change from Baseline in PANSS Total Score at Week 6 
Full Analysis Set 

 
A continuous responder analysis will be performed based on definition of responder at multiple levels of percent improvement from 
Baseline, from >=5% to 100% with 5% increments. Results will be reported by means of a graph with response threshold on the X-axis and 
proportion of responders in each treatment group on the Y-axis.  

 

Note: PANSS = Positive and Negative Syndrome Scale. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: PANSS responders are defined as subjects who have >=X% improvement from baseline  
Note: Reference Table 14.2.3.7 
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Table 14.2.3.8 Treatment Comparison of PANSS Responders Based on >= X% Improvement at Week 6 
ITT Analysis Set 
This table will be similar to 14.2.3.10. 
Footnotes will be: 
Note: ITT = Intent-to-Treat, PANSS = Positive and Negative Syndrome Scale, SE = Standard Error, CI = Confidence Interval, N = number 
of subjects in the ITT analysis set by treatment group. 
Note: PANSS responders are defined as subjects who have >= X% improvement from baseline. 
Note: Percentages are calculated as (n/N)*100. 
Note: Estimates of the proportion of responders in each treatment group and differences of proportions between the treatment groups 
are based on the standard method based on the binomial distribution. 95% CIs for proportion estimates are based on the Wilson method. 
95% CIs for the differences of proportions are based on the Newcombe method. 
 

Figure 14.2.3.8 Continuous Responder Analysis Based on Change from Baseline in PANSS Total Score at Week 6 
ITT Analysis Set 
This figure will be similar to figure 14.2.1.2.1.1. 
First footnote will be: 
Note: PANSS = Positive and Negative Syndrome Scale, SE = Standard Error, CI = Confidence Interval, ITT = Intent-to-Treat, N = number 
of subjects in the ITT analysis set by treatment group. 

Table 14.2.3.9 Treatment Comparison of Change from Baseline in CDSS Total Score 
Full Analysis Set 
This table will be similar to 14.2.3.5. 
Footnotes will be: 
Note: CDSS = Calgary Depression Scale for Schizophrenia, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = 
number of subjects in the ITT analysis set by treatment group. 
Note: The CDSS is a nine-item scale designed for assessment of the level of depression in patients with schizophrenia.The CDSS total 
score is the sum of all 9 items. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 
as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Table 14.2.3.10 Treatment Comparison of MSQ Score 
Full Analysis Set 

 
Treatment Group  

Treatment Group Comparison 
(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx) 

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
Week 2       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
   LSM estimate    x.x    x.x    x.x     x.x    x.x 
   SE    x.xxx    x.xxx    x.xxx     x.xxx    x.xxx 
   95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
   p-value        x.xxx    x.xxx 
       
Week 4       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
   LSM estimate    x.x    x.x    x.x     x.x    x.x 
   SE    x.xxx    x.xxx    x.xxx     x.xxx    x.xxx 
   95% CI x.xx, x.xx x.xx, x.xx x.xx, x,xx  x.xx, x.xx x.xx, x.xx 
   p-value        x.xxx    x.xxx 
       
Note: MSQ = Medication Satisfaction Questionnaire, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = number 

of subjects in the full analysis set by treatment group. 
Note: The MSQ is a single-item questionnaire used to assess the level of patient’s satisfaction or dissatisfaction with the medication 

they are taking. Responses can range from Extremely Dissatisfied (1) to Extremely Satisfied (7). 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline as 

covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an 
unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Table 14.2.3.10 Treatment Comparison of MSQ Score 
Full Analysis Set 

 
 

Treatment Group  
Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx) 

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
Week 6       
   n   xx   xx   xx    
   Mean    x.x    x.x    x.x    
   SD    x.xx    x.xx    x.xx    
   Median    x.x    x.x    x.x    
   Min    x    x    x    
   Max    x    x    x    
       
   LSM estimate    x.x    x.x    x.x     x.x    x.x 
   SE    x.xxx    x.xxx    x.xxx     x.xxx    x.xxx 
   95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
   p-value        x.xxx    x.xxx 
       
Note: MSQ = Medication Satisfaction Questionnaire, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = number 

of subjects in the full analysis set by treatment group. 
Note: The MSQ is a single-item questionnaire used to assess the level of patient’s satisfaction or dissatisfaction with the medication 

they are taking. Responses can range from Extremely Dissatisfied (1) to Extremely Satisfied (7). 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline as 

covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an 
unstructured covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Table 14.2.4.1 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 by Gender 
Full Analysis Set 

 
 

Treatment Group  
Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx) 

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
Female, n (%) xx (xx.x) xx (xx.x) xx (xx.x)    
       
  Baseline       
     n xx xx xx    
     Mean  x.x  x.x  x.x    
     SD  x.xx  x.xx  x.xx    
     Median  x.x  x.x  x.x    
     Min  x  x  x    
     Max  x  x  x    
       
  Week 6       
   Observed       
     n xx xx xx    
     Mean  x.x  x.x  x.x    
     SD  x.xx  x.xx  x.xx    
     Median  x.x  x.x  x.x    
     Min  x  x  x    
     Max  x  x  x    
       
Note: PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = number 

of subjects in the full analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.  
Note: Percentages are calculated as (n/N)*100. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value as 

covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Table 14.2.4.1 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 by Gender 
Full Analysis Set 

 
 

Treatment Group 
 Treatment Group Comparison 

(Active - Placebo) 

Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx)  

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

       
   Change from 

Baseline to Week 6 
      

     n xx xx xx    
     Mean  x.x  x.x  x.x    
     SD  x.xx  x.xx  x.xx    
     Median  x.x  x.x  x.x    
     Min  x  x  x    
     Max  x  x  x    
       
     LSM estimate x.x x.x x.x  x.x x.x 
     SE   x.xxx   x.xxx   x.xxx    x.xxx   x.xxx 
     95% CI x.xx, x.xx x.xx, x.xx x.xx, x.xx  x.xx, x.xx x.xx, x.xx 
       
Note: PANSS = Positive and Negative Syndrome Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence Interval, N = number 

of subjects in the full analysis set by treatment group. 
Note: The PANSS total score is the sum of all 30 items. Higher values represent greater severity of illness. If one or more items are 

missing at a given assessment, the total score is set to missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.  
Note: Percentages are calculated as (n/N)*100. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value as 

covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Table 14.2.4.2 Treatment Comparison of Change from Baseline in CGI-S Score at Week 6 by Gender 
Full Analysis Set 
This table will be similar to 14.2.4.1. 
Footnotes will be: 
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: Percentages are calculated as (n/N)*100. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 
as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
 

Table 14.2.4.3 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 by Age 
Full Analysis Set 
This table will be similar to 14.2.4.1. 
‘Female’ and ‘Male’ are replaced with ‘Age < 55’ and ‘Age >= 55’. 
 

Table 14.2.4.4 Treatment Comparison of Change from Baseline in CGI-S Score at Week 6 by Age 
Full Analysis Set 
This table will be similar to 14.2.4.1. 
‘Female’ and ‘Male’ are replaced with ‘Age < 55’ and ‘Age >= 55’. 

Footnotes will be: 
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: Percentages are calculated as (n/N)*100. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 
as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
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Table 14.2.4.5 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 by Race 
Full Analysis Set 
This table will be similar to 14.2.4.1. 
‘Female’ and ‘Male’ are replaced with ‘Black/African American’ and ‘All Other Races Combined’. 
Include the Footnote:  
Note: All Other Races Combined includes: American Indian or Alaska Native, Asian, Native Hawaiian or Other Pacific Islanders, White 
and Other. 
 

Table 14.2.4.6 Treatment Comparison of Change from Baseline in CGI-S Score at Week 6 by Race 
Full Analysis Set 
This table will be similar to 14.2.4.1. 
‘Female’ and ‘Male’ are replaced with ‘Black/African American’ and ‘All Other Races Combined’. 

Footnotes will be: 
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: Percentages are calculated as (n/N)*100. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 
as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
Note: All Other Races Combined includes: American Indian or Alaska Native, Asian, Native Hawaiian or Other Pacific Islanders, White 
and Other. 
 

Table 14.2.4.7 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 by Severity at Baseline 
Full Analysis Set  
This table will be similar to 14.2.4.1. 
‘Female’ and ‘Male’ are replaced with ‘PANSS Total Score < 90’ and ‘PANSS Total Score >= 90’. 
  

Table 14.2.4.8 Treatment Comparison of Change from Baseline in CGI-S Score at Week 6 by Severity at Baseline 
Full Analysis Set  
This table will be similar to 14.2.4.1. 
‘Female’ and ‘Male’ are replaced with ‘PANSS Total Score < 90’ and ‘PANSS Total Score >= 90’. 
Footnotes will be: 
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Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: Percentages are calculated as (n/N)*100. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 
as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 

Table 14.2.4.9 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 by Region 
Full Analysis Set  
This table will be similar to 14.2.4.1. 
‘Female’ and ‘Male’ are replaced with ‘North America’ ‘Rest of the World and ‘Russia’. 
  

Table 14.2.4.10 Treatment Comparison of Change from Baseline in CGI-S Score at Week 6 by Region 
Full Analysis Set 
This table will be similar to 14.2.4.1. 
‘Female’ and ‘Male’ are replaced with ‘North America, ‘Rest of the World and ‘Russia’. 
Footnotes will be: 
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: Percentages are calculated as (n/N)*100. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 
as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
 
 

Table 14.2.4.11 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 by BMI at Baseline 
Full Analysis Set  
This table will be similar to 14.2.4.1. 
Instead of 2 categories of ‘Female’ and ‘Male’, there will be 3 categories of ‘< 25 kg/m2’, ‘>= 25 to < 30 kg/m2’, and ‘>= 30 kg/m2’. 
  

Table 14.2.4.12 Treatment Comparison of Change from Baseline in CGI-S Score at Week 6 by BMI at Baseline 
Full Analysis Set  
This table will be similar to 14.2.4.1. 
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Instead of 2 categories of ‘Female’ and ‘Male’, there will be 3 categories of ‘< 25 kg/m2’, ‘>= 25 to < 30 kg/m2’, and ‘>= 30 kg/m2’. 
Footnotes will be: 
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: Percentages are calculated as (n/N)*100. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 
as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
 

Table 14.2.4.13 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 by Age of Onset 
Full Analysis Set 
This table will be similar to 14.2.4.1. 
‘Female’ and ‘Male’ are replaced with ‘Onset Age < 25’ and ‘Onset Age >= 25’. 
 

Table 14.2.4.14 Treatment Comparison of Change from Baseline in CGI-S Total Score at Week 6 by Age of Onset 
Full Analysis Set 
This table will be similar to 14.2.4.1. 
‘Female’ and ‘Male’ are replaced with ‘Onset Age < 25’ and ‘Onset Age >= 25’. 
Footnotes will be: 
Note: CGI-S = Clinical Global Impression - Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: Percentages are calculated as (n/N)*100. 
Note: CGI-S score is determined by answering the question "Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?" on a scale of 0-7, with 0 indicating not assessed and 7 indicating the most extremely 
ill subjects. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 
as covariates, and subject as random effect.  The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix.  The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
Note: To perform this assessment, the rater or Investigator answers the following question: "Considering your total clinical 
experience with this particular population, how mentally ill is the subject at this time?"  Higher values represent greater severity 
of illness.  The maximum score is 7. 
 

Table 14.2.4.15 Treatment Comparison of Change from Baseline in PANSS Total Score at Week 6 by Disease Duration 
Full Analysis Set 
This table will be similar to 14.2.4.1. 
Instead of 2 categories of ‘Female’ and ‘Male’, there will be 4 categories of ‘< 5 years’, ‘>= 5 to < 10 years’, ‘>= 10 to < 20 
years’, and ‘>= 20 years’. 
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Table 14.2.4.16 Treatment Comparison of Change from Baseline in CGI-S Score at Week 6 by Disease Duration 
Full Analysis Set 
This table will be similar to 14.2.4.1. 
Instead of 2 categories of ‘Female’ and ‘Male’, there will be 4 categories of ‘< 5 years’, ‘>= 5 to < 10 years’, ‘>= 10 to < 20 
years’, and ‘>= 20 years’. 
Footnotes will be: 
Note: CGI-S = Clinical Global Impression – Severity of Illness Scale, LSM = Least Squares Mean, SE = Standard Error, CI = Confidence 
Interval, N = number of subjects in the full analysis set by treatment group. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: CGI-S score is determined by answering the question “Considering your total clinical experience with this particular population, 
how mentally ill is the subject at this time?” on a scale of 0-7, with 0 indicating not assessed and  7 indicating the most extremely 
ill subjects. 
Note: Percentages are calculated as (n/N)*100. 
Note: The mixed linear repeated measures model includes treatment, country, visit, treatment by visit interaction, and baseline value 
as covariates, and subject as random effect. The correlation of repeated measures within a subject is estimated with an unstructured 
covariance matrix. The Kenward-Rogers method is used to estimate the denominator degrees of freedom. 
  

Noven Pharmaceuticals
Version No. 1.0

Protocol No. HP-3070-GL-04
14 September 2018

125



 

 
Author: Amanda Schwab Version Number: Draft 2 

  Version Date: 09Jan2017 

Page 74 of 144 
 

Noven Pharmaceuticals, Inc. 
STATISTICAL ANALYSIS PLAN: PROTOCOL HP-3070-GL-04 

 
 

1.3 Safety 
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Table 14.3.1.1 Overview of Adverse Events 
Safety Analysis Set 

 

 

 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx) 

Statistic Subjects [a] Events [b] Subjects [a] Events [b] Subjects [a] Events [b] 

        

Any AE n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

Any TEAE n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

Any Severe TEAE n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

Any Related TEAE n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

Any TEAE Leading to Discontinuation 
of Study Medication 

n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

Any Serious TEAE n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

Any Related Serious TEAE n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 
Any TEAE Leading to Death n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

Any TEAE Occurring at Patch 
Application Site 

n (%) xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

       
Note: AE = Adverse Event, TEAE = Treatment-Emergent Adverse Event, N = number of subjects in the safety analysis set by treatment 

group. 
Note: TEAEs are defined as all AEs which start (or increase in severity) prior to, on or after the date of first dose of double-blind 

study medication through the 30 day follow-up period.  
Note: Related is defined as any investigator assessment of possible or probable. TEAEs with missing relationship to study medication 

are counted as related. 
Note: Percentages are calculated as (n/N)*100. 
[a]: Subjects with multiple events in the same category are counted only once in that category. Subjects with events in more than one 

category are counted once in each of those categories.   
[b]: Multiple events for a subject that are in the same AE category are counted multiple times in that AE category. Multiple events 

belonging to more than one AE category are counted multiple times in each of those AE categories. 
 
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm      
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Table 14.3.1.2 Treatment-Emergent Adverse Events During the Double-Blind Period by System Organ Class and Preferred 
Term 

Safety Analysis Set 
 

System Organ Class 
   Preferred Term 

HP-3070 18.0 mg  
(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

    

Total number of TEAE  xx xx xx 

    

Subjects with any TEAE  xx (xx.x) xx (xx.x) xx (xx.x) 

    

SYSTEM ORGAN CLASS 1 xx (xx.x) xx (xx.x) xx (xx.x) 

  Preferred Term 1 xx (xx.x) xx (xx.x) xx (xx.x) 
  Preferred Term 2 xx (xx.x) xx (xx.x) xx (xx.x) 
   … xx (xx.x) xx (xx.x) xx (xx.x) 
    

SYSTEM ORGAN CLASS 2 xx (xx.x) xx (xx.x) xx (xx.x) 

Preferred Term 1 xx (xx.x) xx (xx.x) xx (xx.x) 

Preferred Term 2 xx (xx.x) xx (xx.x) xx (xx.x) 

… xx (xx.x) xx (xx.x) xx (xx.x) 

    
Note: TEAE = Treatment-Emergent Adverse Event, AE = Adverse Event, N = number of subjects in the safety analysis set by treatment 

group. 
Note: TEAEs are defined as all AEs which start (or increase in severity) prior to, on or after the date of first dose of double-

blind study medication through the 30 day follow-up period.  
Note: Percentages are calculated as (n/N)*100. 
Note: Subjects with multiple events in the same category are counted only once in that category. Subjects with events in more 

than one category are counted once in each of those categories.   
Note: This summary is sorted by decreasing frequency of system organ class, and within system organ class, by decreasing 

frequency of preferred term in the HP-3070 18.0mg column. 
Note: Adverse events are coded using Medical Dictionary for Regulatory Activities (MedDRA) Version xx.x. 
 
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        

Programming note: SOC should be displayed in all caps. Preferred Term should include lower case. 
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Table 14.3.1.3 Treatment-Emergent Adverse Events During the Double-Blind Period by System Organ Class, Preferred Term, 
Relationship to Study Medication, and Severity 

Safety Analysis Set 
 

System Organ Class  
   Preferred Term 

Relationship 
  Severity 

HP-3070 18.0 mg 
(N=XXX) 

HP-3070 9.0 mg 
(N=XXX) 

 Placebo 
(N=XXX) 

Subjects [a] Events [b] Subjects [a] Events [b] Subjects [a] Events [b] 

        

Subjects with any TEAE Related xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

   Mild xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

   Moderate xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

   Severe xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

 Not Related xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

   Mild xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

   Moderate xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

   Severe xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

        

SYSTEM ORGAN CLASS 1 Related xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

   Mild xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

   Moderate xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

   Severe xx (xx.x) xx xx (xx.x) xx xx (xx.x) xx 

       
Note: TEAE = Treatment-Emergent Adverse Event, AE = Adverse Event, N = number of subjects in the safety analysis set by treatment group. 
Note: TEAEs are defined as all AEs which start (or increase in severity) prior to, on or after the date of first dose of double-blind 

study medication through the 30 day follow-up period.  
Note: Related is defined as any investigator assessment of possible or probable. TEAEs with missing relationship to study medication are 

counted as related. 
Note: TEAEs with a missing severity are counted as severe. 
[a]: Subjects with more than one TEAE are counted once in each category. The worst case relationship is summarized, at the maximum 

severity.  
[b]: Multiple events for a subject that are in the same AE category are counted multiple times in that AE category. 
Note: Adverse events are coded using Medical Dictionary for Regulatory Activities (MedDRA) Version xx.x. 
Note: Percentages are calculated as (n/N)*100. 
 
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        

Programming note: Repeat for all Related and Not Related options for every SOC and PT. SOC should be displayed in all caps. Preferred 
Term should include lower case. 
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Programming note: In the Subjects [a] column, each subject is counted once per SOC/PT. At a given SOC or PT level, identify the worst 
case relationship per subject, then within that relationship level identify the worst case severity. In the Events [b] column, all 
TEAEs meeting the relationship/severity condition should be counted. (A subject may contribute to the events count in a row where 
he/she is not counted at the subject level, if it is not the worst case event.) 

Table 14.3.1.4 Treatment-Emergent Adverse Events During the Double-Blind Period Leading to Study Drug Discontinuation 
by System Organ Class and Preferred Term 
Safety Analysis Set 
This table will be similar to 14.3.1.2. 
Programming note: Replace the first row with “Total number of TEAEs leading to study drug discontinuation” and the second row with 
“Subjects with any TEAE Leading to Study Drug Discontinuation”.  
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Table 14.3.1.5 Treatment-Emergent Adverse Events During the Double-Blind Period Leading to Study Drug Discontinuation 
by Region and by System Organ Class and Preferred Term 

Safety Analysis Set 
 

System Organ Class  
   Preferred Term 

HP-3070 18.0 mg  
(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 

n (%) 
    

Rest of the World    

  Total number of TEAEs Leading 
to Study Drug Discontinuation 

xx xx xx 

  Subjects with any TEAE Leading 
to Study Drug Discontinuation 

xx (xx.x) xx (xx.x) xx (xx.x) 

    

  SYSTEM ORGAN CLASS 1 xx (xx.x) xx (xx.x) xx (xx.x) 

    Preferred Term 1 xx (xx.x) xx (xx.x) xx (xx.x) 
    Preferred Term 2 xx (xx.x) xx (xx.x) xx (xx.x) 
     … xx (xx.x) xx (xx.x) xx (xx.x) 
    

  SYSTEM ORGAN CLASS 2 xx (xx.x) xx (xx.x) xx (xx.x) 

 Preferred Term 1 xx (xx.x) xx (xx.x) xx (xx.x) 

 Preferred Term 2 xx (xx.x) xx (xx.x) xx (xx.x) 

  … xx (xx.x) xx (xx.x) xx (xx.x) 
     

Note: TEAE = Treatment-Emergent Adverse Event, AE = Adverse Event, N = number of subjects in the safety analysis set by treatment 
group. 

Note: TEAEs are defined as all AEs which start (or increase in severity) prior to, on or after the date of first dose of double-
blind study medication through the 30 day follow-up period.  

Note: Percentages are calculated as (n/N)*100. 
Note: Subjects with multiple events in the same category are counted only once in that category. Subjects with events in more 

than one category are counted once in each of those categories.   
Note: This summary is sorted by decreasing frequency of system organ class, and within system organ class, by decreasing 

frequency of preferred term in the HP-3070 18.0mg column. 
Note: Adverse events are coded using Medical Dictionary for Regulatory Activities (MedDRA) Version xx.x. 
 
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        
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the World, Russia then North America. 
 

Table 14.3.1.6 Serious Treatment-Emergent Adverse Events During the Double-Blind Period by System Organ Class and 
Preferred Term 
Safety Analysis Set 
This table will be similar to 14.3.1.2. 
Programming note: Replace the first row with “Total number of serious TEAEs” and the second row with “Subjects with any Serious TEAE”.  

Table 14.3.1.7 Serious Treatment-Emergent Adverse Events During the Double-Blind Period by Region and by System Organ 
Class and Preferred Term 
Safety Analysis Set 
This table will be similar to 14.3.1.5. 
Programming note: Replace the first row with “Total number of serious TEAEs” and the second row with “Subjects with any Serious TEAE”.  

Table 14.3.1.8 Serious Treatment-Emergent Adverse Events During the Double-Blind Period by System Organ Class, 
Preferred Term, Relationship to Study Medication, and Severity 
Safety Analysis Set 
This table will be similar to 14.3.1.3. 
Programming note: Replace the first row with “Subjects with any Serious TEAE”.  

Table 14.3.1.9 Treatment-Emergent Adverse Events During the Double-Blind Period Leading to Death by System Organ Class 
and Preferred Term 
Safety Analysis Set 
This table will be similar to 14.3.1.2. 
Programming note: Replace the first row with “Total number of TEAEs leading to death” and the second row with “Subjects with any TEAE 
Leading to Death”.  

Table 14.3.1.10 Commonly Occurring (>= 5%) Treatment-Emergent Adverse Events During the Double-Blind Period by 
System Organ Class and Preferred Term 
Safety Analysis Set 
This table will be similar to 14.3.1.2. 
Add a footnote: 
Note: Commonly Occurring TEAE is defined as any TEAE occurring in at least 5% of subjects in any treatment arm. 
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Table 14.3.1.11 Commonly Occurring (>= 5%) Treatment-Emergent Adverse Events During the Double-Blind Period by 
Region and by System Organ Class and Preferred Term 
Safety Analysis Set 
This table will be similar to 14.3.1.5. 
Add a footnote: 
Note: Commonly Occurring TEAE is defined as any TEAE occurring in at least 5% of subjects in any treatment arm. 

Table 14.3.1.12 All Commonly Occurring (>= 5%) Adverse Events During the Double-Blind Period by Region and by System 
Organ Class and Preferred Term 
Safety Analysis Set 
This table will be similar to 14.3.1.5. 
Add a footnote: 
Note: Commonly Occurring AE is defined as any AE occurring in at least 5% of subjects in any treatment arm. 
 

Table 14.3.1.13 Commonly Occurring (>= 2%) Treatment-Emergent Adverse Events During the Double-Blind Period by 
System Organ Class and Preferred Term 
Safety Analysis Set 
This table will be similar to 14.3.1.2. 
Add a footnote: 
Note: Commonly Occurring TEAE is defined as any TEAE occurring in at least 2% of subjects in any treatment arm. 
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Table 14.3.1.14 Treatment-Emergent Adverse Events at Patch Application Site During the Double-Blind Period by Preferred 
Term and Severity 
Safety Analysis Set 

 

Preferred Term 
  Severity 

HP-3070 18.0 mg  
(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

    

Total number of Dermal TEAEs  xx xx xx 

Subjects with any Dermal TEAE xx (xx.x) xx (xx.x) xx (xx.x) 

    

Preferred Term 1 xx (xx.x) xx (xx.x) xx (xx.x) 
  Mild xx (xx.x) xx (xx.x) xx (xx.x) 
  Moderate xx (xx.x) xx (xx.x) xx (xx.x) 
  Severe xx (xx.x) xx (xx.x) xx (xx.x) 
Preferred Term 2 xx (xx.x) xx (xx.x) xx (xx.x) 
  Mild xx (xx.x) xx (xx.x) xx (xx.x) 
  Moderate xx (xx.x) xx (xx.x) xx (xx.x) 
  Severe xx (xx.x) xx (xx.x) xx (xx.x) 
Preferred Term 3 xx (xx.x) xx (xx.x) xx (xx.x) 
  Mild xx (xx.x) xx (xx.x) xx (xx.x) 
  Moderate xx (xx.x) xx (xx.x) xx (xx.x) 
  Severe xx (xx.x) xx (xx.x) xx (xx.x) 
… … … … 
    

Note: TEAE = Treatment-Emergent Adverse Event, AE = Adverse Event, N = number of subjects in the safety analysis set by treatment 
group. 

Note: TEAEs are defined as all AEs which start (or increase in severity) prior to, on or after the date of first dose of double-
blind study medication through the 30 day follow-up period.  

Note: TEAEs with a missing severity are counted as severe. 
Note: Percentages are calculated as (n/N)*100. 
Note: Subjects with multiple events in the same category are counted only once in that category. Subjects with events in more than 

one category are counted once in each of those categories.   
Note: This summary is sorted by decreasing frequency of preferred term in the HP-3070 18.0mg column. 
Note: Adverse events are coded using Medical Dictionary for Regulatory Activities (MedDRA) Version xx.x. 
 
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        

 

Noven Pharmaceuticals
Version No. 1.0

Protocol No. HP-3070-GL-04
14 September 2018

134



 

 
Author: Amanda Schwab Version Number: Draft 2 

  Version Date: 09Jan2017 

Page 83 of 144 
 

Noven Pharmaceuticals, Inc. 
STATISTICAL ANALYSIS PLAN: PROTOCOL HP-3070-GL-04 

 
 

Noven Pharmaceuticals, Inc.                                                                                                Page 1 of x 
Protocol HP-3070-GL-04          
                                                                                             

Table 14.3.2.1 Clinical Laboratory Quantitative Results and Change from Baseline by Visit - Hematology 
Safety Analysis Set 

 

Laboratory Test (SI Unit) 
 
 Visit Statistic 

HP-3070 18.0 mg 
 (N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

 Placebo 
 (N=xxx) 

Hemoglobin (g/dL)      
 Baseline n  xx       xx       xx      

  Mean  xx.x   xx.x   xx.x  

  SD  xx.xx       xx.xx       xx.xx      

  Median  xx   xx   xx  

  Min  xx  xx  xx 

  Max  xx  xx  xx 

        

   Week 3 n  xx       xx       xx      

  Mean  xx.x   xx.x   xx.x  

  SD  xx.xx       xx.xx       xx.xx      

  Median  xx   xx   xx  

  Min  xx  xx  xx 

  Max  xx  xx  xx 

      

 Change from Baseline to Week 3 n  xx       xx       xx      

  Mean  xx.x   xx.x   xx.x  

  SD  xx.xx       xx.xx       xx.xx      

  Median  xx   xx   xx  

  Min  xx  xx  xx 

  Max  xx  xx  xx 

     

Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: Unscheduled visits are not included in this summary. 
       
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        
 

Programming note: Repeat at week 6 and for all tests planned in the protocol 
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Table 14.3.2.2 Clinical Laboratory Quantitative Results and Change from Baseline by Visit – Serum Chemistry 
Safety Analysis Set 
This table will be similar to 14.3.2.1. 
 

Table 14.3.2.3 Clinical Laboratory Quantitative Results and Change from Baseline by Visit – Urinalysis 
Safety Analysis Set 
This table will be similar to 14.3.2.1. 
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Table 14.3.2.4 Clinical Laboratory Shifts from Baseline to Worst On-Treatment Result for Categorical Measurements 
Safety Analysis Set 

 

Laboratory Test Treatment Group Baseline Result 

Worst On-Treatment Result 

Negative 
n (%) 

Trace 
n (%) 

1+ 
n (%) 

2+ 3+ 4+ 

Categorical Lab 
Test 1 

 
    

   

 HP-3070 18.0 mg 
(N=XX) 

Negative xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  Trace xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  … xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

         

 HP-3070 9.0 mg 
(N=XX) 

Negative xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  Trace xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  … xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

         

 Placebo (N=XX) Negative xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  Trace xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  … xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

          

Note: N is the number of subjects with both baseline and post-baseline assessments in a treatment group.   
Note: Worst on-treatment result is defined as the worst result occurring after the administration of the first dose of double-blind 

study medication.    
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: Percentages are calculated as (n/N)*100. 
 
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        

Programming note: Repeat for all tests planned in the protocol 
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Table 14.3.2.5.1 Clinical Laboratory Shifts from Baseline to Maximum On-Treatment Result - Hematology 
Safety Analysis Set 

 

Laboratory Test Treatment Group Baseline Result 

Worst On-Treatment Result 

Low 
n (%) 

Normal 
n (%) 

High 
n (%) 

Hemoglobin      
 HP-3070 18.0 mg (N=XX) Low xx (xx.x) xx (xx.x) xx (xx.x) 

  Normal xx (xx.x) xx (xx.x) xx (xx.x) 

  High xx (xx.x) xx (xx.x) xx (xx.x) 

      

 HP-3070 9.0 mg (N=XX) Low xx (xx.x) xx (xx.x) xx (xx.x) 

  Normal xx (xx.x) xx (xx.x) xx (xx.x) 

  High xx (xx.x) xx (xx.x) xx (xx.x) 

      

 Placebo (N=XX) Low xx (xx.x) xx (xx.x) xx (xx.x) 

  Normal xx (xx.x) xx (xx.x) xx (xx.x) 

  High xx (xx.x) xx (xx.x) xx (xx.x) 

       

Note: N is the number of subjects with both baseline and post-baseline assessments in a treatment group.   
Note: Maximim on-treatment result is defined as the maximum result occurring after the administration of the first dose of double-

blind study medication.    
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: Percentages are calculated as (n/N)*100. 
Note: Low is less than the normal low range value, Normal is inclusive of the normal low and high range values, and High is 

greater than the normal high range value. 
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Table 14.3.2.5.2 Clinical Laboratory Shifts from Baseline to Minimum On-Treatment Result – Hematology 
Safety Analysis Set 
This table will be similar to 14.3.2.5.1. 

 
Table 14.3.2.6.1 Clinical Laboratory Shifts from Baseline to Maximum On-Treatment Result – Serum Chemistry 
Safety Analysis Set 
This table will be similar to 14.3.2.5.1. 
 

Table 14.3.2.6.2 Clinical Laboratory Shifts from Baseline to Minimum On-Treatment Result – Serum Chemistry 
Safety Analysis Set 
This table will be similar to 14.3.2.5.1. 
 
Table 14.3.2.7.1 Clinical Laboratory Shifts from Baseline to Maximum On-Treatment Result – Urinalysis 
Safety Analysis Set 
This table will be similar to 14.3.2.5.1. 
 
Table 14.3.2.7.2 Clinical Laboratory Shifts from Baseline to Minimum On-Treatment Result – Urinalysis 
Safety Analysis Set 
This table will be similar to 14.3.2.5.1. 
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Table 14.3.2.8 Clinical Laboratory Shifts in NCI CTCAE Grades from Baseline to Worst On-Treatment Result  
Safety Analysis Set 

Laboratory Test 
(Upper or Lower 
Limit of Normal) Treatment Group Baseline Result 

Worst On-Treatment Result 

0 1 2 3 4 

Hemoglobin (Low)        

 HP-3070 18.0 mg (N=XX) 0 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  1 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  2 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  3 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  4 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 
        
 HP-3070 9.0 mg (N=XX) 0 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  1 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  2 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  3 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  4 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 
        
 Placebo (N=XX) 0 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  1 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  2 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  3 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

  4 xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) xx (xx.x) 

        

Note: NCI = National Cancer Institute, CTCAE = Common Terminology Criteria for Adverse Events. 
Note: N is the number of subjects with both baseline and post-baseline assessments in a treatment group.   
Note: Worst on-treatment result is defined as the worst result occurring after the administration of the first dose of double-

blind study medication.    
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.  
Note: Grade refers to the severity. As a general guideline: Grade 1 is mild, Grade 2 is moderate, Grade 3 is severe or medically 

significant but not immediately life-threatening, and Grade 4 is life-threatening consequences.    
Note: Percentages are calculated as (n/N)*100. 
Note: Grades are assigned using CTCAE Version x.xx. 
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Table 14.3.2.9 Clinical Laboratory Neutrophil Results Below 1000 per Cubic Millimeter by Visit 
Safety Analysis Set 

 

Visit Statistic 
HP-3070 18.0 mg 

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx) 

     

Baseline N    xx                                                  xx     xx  
 n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

Week 3 N    xx     xx     xx  
 n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

Week 6 N    xx     xx     xx  
 n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
Note: Percentages are calculated as (n/N)*100, where N is the number of subjects with data at the given visit for each treatment 

group. 
Note: Unscheduled visits are not included in this summary. 
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Table 14.3.2.10 Clinical Laboratory Liver Function Abnormalities 
Safety Analysis Set 

 

Abnormality 

HP-3070 18.0 mg  
(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

    

ALT > 3xULN    xx (xx.x)    xx (xx.x)    xx (xx.x) 

AST > 3xULN    xx (xx.x)    xx (xx.x)    xx (xx.x) 

ALP < 2xULN    xx (xx.x)    xx (xx.x)    xx (xx.x) 

Potential Hy’s Law Cases    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    

ALP <= 2xULN    xx (xx.x)    xx (xx.x)    xx (xx.x) 

ALT >= 3xULN    xx (xx.x)    xx (xx.x)    xx (xx.x) 

AST >= 3xULN    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    

Other Tests    

  Creatine Kinase >= 3xULN    xx (xx.x)    xx (xx.x)    xx (xx.x) 

  Prolactin >= 4xULN    xx (xx.x)    xx (xx.x)    xx (xx.x) 

  Total Bilirubin >= 2xULN    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    
Note: ALT = Alanine Transaminase, AST = Aspartate Transaminase, ALP = Alkaline Phosphatase, ULN = Upper Limit of Normal. 
Note: Potential Hy’s Law Cases are defined as subjects who at any point during the study meet the criteria of ALT or AST > 3xULN, 

ALP < 2xULN, and Total Bilirubin >= 2xULN.  
Note: Percentages are calculated as (n/N)*100. 
Note: Values for ALT >=3xULN and AST >=3xULN are only presented for subjects that meet the criteria of ALP<=2xULN. 
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Table 14.3.3.1 12-Lead ECG Quantitative Results and Change from Baseline by Visit 
Safety Analysis Set 

 

Parameter (Unit) 
 
 Visit Statistic 

HP-3070 18.0 mg 
 (N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

 Placebo 
 (N=xxx) 

PR Interval (msec)      
   Baseline n  xx       xx       xx      

  Mean  xx.x   xx.x   xx.x  

  SD  xx.xx       xx.xx       xx.xx      

  Median  xx   xx   xx  

  Min  xx  xx  xx 

  Max  xx  xx  xx 

        

   Week 1 n  xx       xx       xx      

  Mean  xx.x   xx.x   xx.x  

  SD  xx.xx       xx.xx       xx.xx      

  Median  xx   xx   xx  

  Min  xx  xx  xx 

  Max  xx  xx  xx 

      

  Change from Baseline to Week 
1 

n  xx       xx       xx      

  Mean  xx.x   xx.x   xx.x  

  SD  xx.xx       xx.xx       xx.xx      

  Median  xx   xx   xx  

  Min  xx  xx  xx 

  Max  xx  xx  xx 
      

Note: ECG = Electrocardiogram. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.   
Note: Unscheduled visits are not included in this summary.  
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Table 14.3.3.2 12-Lead ECG Overall Assessment by Visit 
Safety Analysis Set 

 
Visit/ 
  Assessment Statistic 

HP-3070 18.0 mg  
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

Placebo 
(N=xxx) 

     
Baseline N    xx                                                  xx     xx  
  Normal n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

  Abnormal, Not Clinically Significant n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

  Abnormal, Clinically Significant n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

Week 1 N    xx                                                  xx     xx  
  Normal n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

  Abnormal, Not Clinically Significant n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

  Abnormal, Clinically Significant n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

Week 2 N    xx                                                  xx     xx  
  Normal n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

  Abnormal, Not Clinically Significant n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

  Abnormal, Clinically Significant n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

Note: ECG = Electrocardiogram. 
Note: Overall assessment of ECG is based on investigator’s judgment. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.  
Note: Unscheduled visits are not included in this summary.  
Note: Percentages are calculated as (n/N)*100, where N is the number of subjects with data at the given visit. 
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Table 14.3.3.3 12-Lead ECG Overall Assessment Shifts from Baseline to Worst On-Treatment Result 
Safety Analysis Set 

 

Treatment Group Baseline Result 

Worst On-Treatment Result 

Normal 
n (%) 

Abnormal, NCS 
n (%) 

Abnormal, CS 
n (%) 

     
HP-3070 18.0 mg (N=XX) Normal xx (xx.x) xx (xx.x) xx (xx.x) 

 Abnormal, NCS xx (xx.x) xx (xx.x) xx (xx.x) 

 Abnormal, CS xx (xx.x) xx (xx.x) xx (xx.x) 

     

HP-3070 9.0 mg (N=XX) Normal xx (xx.x) xx (xx.x) xx (xx.x) 

 Abnormal, NCS xx (xx.x) xx (xx.x) xx (xx.x) 

 Abnormal, CS xx (xx.x) xx (xx.x) xx (xx.x) 

     

Placebo (N=XX) Normal xx (xx.x) xx (xx.x) xx (xx.x) 

 Abnormal, NCS xx (xx.x) xx (xx.x) xx (xx.x) 

 Abnormal, CS xx (xx.x) xx (xx.x) xx (xx.x) 

     
Note: ECG = Electrocardiogram, NCS = Not Clinically Significant, CS = Clinically Significant 
Note: N is the number of subjects with both baseline and post-baseline assessments in a treatment group.   
Note: Worst on-treatment result is defined as the worst result occurring after the administration of the first dose of double-

blind study medication.    
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: Percentages are calculated as (n/N)*100. 
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Table 14.3.3.4 12-Lead ECG Markedly Abnormal Results by Visit 
Safety Analysis Set 

 
Visit/ 
  Abnormality Statistic 

HP-3070 18.0 mg  
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

Placebo 
(N=xxx) 

     
Overall Post-baseline N    xx                                                  xx     xx  
  Any Marked Abnormality n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

  QT Interval     

    Result > 450 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Result > 480 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Result > 500 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Change from Baseline >= 30 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Change from Baseline >= 60 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

  QTcB Interval     

    Result > 450 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Result > 480 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Result > 500 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    CFB >= 30 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    CFB >= 60 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     
Note: ECG = Electrocardiogram, QTcB = QT interval corrected by Bazett's formula, QTcF = QT interval corrected by Fridericia's 

formula, HR = Heart Rate. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.   
Note: Percentages are calculated as (n/N)*100, where N is the number of subjects with data at the given visit. 
Note: Unscheduled visits are not included in this summary. 
 
  
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        

 

 

 

Noven Pharmaceuticals
Version No. 1.0

Protocol No. HP-3070-GL-04
14 September 2018

146



 

 
Author: Amanda Schwab Version Number: Draft 2 

  Version Date: 09Jan2017 

Page 95 of 144 
 

Noven Pharmaceuticals, Inc. 
STATISTICAL ANALYSIS PLAN: PROTOCOL HP-3070-GL-04 

 
 

Noven Pharmaceuticals, Inc.                                                                                                Page 2 of x 
Protocol HP-3070-GL-04                                                                                                      

Table 14.3.3.4 12-Lead ECG Markedly Abnormal Results by Visit 
Safety Analysis Set 

 
Visit/ 
  Abnormality Statistic 

HP-3070 18.0 mg 
(N=xxx)  

HP-3070 9.0 mg 
(N=xxx) 

Placebo 
(N=xxx) 

     

  QTcF Interval     

    Result > 450 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Result > 480 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Result > 500 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Change from Baseline >= 30 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Change from Baseline >= 60 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

  HR      

    >= 100 bpm n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

  PR Interval      

    >= 210 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

  QRS Interval      

    >= 120 msec n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

Week 1     

  …     

     
Note: ECG = Electrocardiogram, QTcB = QT interval corrected by Bazett’s formula, QTcF = QT interval corrected by Fridericia’s 

formula, HR = Heart Rate,  
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.   
Note: Percentages are calculated as (n/N)*100, where N is the number of subjects with data at the given visit. 
Note: Unscheduled visits are not included in this summary. 
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Table 14.3.3.5 12-Lead ECG Markedly Abnormal Shifts from Baseline to Worst On-Treatment Result 
Safety Analysis Set 

 

Parameter 

 

Baseline Result 

Worst On-Treatment Result 

Treatment Group 
No Marked Abnormality 

n (%) 

At Least One Marked 
Abnormality 

n (%) 

     
Any Parameter HP-3070 18.0 mg (N=XX) No Marked Abnromality xx (xx.x) xx (xx.x) 

  At Least One Marked Abnormality xx (xx.x) xx (xx.x) 

     

 HP-3070 9.0 mg (N=XX) No Marked Abnormality xx (xx.x) xx (xx.x) 

  At Least One Marked Abnormality xx (xx.x) xx (xx.x) 

     

 Placebo (N=XX) No Marked Abnormality xx (xx.x) xx (xx.x) 

  At Least One Marked Abnormality xx (xx.x) xx (xx.x) 

     

QT Interval HP-3070 18.0 mg (N=XX) No Marked Abnormality xx (xx.x) xx (xx.x) 

  At Least One Marked Abnormality xx (xx.x) xx (xx.x) 
       

Note: ECG = Electrocardiogram, QTcB = QT interval corrected by Bazett’s formula, QTcF = QT interval corrected by Fridericia’s 
formula, HR = Heart Rate,  

Note: N is the number of subjects with both baseline and post-baseline assessments in a treatment group.   
Note: Worst on-treatment result is defined as the worst result occurring after the administration of the first dose of double-blind 

study medication.    
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.  
Note: Markedly abnormal is defined as an absolute value > 450 msec or a CFB >= 30 msec for parameters QT interval, QTcB interval, 

or QTcF interval; value >= 100 bpm for HR parameter; value >= 210 msec for PR interval parameter; >=120 msec for QRS 
interval. 

Note: Percentages are calculated as (n/N)*100. 
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Table 14.3.4.1 Vital Signs Results and Change from Baseline by Visit 
Safety Analysis Set 

 

Parameter (Unit) 
 
 Visit Statistic 

HP-3070 18.0 mg 
 (N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

 Placebo 
 (N=xxx) 

Sitting Systolic Blood Pressure 
(mmHg) 

 
    

   Baseline n  xx       xx       xx      

  Mean  xx.x   xx.x   xx.x  

  SD  xx.xx       xx.xx       xx.xx      

  Median  xx   xx   xx  

  Min  xx  xx  xx 

  Max  xx  xx  xx 

        

   Week 1 n  xx       xx       xx      

  Mean  xx.x   xx.x   xx.x  

  SD  xx.xx       xx.xx       xx.xx      

  Median  xx   xx   xx  

  Min  xx  xx  xx 

  Max  xx  xx  xx 

      

 Change from 
Baseline to 
Week 1 

n  xx       xx       xx      

  Mean  xx.x   xx.x   xx.x  

  SD  xx.xx       xx.xx       xx.xx      

  Median  xx   xx   xx  

  Min  xx  xx  xx 

  Max  xx  xx  xx 
      

Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: Unscheduled visits are not included in this summary. 
       
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        

Programming note: Repeat for all visits and all measurements planned in the protocol.  
 

Noven Pharmaceuticals
Version No. 1.0

Protocol No. HP-3070-GL-04
14 September 2018

149



 

 
Author: Amanda Schwab Version Number: Draft 2 

  Version Date: 09Jan2017 

Page 98 of 144 
 

Noven Pharmaceuticals, Inc. 
STATISTICAL ANALYSIS PLAN: PROTOCOL HP-3070-GL-04 

 
 

Noven Pharmaceuticals, Inc.                                                                                                Page 1 of x 
Protocol HP-3070-GL-04                                                                                                      

Table 14.3.4.2 Orthostatic Hypotension by Visit 
Safety Analysis Set 

 

Visit Statistic 
HP-3070 18.0 mg  

(N=xxx) 
HP-3070 9.0 mg 

(N=xxx) 
Placebo 
(N=xxx) 

    

Baseline N xx xx xx 

 n (%) xx (xx.x) xx (xx.x) xx (xx.x) 

     

Week 1 N xx xx xx 

 n (%) xx (xx.x) xx (xx.x) xx (xx.x) 

    

Week 2 N xx xx xx 

 n (%) xx (xx.x) xx (xx.x) xx (xx.x) 

     

Week 3 N xx xx xx 

 n (%) xx (xx.x) xx (xx.x) xx (xx.x) 

    

Week 4 N xx xx xx 

 n (%) xx (xx.x) xx (xx.x) xx (xx.x) 

    

Week 5 N xx xx xx 

 n (%) xx (xx.x) xx (xx.x) xx (xx.x) 

    

Week 6 N xx xx xx 

 n (%) xx (xx.x) xx (xx.x) xx (xx.x) 

    

Note: Subjects with a decrease of >= 30 mmHg in Systolic Blood Pressure and/or a decrease of >= 20 mmHg in Diastolic Blood 
Pressure after >=3 minutes standing compared to the previous supine blood pressure are classified as having orthostatic 
hypotension. 

Note: Percentages are calculated as (n/N)*100, where N is the number of subjects with data at the given visit.  
Note: Unscheduled visits are not included in this summary. 
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Table 14.3.4.3 Vital Signs Markedly Abnormal Results by Visit 
Safety Analysis Set 

 
Visit/ 
  Abnormality Statistic 

HP-3070 18.0 mg  
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

Placebo 
(N=xxx) 

     
Overall Post-baseline N    xx                                                  xx     xx  
  Any Marked Abnormality n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

  Systolic Blood Pressure     

    Result <= 90 mmHg and CFB <= -20 mmHg n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Result >= 180 mmHg and CFB >= 20 mmHg n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

  Diastolic Blood Pressure     

    Result <= 50 mmHg and CFB <= -15 mmHg n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Result >= 105 mmHg and CFB >= 15 mmHg n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

  Heart Rate     

    Result <= 50 bpm and CFB <= -15 bpm n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Result >= 120 bpm and CFB >= 15 bpm n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

  Body Temperature     

    Result >= 38.3 C and CFB >= 1.1 C n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

  Weight     

    CFB <= 7.0% n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    CFB >= 7.0% n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     
 

Note: CFB = Change from baseline. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.   
Note: Percentages are calculated as (n/N)*100, where N is the number of subjects with data at the given visit. 
Note: Unscheduled visits are not included in this summary. 
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Programming note: Repeat for week 1 through week 6.  

Noven Pharmaceuticals
Version No. 1.0

Protocol No. HP-3070-GL-04
14 September 2018

151



 

 
Author: Amanda Schwab Version Number: Draft 2 

  Version Date: 09Jan2017 

Page 100 of 144 
 

Noven Pharmaceuticals, Inc. 
STATISTICAL ANALYSIS PLAN: PROTOCOL HP-3070-GL-04 

 
 

Noven Pharmaceuticals, Inc.                                                                                                Page 1 of x 
Protocol HP-3070-GL-04                         
                                                                              

Table 14.3.5.1 SAS Total Score Results and Change from Baseline by Visit 
Safety Analysis Set 

 
 
Visit Statistic 

HP-3070 18.0 mg 
 (N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

 Placebo 
 (N=xxx) 

     
  Baseline n  xx       xx       xx      

 Mean  xx.x   xx.x   xx.x  

 SD  xx.xx       xx.xx       xx.xx      

 Median  xx   xx   xx  

 Min  xx  xx  xx 

 Max  xx  xx  xx 

       

  Week 1 n  xx       xx       xx      

 Mean  xx.x   xx.x   xx.x  

 SD  xx.xx       xx.xx       xx.xx      

 Median  xx   xx   xx  

 Min  xx  xx  xx 

 Max  xx  xx  xx 

     

  Change from Baseline to Week 1 n  xx       xx       xx      

 Mean  xx.x   xx.x   xx.x  

 SD  xx.xx       xx.xx       xx.xx      

 Median  xx   xx   xx  

 Min  xx  xx  xx 

 Max  xx  xx  xx 

     

Note: SAS = Simpson Angus Scale,  
Note: The SAS total score is the sum of the scores for all 10 items and ranges between 0 and 40. If one or more items are missing 

at a visit the SAS total score is missing. Lower values of the SAS total score indicate milder symptoms. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
       
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        
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Table 14.3.5.2.1 AIMS Global Severity Score Results and Change from Baseline by Visit 
Safety Analysis Set 
This table will be similar to 14.3.5.1. 
Footnotes will be: 
Note: AIMS = Abnormal Movement Scale,  
Note: The AIMS global severity score is the response to “Severity of abnormal movements” found within the global judgments section. 
Note: The AIMSassessment consists of 10 items describing symptoms of dyskinesia. Each subject is observed unobtrusively while at rest 
(e.g., in the waiting room). Each item is rated on a 5-point scale, where 0 is the absence of symptoms and 4 is a severe condition. 
The AIMS Score is the sum of scored movements of the face, oral, extremities, trunk, and the Investigator‘s judgments. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
 
Table 14.3.5.2.2 AIMS Total Score Results and Change from Baseline by Visit 
Safety Analysis Set 
This table will be similar to 14.3.5.1. 
Footnotes will be: 
Note: AIMS = Abnormal Movement Scale,  
Note: The AIMS total score is the sum of the scores for all 7 items and ranges between 0 and 28. If one or more items are missing at a 
visit the AIMS total score is missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
 
Table 14.3.5.3.1 BARS Global Score Results and Change from Baseline by Visit 
Safety Analysis Set 
This table will be similar to 14.3.5.1. 
Footnotes will be: 
Note: BARS = Barnes Akathisia Rating Scale,  
Note: The BARS Global Score is defined as the global clinical assessment of akathisia and assesses extrapyramidal symptoms on a 6-
point scale, whith 0 representing absence of symptoms and 5 representing severe akathesia. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
 
Table 14.3.5.3.2 BARS Total Score Results and Change from Baseline by Visit 
Safety Analysis Set 
This table will be similar to 14.3.5.1. 
Footnotes will be: 
Note: BARS = Barnes Akathisia Rating Scale, Note: The BARS total score is the sum of the scores for the first 3 items and ranges 
between 0 and 9. If one or more items are missing at a visit the BARS total score is missing. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication. 
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Table 14.3.5.4.1 C-SSRS Suicidal Ideation by Visit 
Safety Analysis Set 

 
 
 Visit/ Assessment Statistic 

HP-3070 18.0 mg 
(N=xxx) 

HP-3070 9.0 mg 
(N=xxx) 

 Placebo 
(N=xxx) 

     
Baseline N    xx                                                  xx     xx  
Subjects reporting at least one occurrence of 
suicidal 
ideation or behavior 

n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

Subjects reporting any type of suicidal behavior n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 
Subjects reporting any type of sucicidal ideation n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

Week 1 N    xx                                                  xx     xx  
Subjects reporting at least one occurrence of 
suicidal 
ideation or behavior 

n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

Subjects reporting any type of suicidal behavior n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 
Subjects reporting any type of sucicidal ideation n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     
Note: C-SSRS = Columbia-Suicide Severity Rating Scale. 
Note: Any Suicidal Ideation is defined as any score greater than 0. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: Percentages are calculated as (n/N)*100, where N is the number of subjects with data at the given visit. 
       
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        
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Table 14.3.5.4.2 C-SSRS Most Severe Suicidal Ideation and Suicidal Behavior 
Safety Analysis Set 

 

 
 

HP-3070 18.0 mg  
(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

    
Any Suicidal Ideation During Screening/Baseline    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    1: Wish to be Dead    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    2: Non-Specific Active Suicidal Thoughts    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    3: Active Suicidal Ideation with Any Methods (Not Plan) without Intent to Act    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    4: Active Suicidal Ideation with Some Intent to Act, without Specific Plan    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    5: Active Suicidal Ideation with Specific Plan and Intent    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    

Any Suicidal Behavior During Screening/Baseline    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Actual Attempt    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Interrupted Attempt    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Aborted Attempt    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Preparatory Acts or Behavior    xx (xx.x)    xx (xx.x)    xx (xx.x) 

Completed Suicide During Screening/Baseline    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    

Any Ideation or Behavior Suicidality During Screening/Baseline    xx (xx.x)    xx (xx.x)    xx (xx.x) 

Both Ideation and Behavior Suicidality During Screening/Baseline    xx (xx.x)    xx (xx.x)    xx (xx.x) 
    

Note: C-SSRS = Columbia-Suicide Severity Rating Scale. 
Note: Any Suicidal Ideation is defined as any score greater than 0. 
Note: Treatment-emergent suicidal ideation is defined as no suicidal ideation at baseline/screening and any suicidal ideation post-

baseline. 
Note: Worsening suicidal ideation is defined as most severe suicidal ideation post-baseline more severe than at baseline/screening. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: Percentages are calculated as (n/N)*100.  
Note: Subjects are counted only at their most severe suicidal ideation type and at their most severe behavior type. 
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Table 14.3.5.4.2 C-SSRS Most Severe Suicidal Ideation and Suicidal Behavior  
Safety Analysis Set 

 
 
 

HP-3070 18.0 mg  
(N=xxx) 
n (%) 

HP-3070 9.0 mg 
(N=xxx) 
n (%) 

Placebo 
(N=xxx) 
n (%) 

    
Any Suicidal Ideation During Double-Blind Treatment Period    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    1: Wish to be Dead    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    2: Non-Specific Active Suicidal Thoughts    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    3: Active Suicidal Ideation with Any Methods (Not Plan) without Intent to Act    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    4: Active Suicidal Ideation with Some Intent to Act, without Specific Plan    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    5: Active Suicidal Ideation with Specific Plan and Intent    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    
Any Suicidal Behavior During Double-Blind Treatment Period    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Actual Attempt    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Interrupted Attempt    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Aborted Attempt    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Preparatory Acts or Behavior    xx (xx.x)    xx (xx.x)    xx (xx.x) 

Completed Suicide During Double-Blind Treatment Period    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    

Any Ideation or Behavior Suicidality During Double-Blind Treatment Period    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     Without Ideation or Behavior Suicidality During Screening/Baseline    xx (xx.x)    xx (xx.x)    xx (xx.x) 

Both Ideation and Behavior Suicidality During Double-Blind Treatment Period    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     Without Ideation and Behavior Suicidality During Screening/Baseline    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    
Note: C-SSRS = Columbia-Suicide Severity Rating Scale. 
Note: Any Suicidal Ideation is defined as any score greater than 0. 
Note: Treatment-emergent suicidal ideation is defined as no suicidal ideation at baseline/screening and any suicidal ideation post-

baseline. 
Note: Worsening suicidal ideation is defined as most severe suicidal ideation post-baseline more severe than at baseline/screening. 
Note: Baseline is defined as the last non-missing measurement taken prior to first dose of double-blind study medication.    
Note: Percentages are calculated as (n/N)*100.  
Note: Subjects are counted only at their most severe suicidal ideation type and at their most severe behavior type. 
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Table 14.3.6 Summary of Patch Adhesion, Adhesive Residue, and Skin Irritation 
Safety Analysis Set 

 
 Visit/ Assessment Statistic HP-3070 18.0 mg HP-3070 9.0 mg  Placebo 
     
Over the Entire Double-Blind Treatment Period N    xx                                                  xx     xx  
    Any Complete Detachment n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Any Partial Detachment n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     
    Adhesive Residue     
       0=None n (%)    xx (xx.x)    xx (xx.x)   xx (xx.x) 

       1=Mild n (%)    xx (xx.x)    xx (xx.x)   xx (xx.x) 

       2=Medium n (%)    xx (xx.x)    xx (xx.x)   xx (xx.x) 

       3=Heavy n (%)    xx (xx.x)    xx (xx.x)   xx (xx.x) 

       Any Occurrence of Medium or Heavy n (%)    xx (xx.x)    xx (xx.x)   xx (xx.x) 

     
Week 1 N    xx                                                  xx     xx  
    Any Complete Detachment n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

    Any Partial Detachment n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     
Note: N = number of subjects with data at the given visit. 
Note: A subject’s maximum adhesive residue score and maximum skin irritation score per visit are shown. 
Note: Percentages are calculated as (n/N)*100. 
Note: Patch adhesion is determined from the following yes/no questions: “Is the patch fully attached to the skin?” and “If ‘No’, 

did the patch detach completely?” 
Note: Skin irritation combined score is the sum of the numerical scores from the skin irritation – dermal response score and the 

skin irritation – other effects scores, where N=0, A=0, B=1, C=2, F=3, G=3 and H=3 for the other effects score. If no grade 
was assigned for the other effects observations (N) score the combined score will consist of the dermal response scale 
score only. 

Note: Skin irritation concatenated score is determined by concatenating the dermal response score and other effects score (i.e., 
0N, 1N, 2N, 2A, 2B, 3N, 3A, 3B, 3C, 3F, etc.). 
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Table 14.3.6 Summary of Patch Adhesion, Adhesive Residue, and Skin Irritation 
Safety Analysis Set 

 
 Visit/ Assessment Statistic HP-3070 18.0 mg HP-3070 9.0 mg  Placebo 

     
    Adhesive Residue     
       0=None n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       1=Mild n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       2=Medium n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       3=Heavy n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       Any Occurrence of Medium or Heavy n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     
    Skin Irritation – Dermal Response Scale     
       0=No evidence of irritation n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       1=Minimal erythema n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       2=Definite erythema, readily visible; minimal edema or minimal 
papular response 

n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       3=Erythema and papules n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       4=Definite edema n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       5=Erythema, edema, and papules n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       6=Vesicular eruption n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       7=Strong reaction spreading beyond test (application) site n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     

Note: N = number of subjects with data at the given visit. 
Note: A subject’s maximum adhesive residue score and maximum skin irritation score per visit are shown. 
Note: Percentages are calculated as (n/N)*100. 
Note: Patch adhesion is determined from the following yes/no questions: “Is the patch fully attached to the skin?” and “If ‘No’, did 

the patch detach completely?” 
Note: Skin irritation combined score is the sum of the numerical scores from the skin irritation – dermal response score and the 

skin irritation – other effects scores, where N=0, A=0, B=1, C=2, F=3, G=3 and H=3 for the other effects score. If no grade 
was assigned for the other effects observations (N) score the combined score will consist of the dermal response scale score 
only. 

Note: Skin irritation concatenated score is determined by concatenating the dermal response score and other effects score (i.e., 0N, 
1N, 2N, 2A, 2B, 3N, 3A, 3B, 3C, 3F, etc.). 
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Table 14.3.6 Summary of Patch Adhesion, Adhesive Residue, and Skin Irritation 
Safety Analysis Set 

 
 Visit/ Assessment Statistic HP-3070 18.0 mg HP-3070 9.0 mg  Placebo 

     
    Skin Irritation – Other Effects     
       A(0)=Slightly glazed appearance n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       B(1)=Marked glazing n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       C(2)=Glazing with peeling and cracking n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       F(3)=Glazing with Fissures n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       G(3)=Film of dried, serous exudate covering all or part of the 
patch site 

n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

       H(3)=Small petechial erosions and/or scabs n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

     
   Skin Irritation - Combined Score (Concatenated Score)     

      0=No evidence of irritation / No other effects (0N) n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

      1=Minimal erythema, barely perceptible / No other effects (1N) n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

      2=Definite erythema / No other effects (2N) n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

      3=Erythema and papules / No other effects (3N) n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 

      …  n (%)    xx (xx.x)    xx (xx.x)    xx (xx.x) 
      <repeat for all combinations of dermal response scale and other effects> 
     

Note: N = number of subjects with data at the given visit. 
Note: A subject’s maximum adhesive residue score and maximum skin irritation score per visit are shown. 
Note: Percentages are calculated as (n/N)*100. 
Note: Patch adhesion is determined from the following yes/no questions: “Is the patch fully attached to the skin?” and “If ‘No’, did 

the patch detach completely?” 
Note: Skin irritation combined score is the sum of the numerical scores from the skin irritation – dermal response score and the 

skin irritation – other effects scores, where N=0, A=0, B=1, C=2, F=3, G=3 and H=3 for the other effects score. If no grade 
was assigned for the other effects observations (N) score the combined score will consist of the dermal response scale score 
only. 

Note: Skin irritation concatenated score is determined by concatenating the dermal response score and other effects score (i.e., 0N, 
1N, 2N, 2A, 2B, 3N, 3A, 3B, 3C, 3F, etc.). 

       
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        

Programming note: Repeat for all visits.  
 

Noven Pharmaceuticals
Version No. 1.0

Protocol No. HP-3070-GL-04
14 September 2018

159



 

 
Author: Amanda Schwab Version Number: Draft 2 

  Version Date: 09Jan2017 

Page 108 of 144 
 

Noven Pharmaceuticals, Inc. 
STATISTICAL ANALYSIS PLAN: PROTOCOL HP-3070-GL-04 

 
 

Noven Pharmaceuticals, Inc.                                                                                                Page 1 of x 
Protocol HP-3070-GL-04                                                                                                      

 
Table 14.3.7 Summary of Plasma Asenapine and Desmethyl-asenapine Concentrations (ng/mL)) by Treatment 

PK Analysis Set 
 
Plasma Asenapine (ng/mL) 
Treatment: HP-3070 9 mg 

Visit Statistic 2 hours 14 Hours 22 Hours 
     
Week 3/ Day 21 n xx xx xx 
 Mean xxxx.xx  xxxx.xx  xxxx.xx  
 SD xxxx.xx xxxx.xx xxxx.xx 
 %CV xxxx.xx xxxx.xx xxxx.xx 
 Median  xxxx.xx xxxx.xx xxxx.xx 
 Min  xxxx.xx xxxx.xx xxxx.xx 
 Max xxxx.xx xxxx.xx xxxx.xx 
 Geometric Mean xxxx.xx  xxxx.xx  xxxx.xx  
     
Week 6/ Day 42 n xx xx xx 
 Mean xxxx.xx  xxxx.xx  xxxx.xx  
 SD xxxx.xx xxxx.xx xxxx.xx 
 %CV xxxx.xx xxxx.xx xxxx.xx 
 Median  xxxx.xx xxxx.xx xxxx.xx 
 Min  xxxx.xx xxxx.xx xxxx.xx 
 Max xxxx.xx xxxx.xx xxxx.xx 
 Geometric Mean xxxx.xx  xxxx.xx  xxxx.xx  
     
  
Note: Concentrations that are BLQ are treated as zero for descriptive statistics.   
Note: Summary statistics apply to Pharmacokinetic Population only 
 
Noven\HP-3070\XWA17541\Biostatistics\Production\Tables\xxxxx.sas ddmmmyyyy hh:mm        
Programming note: Repeat for HP-3070 18 mg. Blood samples will be collected for asenapine and desmethyl-asenapine concentration; on 
Day 21 and 42 of HP-3070 9 mg and 18 mg at 2, 14 and 22 hours after dosing. 

  

Noven Pharmaceuticals
Version No. 1.0

Protocol No. HP-3070-GL-04
14 September 2018

160



 

 
Author: Amanda Schwab Version Number: Draft 2 

  Version Date: 09Jan2017 

Page 109 of 144 
 

Noven Pharmaceuticals, Inc. 
STATISTICAL ANALYSIS PLAN: PROTOCOL HP-3070-GL-04 

 
 

2. LISTINGS  
 
  

Noven Pharmaceuticals
Version No. 1.0

Protocol No. HP-3070-GL-04
14 September 2018

161



 

 
Author: Amanda Schwab Version Number: Draft 2 

  Version Date: 09Jan2017 

Page 110 of 144 
 

Noven Pharmaceuticals, Inc. 
STATISTICAL ANALYSIS PLAN: PROTOCOL HP-3070-GL-04 

 
 

Noven Pharmaceuticals, Inc.                                                                                                Page 1 of x 
Protocol HP-3070-GL-04                                                                                                      

Listing 16.2.1.1 Randomization 
ITT Analysis Set 

 
  

Subject ID Date of Randomization Randomization Number  Treatment Group Country     

xxxx-xxxx YYYY-MM-DD xxx 18.0 mg xxxxx     

xxxx-xxxx YYYY-MM-DD xxx 9.0 mg xxxxx     

xxxx-xxxx YYYY-MM-DD xxx Placebo xxxxx     

         

         

         

         

         

         

         

         

         

         

Note: ITT = Intent-to-treat. 
Note: Randomization to treatment arms is stratified by country. 
Note: The first four digits of the subject ID contains the site number. 
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Listing 16.2.1.2 Disposition 
All Subjects Screened Analysis Set 

Treatment Group: HP-3070 18.0 mg 

Subject 
ID 

Date of 
Birth Sex Race 

Region/ 
Country Ethnicity Period Disposition Event 

Date (Study 
Day) Reason 

xxxx-xxxx YYYY-MM-DD Female White Russia Hispanic 
or Latino 

SB Entered Screening/Run-In 
Period 

YYYY-MM-DD 
(XX) 

 

      SB Entered Informed Consent YYYY-MM-DD 
(XX) 

 

      SB Entered Run-In Patch 
Application 

YYYY-MM-DD 
(XX) 

 

      SB Screening/Run-In Failure YYYY-MM-DD 
(XX) 

Adverse 
Event: XXXXX 

          

xxxx-xxxx YYYY-MM-DD Female OTHER: 
XXXXXXX 

North 
America/ 
United 
States 

Hispanic 
or Latino 

SB Entered Screening/Run-In 
Period 

YYYY-MM-DD 
(XX) 

 

      SB Entered Informed Consent YYYY-MM-DD 
(XX) 

 

      SB Entered Run-In Patch 
Application 

YYYY-MM-DD 
(XX) 

 

      DB Randomized YYYY-MM-DD 
(XX) 

 

      DB Discontinued Study Due to 
Adverse Event 

YYYY-MM-DD 
(XX) 

 

           

Note: SB = Single-Blind, DB = Double-Blind, FU = Follow-up, IVRS = Interactive Voice Activated Response System, IWRS = Interactive 
Web-based Response System. 

Note: The study includes a run-in period of 3 to 14 days, during which placebo patches are administered, screening procedures are 
completed, and antipsychotic or other prohibited medications are washed out. Demographics and Screening/Run-In dispositions 
are based on data collected in the IVRS/IWRS. 

Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  During 
the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
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Programming note: Repeat for HP-3070 9.0 mg, Placebo, and Subjects Not Randomized. Sort by subject and date. (Treatments are based on 
randomized treatment. Subjects Not Randomized are those in All Subjects Screened Analysis Set but not in ITT Analysis Set. These will 
be listed last.) 
Programming note: In Race column, if “OTHER” is selected, concatenate the Specify data following a colon (:). In the Reason column, if 
“Adverse Event” is selected, concatenate the Adverse Event specification following a colon; if “Inclusion Criteria” is selected, 
concatenate the Inclusion Reason(s), if “Exclusion Criteria” is selected, concatenate the Exclusion Reason(s).  
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Listing 16.2.1.3 Demographics 
ITT Analysis Set 

 
Programming note: Repeat for HP-3070 9.0 mg and Placebo. 

Treatment Group: HP-3070 18.0 mg 

Subject 
ID 

Date of 
Birth 

Age 
(Years) Sex Race 

Region/ 
Country Ethnicity 

Date of First 
Diagnosis of 
Schizophrenia 

Start Date of 
Current Acute 
Episode 

Antipsychotic 
Medication 

xxxx-xxxx YYYY-MM-DD xx Male Asian North 
America/ 
United 
States 

Not Hispanic or 
Latino 

YYYY-MM-DD YYYY-MM-DD Y 

xxxx-xxxx YYYY-MM-DD xx Female White Russia Hispanic or 
Latino 

YYYY-MM-DD YYYY-MM-DD N 

xxxx-xxxx YYYY-MM-DD xx Female Other: 
XXXXXXX 

Rest of 
the 
World/ 

Bulgaria 

Hispanic or 
Latino 

YYYY-MM-DD YYYY-MM-DD N 

          

          

          

          

          

          

          

          

          

          

 Note: ITT = Intent-to-treat. 
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Programming note: In Race column, if multiple races are selected, concatenate all races selected with a comma (,) in between. If 
“Other” is selected, concatenate the Specify data following a colon (:)   
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Listing 16.2.1.4 Inclusion/Exclusion Criteria Not Met 
ITT Analysis Set 

 
Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
  

Treatment Group: HP-3070 18.0 mg 

Subject ID Category Criteria not Met    

xxxx-xxxx Inclusion xx    

xxxx-xxxx Exclusion xx    

      

      

      

      

      

      

      

      

      

      

      

Note: ITT = Intent-to-treat. 
                                                                                                                            
 Noven\HP-3070\XWA17541\Biostatistics\Production\Listings\xxxxx.sas ddmmmyyyy hh:mm        

Noven Pharmaceuticals
Version No. 1.0

Protocol No. HP-3070-GL-04
14 September 2018

167



 

 
Author: Amanda Schwab Version Number: Draft 2 

  Version Date: 09Jan2017 

Page 116 of 144 
 

Noven Pharmaceuticals, Inc. 
STATISTICAL ANALYSIS PLAN: PROTOCOL HP-3070-GL-04 

 
 

Noven Pharmaceuticals, Inc.                                                                                                Page 1 of x 
Protocol HP-3070-GL-04                                                                                                      

Listing 16.2.1.5 Medical History 
ITT Analysis Set 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
 
Programming note: SOC should be displayed in all caps. Preferred Term should include lower case. 

  

Treatment Group: HP-3070 18.0 mg 

Subject ID MH Number 

SYSTEM ORGAN CLASS/ 
Preferred Term/ 
Verbatim Term 

Start date  
(Study Day) 

End date  
(Study Day) 

 
 

xxxx-xxxx xx xxxxxxxxxxxxx/ 

xxxxxxxxxxxxxxx/ 

xxxxxxxxxx 

YYYY-MM-DD (-xx) YYYY-MM-DD (-xx)   

       

 xx xxxxxxxxxxxxx/ 

xxxxxxxxxxxxxxx/ 

xxxxxxxxxx 

YYYY-MM-DD (-xx) Ongoing   

       

       

       

       

Note: ITT = Intent-to-treat. 
Note: Medical conditions are coded using Medical Dictionary for Regulatory Activities (MedDRA) Version xx.x. 
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Listing 16.2.1.6 Patch Application 
ITT Analysis Set 

 
Programming note: Repeat for HP-3070 9.0 mg and Placebo.  

  

Treatment Group: HP-3070 18.0 mg 

Subject 
ID Period 

Date/Time of 
Application 
(Study Day) Site 

Removed 
Prior to 
Scheduled 
Time/Reaso
n 

Detach 
Completely 
(Date/Time) 

Date/Time 
of Removal 
(Study 
Day) 

Date/Time 
of 
Irritation 
Assessment 
(Study Day) 

Skin 
Irritation
: Dermal 
Response 
Scale 

 Skin 
Irritation: 
Other Effects 

xxxx-xxxx SB YYYY-MM-DD(xx) Abdomen
: Right 

N  N YYYY-MM-DD 
(-xx) 

YYYY-MM-
DD(-xx) 

No 
evidence 
of 
irritation  

 

 DB YYYY-MM-DD(xx) Hip: 
Left 

Y/Irritati
on 

Y(YYYY-MM-DD) YYYY-MM-DD 
(xx) 

YYYY-MM-
DD(xx) 

Definite 
edema 

Slightly 
glazed 
appearance 

          

          

          

          

          

          

          

 Note: ITT = Intent-to-treat, SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
Note: The study includes a run-in period of 3 to 14 days, during which placebo patches are administered, screening procedures are 

completed, and antipsychotic or other prohibited medications are washed out. 
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Listing 16.2.1.7 Adhesive Residue Assessment 
ITT Analysis Set 

 
Programming note: Repeat for HP-3070 9.0 mg and Placebo.  

  

Treatment Group: HP-3070 18.0 mg 

Subject ID Period Date/Time of Assessment (Study Day) Adhesive Residue Score   

xxxx-xxxx SB YYYY-MM-DD(xx) 0 = None   

 DB YYYY-MM-DD(xx) 2 = Medium   

      

      

      

      

      

      

      

      

      

      

      

Note: ITT = Intent-to-treat, SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  During 

the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
Note: The study includes a run-in period of 3 to 14 days, during which placebo patches are administered, screening procedures are 

completed, and antipsychotic or other prohibited medications are washed out. Demographics and Screening/Run-In dispositions 
are based on data collected in the IVRS/IWRS. 
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Listing 16.2.1.8 Day Passes 
ITT Analysis Set 

 
Programming note: Repeat for HP-3070 9.0 mg and Placebo.  

  

Treatment Group: HP-3070 18.0 mg 

Subject ID Period 

Date of Day 
Pass (Study 
Day) 

Drug Screen 
Performed/Da
te(Study 
Day) 

Drug Screen 
Result 

Alcohol 
Breathalyzer 
Performed/Date(S
tudy Day) 

Alcohol 
Breathalyze
r Result 

Pregnancy Test 
Performed/Date(S
tudy Day) 

 
Pregnancy 
Result 

xxxx-xxxx DB YYYY-MM-DD(xx) Y/YYYY-MM-
DD(xx) 

Negative Y/YYYY-MM-DD(xx) Negative Y/YYYY-MM-DD(xx) Negative 

         

         

         

         

         

         

         

         

         

         

         

         

Note: ITT = Intent-to-treat, SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
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Listing 16.2.1.9 Prior, Concomitant, and Post-Treatment Medications 
ITT Analysis Set 

 

Programming note: Repeat for HP-3070 9.0 mg and Placebo.  

  

Treatment Group: HP-3070 18.0 mg  

Subject ID 

Med 
Numb
er 

 
Per
iod 

Preferred Name/  
Verbatim Med Name 

Start Date 
(Study Day)/ 
Stop Date 
(Study Day) 

Indication 
(Medical 
History or 
Adverse Event 
Number) 

To Treat 
Current Acute 
Exacerbation 
of Schiz 

Dose (Unit)/ 
Frequency/ 
Route 

Prior 
Med 

Concomitant 
Med 

Post-
Treatment 
Med 

xxxx-xxxx xx SB xxxxxxxxxxxxx/ 

xxxxxxxxxxxxxxx/ 

xxxxxxxxxx 

YYYY-MM-DD 
(xx)/ 

YYYY-MM-DD 
(xx) 

Medical 
History (MH 
Number XX) 

N xx/ 

xxx/ 

xxxx 

Y Y N 

           

 xx DB xxxxxxxxxxxxx/ 

xxxxxxxxxxxxxxx/ 

xxxxxxxxxx 

YYYY-MM-DD 
(xx)/ 

YYYY-MM-DD 
(xx) 

Prophylaxis N xx/ 

xxx/ 

xxxx 

N Y N 

           

Note: ITT = Intent-to-treat, Med = Medication, Schiz = Schizophrenia, SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: Prior medications are medications which started and stopped prior to the first dose of double-blind study medication. 

Medications taken from 6 months prior to screening are included. 
Note: Concomitant medications are medications which started prior to, on, or after the first dose of double-blind study medication and 

no later than 1 day following the date of last study medication patch removal, and ended on or after the date of first dose of 
study medication or were ongoing at the end of the study. 

Note: Post-treatment medications are medications which started more than 1 day following the date of last double-blind study 
medication patch removal. 

Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  During 
the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 

Note: Medications are coded using World Health Organization Drug Dictionary (WHO DD) Version 19. 
Note: Medication number is assigned separately for Lorazepam and for all other concomitant medications for each subject. 
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Listing 16.2.1.10 Mini International Neuropsychiatric Interview (MINI) at Screening 
ITT Analysis Set 

Treatment Group: HP-3070 18.0 mg 

Subject ID 
Date of Assessment 
(Period, Study Day) Module Item 

Result (Scoring 
Points)  

xxxx-xxxx YYYY-MM-DD (xx, xx) A: Major 
Depressive 
Episode 

A1a: Ever depressed for two weeks No  

   A1b: Depressed every day for past 
two weeks 

No  

   A2a: Ever less able to enjoy things 
for two weeks 

Yes  

   A2b: Less able to enjoy things in 
the past 2 weeks 

No  

   A3a: Appetite change over the past 
two weeks 

No  

   A3a: Appetite change during most 
symptomatic episode 

Yes  

   A3b: Trouble sleeping every night 
over the past two weeks 

No  

   A3b: Trouble sleeping every night  
during most symptomatic episode 

Yes  

   A3c: Move slowly or restlessly over 
the last two weeks 

No  

   A3c: Move slowly or restlessly  
during most symptomatic episode 

Yes  

   A3d: Feel tired every day over the 
last two weeks 

No  

   A3d: Feel tired every day during 
most symptomatic episode 

Yes  

   A3e: Worthless every day over the 
last two weeks 

No  
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   A3e: Worthless every day during most 
symptomatic episode 

No  

   A3f: Difficulty concentrating every 
day over past two weeks 

No  

   A3f: Difficulty concentrating every 
day during most symptomatic episode 

No  

   A3g: Feel suicidal over past two 
weeks 

No  

   A3g: Feel suicidal during most 
symptomatic episode 

No  

   A4: Symptoms cause problems over 
past two weeks 

No  

   A4: Symptoms cause problems during 
most symptomatic episode 

Yes  

   A5: Two month interval of no 
depression between bounts of 
depression 

No  

   A6: How many episodes of depression 
in lifetime 

No  

   Major Depressive Episode- Current No  

   Major Depressive Episode- Past Yes  

   Major Depressive Episode- Recurrent No  

   Major Depressive Disorder- Current No  

   Major Depressive Disorder- Past Yes  

   Major Depressive Disorder- Recurrent No  

  B: Suicidality B1: Have any accident in past month No (0)  

   B1a: Plan or intend to hurt yourself 
in past month 

No (0)  

   B1b: Intend to die in past month No (0)  

   B2: Feel hopeless in past month Yes (1)  
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Programming note: Repeat for each subject and MINI Module, for HP-3070 9.0 mg and Placebo.  

 

 

 

 

 

 

 

 

 

 

   B3: Better off dead in past month No (0)  

   B4: Think about hurting or injuring 
yourself in the past month 

Yes (4)  

   B5: Think about suicide in past 
month 

Yes (6)  

   B5: Frequency of thoughts Occasionally  

   B5: Intensity of suicidal thoughts Mild  

   B6: Difficulty restraining yourself 
in past month 

No (0)  

   B7: Have suicide method in mind in 
past month 

No (0)  

  … …   

Note: ITT = Intent-to-treat, SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
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Listing 16.2.2.1 Positive and Negative Syndrome Scale (PANSS) 
ITT Analysis Set 

Treatment Group: HP-3070 18.0 mg 

Subject ID Visit 
Date of Assessment 
(Period, Study Day) Item Result  

xxxx-xxxx Screening YYYY-MM-DD (xx, -
xx) 

P1. Delusions xx  

   P2. Conceptual Disorganization xx  

   P3. Hallucinatory Behavior  xx  

   P4. Excitement xx  

   P5. Grandiosity xx  

   P6. Suspiciousness/Persecution xx  

   P7. Hostility xx  

   N1. Blunted Affect xx  

   N2. Emotional Withdrawal xx  

   N3 Poor Rapport xx  

   … …  

   Positive Subscale Score xx  

   Negative Subscale Score xx  

   General Psychopathy Subscale Score xx  

   Total Score xx  

xxxx-xxxx Week 1 YYYY-MM-DD (xx, xx) P1. Delusions xx  

   P2. Conceptual Disorganization xx  
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Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
 

Note: ITT = Intent-to-treat, SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
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Listing 16.2.2.2 Clinical Global Impression – Severity of Illness Scale (CGI-S) 
ITT Analysis Set 

 
 
Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
 

  

Treatment Group: HP-3070 18.0 mg 

Subject ID Visit 
Date of Assessment 
(Period, Study Day) Result 

 xxxx-xxxx Screening YYYY-MM-DD (xx, xx) 4 = Moderately ill   

 Week 1 YYYY-MM-DD (xx, xx) xxx  

xxxx-xxxx Screening YYYY-MM-DD (xx, xx) xxx  

     

     

     

Note: ITT = Intent-to-treat, SB = Single-Blind, DB = Double-Blind, FU= Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
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Listing 16.2.2.3 Clinical Global Impression – Improvement Scale (CGI-I) 
ITT Analysis Set 

 
 
Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
 

  

Treatment Group: HP-3070 18.0 mg 

Subject ID Visit 
Date of Assessment 
(Period, Study Day) Result 

 xxxx-xxxx Week 1 YYYY-MM-DD (xx, xx) 2 = Much Improved   

 Week 2 YYYY-MM-DD (xx, xx) xxx  

xxxx-xxxx Week 1 YYYY-MM-DD (xx, xx) xxx  

     

     

     

Note: ITT = Intent-to-treat, SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
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Listing 16.2.2.4 Calgary Depression Scale for Schizophrenia (CDSS) 
ITT Analysis Set 

Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
 

  

Treatment Group: HP-3070 18.0 mg 

Subject ID Visit 
Date of Assessment 
(Period, Study Day) Item Result  

xxxx-xxxx Screening YYYY-MM-DD (xx, -
xx) 

1. Depression 0 = Absent  

   2. Hopelessness 1 = Mild  

   3. Self Depreciation  2 = Moderate  

   4. Guilty Ideas of Reference 3 = Severe  

   5. Pathological Guilt X = xxxxxx  

   6. Morning Depression X = xxxxxx  

   7. Early Wakening X = xxxxxx  

   8. Suicide X = xxxxxx  

   9. Observed Depression X = xxxxxx  

   Total Score xx  

xxxx-xxxx Week 1 YYYY-MM-DD (xx, xx) 1. Depression X = xxxxxx  

   2. Hopelessness X = xxxxxx  

Note: ITT = Intent-to-treat, SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication.. 
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Listing 16.2.2.5 Medical Satisfaction Questionnaire 
ITT Analysis Set 

 
 
Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
 
 
 
 
 
 
  

Treatment Group: HP-3070 18.0 mg 

Subject ID Visit 
Date of Assessment 
(Period, Study Day) 

Overall, how satisfied are you with your current 
antipsychotic medication(s)? 

 xxxx-xxxx Screening YYYY-MM-DD (xx, -xx) 1 = extremely dissatisfied   

 Week 2 YYYY-MM-DD (xx, -xx) 4 = neither satisfied nor dissatisfied  

xxxx-xxxx Screening YYYY-MM-DD (xx, -xx) 2 = very dissatisfied  

     

     

     

Note: ITT = Intent-to-treat, SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication.. 
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Listing 16.2.3.1.1 Adverse Events 
Safety Analysis Set 

Programming note: Repeat for HP-3070 9.0 mg, and Placebo. 

Treatment Group: HP-3070 18.0 mg 

Subject ID Period 
AE 
Number 

System Organ Class/ 
Preferred Term/ 
Verbatim Term  

Start Date  
(Study Day)/ 
Stop Date  
(Study Day)   TEAE  SAE  AESI  

Occur at Patch 
Application Site   Severity 

xxxx-xxxx SB xx xxxxxxxxxxx/ 

xxxxxxxxx/ 

xxxxxxxxxxxxx 

YYYY-MM-DD (xx)/ 

YYYY-MM-DD (xx) 

N N N N Mild 

 DB xx xxxxxxxxxxx/ 

xxxxxxxxx/ 

xxxxxxxxxxxxx 

YYYY-MM-DD (xx)/ 

YYYY-MM-DD (xx) 

Y Y N Y Moderate 

          

          

          

          

          

          

          

          

Note: SB = Single-Blind, DB = Double-Blind, FU = Follow-up, TEAE = Treatment-Emergent Adverse Event, SAE = Serious Adverse Event, 
AE = Adverse Event, AESI = Adverse Event of Special Interest. 

Note: TEAEs are defined as all AEs which start (or increase in severity) on or after the date of first dose of double-blind study 
medication through the 30 day follow-up period. 

Note: Potential Hy's Law events are to be entered as AESIs. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
Note: Adverse events are coded using Medical Dictionary for Regulatory Activities (MedDRA) Version xx.x. 
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Listing 16.2.3.1.1 Adverse Events 
Safety Analysis Set 

Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
  

Treatment Group: HP-3070 18.0 mg 

Subject 
ID Period 

AE 
Number 

System Organ Class/ 
Preferred Term/ 
Verbatim Term  

Relationship 
to Study Drug 

Action Taken 
with Study Drug Other Action  Outcome 

Caused 
Discontinuation 
from the Study 

xxxx-xxxx SB xx xxxxxxxxxxx/ 

xxxxxxxxx/ 

xxxxxxxxxxxxx 

Unrelated Not Applicable None 

 

Recovered/ 
Resolved 

N 

 DB xx xxxxxxxxxxx/ 

xxxxxxxxx/ 

xxxxxxxxxxxxx 

Possible Dose not 
changed 

Concomitant 
Medications 

Recovering/ 
resolving 

N 

         

         

         

         

         

         

Note: SB = Single-Blind, DB = Double-Blind, FU = Follow-up, TEAE = Treatment-Emergent Adverse Event, SAE = Serious Adverse Event, 
AE = Adverse Event, AESI = Adverse Event of Special Interest. 

Note: TEAEs are defined as all AEs which start (or increase in severity) on or after the date of first dose of double-blind study 
medication through the 30 day follow-up period. 

Note: Potential Hy's Law events are to be entered as AESIs. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
Note: Adverse events are coded using Medical Dictionary for Regulatory Activities (MedDRA) Version xx.x. 
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Listing 16.2.3.1.2 Serious Adverse Events 
Safety Analysis Set 

 
Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
  

Treatment Group: HP-3070 18.0 mg 

Subject ID Period 
AE 
Number 

System Organ Class/ 
Preferred Term/ 
Verbatim Term  

Start Date  
(Study Day)/ 
Stop Date  
(Study Day)   TEAE  AESI  

Occur at 
Patch 
Application 
Site   Criteria 

Abate 
After 
Discont-
inuation 

Reappear 
After Drug 
Re-
introduction 

xxxx-xxxx SB xx xxxxxxxxxxx/ 

xxxxxxxxx/ 

xxxxxxxxxxxxx 

YYYY-MM-DD (xx)/ 

YYYY-MM-DD (xx) 

N N N Important 
Medical 
Event 

NA NA 

 DB xx xxxxxxxxxxx/ 

xxxxxxxxx/ 

xxxxxxxxxxxxx 

YYYY-MM-DD (xx)/ 

YYYY-MM-DD (xx) 

Y Y Y Life-
threatening/ 
Hospital-
ization 

Y N 

           

           

           

           

           

           

           

Note: SB = Single-Blind, DB = Double-Blind, FU = Follow-up, TEAE = Treatment-Emergent Adverse Event, SAE = Serious Adverse Event, AE 
= Adverse Event, AESI = Adverse Event of Special Interest. 

Note: TEAEs are defined as all AEs which start (or increase in severity) on or after the date of first dose of double-blind study 
medication through the 30 day follow-up period. 

Note: Potential Hy's Law events are to be entered as AESIs. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  During 

the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
Note: Adverse events are coded using Medical Dictionary for Regulatory Activities (MedDRA) Version xx.x. 
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Listing 16.2.3.1.3 Adverse Events Leading to Discontinuation of Study Medication 
Safety Analysis Set 
This listing will be similar to 16.3.1.1. 
Programming note: Remove column ‘Caused Discontinuation’. 
 

Listing 16.2.3.1.4 Adverse Events Leading to Death 
Safety Analysis Set 
This listing will be similar to 16.3.1.1. 
 

Listing 16.2.3.1.5 Commonly Occurring Adverse Events  
Safety Analysis Set 
This listing will be similar to 16.3.1.1. 
Programming note: Add footnote: “Note: Commonly Occurring TEAE is defined as any TEAE occurring in at least 5% of subjects in any 
treatment arm." 
 
 

Listing 16.2.3.1.6 Adverse Events at Patch Application Site 
Safety Analysis Set 
This listing will be similar to 16.3.1.1. 
Programming note: Remove column ‘Occur at Patch Application Site’. 
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Listing 16.2.3.2.1 Clinical Laboratory Results - Hematology 
Safety Analysis Set 

Programming note: Repeat for HP-3070 9.0 mg and Placebo. 

Treatment Group: HP-3070 18.0 mg 

Subject ID Age/Gender Visit 
Date 
(Period, Study Day) Parameter Result  Unit Normal Range CTCAE Grade 

xxxx-xxxx xx/xxxx xxxxxx YYYY-MM-DD (xx, xx) xxxxxx xx xx xx - xx x 

xxxx-xxxx xx/xxxx xxxxxx YYYY-MM-DD (xx, xx) xxxxxx xx (H) xx xx - xx x 

xxxx-xxxx xx/xxxx xxxxxx YYYY-MM-DD (xx, xx) xxxxxx xx (L) xx xx - xx x 

         

         

         

         

         

         

         

         

         

         

         

         

         

Note: CTCAE = Common Terminology Criteria for Adverse Events, SB = Single-Blind, DB = Double-Blind, FU = Follow-up, H = High 
(above upper limit of normal), L = Low (below lower limit of normal), M = Male, F = Female. 

Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  
During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 

Note: CTCAE Grade refers to the severity.  As a general guideline:  Grade 1 is mild, Grade 2 is moderate, Grade 3 is severe or 
medically significant but not immediately life-threatening,  and Grade 4 is life-threatening consequences. 
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Listing 16.2.3.2.2 Clinical Laboratory Results – Blood Chemistry 
Safety Analysis Set 
This listing will be similar to 16.3.2.1. 
 
Listing 16.2.3.2.3 Clinical Laboratory Results – Urinalysis 
Safety Analysis Set 
This listing will be similar to 16.3.2.1. 
 
Programming note: This listing will include urine drug screen and pregnancy testing.  
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Listing 16.2.3.2.4 Subjects with Clinically Significant or NCI CTCAE Grade >= 3 Laboratory Results 
Safety Analysis Set 

 
Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
Programming note: If a subject has any result meeting criteria, present all results the subject has for that parameter.  

Treatment Group: HP-3070 18.0 mg 

Subject ID Age/Gender Visit 

Date 
(Period, 
Study Day) 

Parameter 
(Low/High) Result (Unit) Normal Range CTCAE Grade  

xxxx-xxxx xx/xxxx xxxxxx 
YYYY-MM-DD 
(xx, xx) xxxxxx xxx (xx) (L) xxx - xxx x  

xxxx-xxxx xx/xxxx xxxxxx 
YYYY-MM-DD 
(xx, xx) xxxxxx 

xxx (xx) (H) xxx - xxx x  

         

         

         

         

         

         

Note: NCI = National Cancer Institute, CTCAE = Common Terminology Criteria for Adverse Events, SB = Single-Blind, DB = Double-
Blind, FU = Follow-up, M = Male, F = Female. 

Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  
During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 

Note: CTCAE Grade refers to the severity.  As a general guideline:  Grade 1 is mild, Grade 2 is moderate, Grade 3 is severe or 
medically significant but not immediately life-threatening,  and Grade 4 is life-threatening consequences. 
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Listing 16.2.3.3 12-Lead ECG 
Safety Analysis Set 

Treatment Group: HP-3070 18.0 mg 

Subject ID Visit 
Date of Assessment 
(Period, Study Day) Parameter (Units) Result Markedly Abnormal 

xxxx-xxxx Screening YYYY-MM-DD (xx, xx) Overall Assessment by Investigator Normal  

   Overall Assessment by Vendor xxxx  

   Diagnosis 1 xxxx  

   Diagnosis 2 xxxx  

   HR (bpm) xx N 

   PR Interval (msec) xx N 

   QRS Interval (msec) xx N 

   QT Interval (msec) xx N 

   RR Interval (msec) xx N 

   QTcF Interval (msec) xx N 

   QTcB Interval (msec) xx N 

      

xxxx-xxxx Week 1 YYYY-MM-DD (xx, xx) Comparison to Prior ECG xxxx  

   Overall Assessment by Investigtor Abnormal, Clinically 
Significant 

 

   Overall Assessment by Vendor xxxx  

   Diagnosis 1 xxxx  

   Diagnosis 2 xxxx  

   HR (bpm) xx N 
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Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
 
  

   PR Interval (msec) xx N 

   QRS Interval (msec) xx N 

   QT Interval (msec) xx N 

   RR Interval (msec) xx N 

   QTcF Interval (msec) xx N 

   QTcB Interval (msec) xx N 

      

Note: SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  During 

the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
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Listing 16.2.3.4 Vital Signs 
Safety Analysis Set 

Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
 

Treatment Group: HP-3070 18.0 mg 

Subject ID Visit 
Date of Assessment 
(Period, Study Day) Parameter/Position Result Unit 

Markedly 
Abnormal 

xxxx-xxxx Screening YYYY-MM-DD (xx, xx) Oral Temperature xx xx N 

   Height xx xx N 

   Weight xx xx N 

   BMI xx Xx N 

   Systolic Blood Pressure/ Sitting xx xx N 

   Diastolic Blood Pressure/ Sitting xx xx N 

   Pulse/ Sitting xx xx N 

   Systolic Blood Pressure/ Supine xx xx N 

   Diastolic Blood Pressure/ Supine xx xx N 

   Pulse/ Supine xx xx N 

   Systolic Blood Pressure/ Standing xx xx N 

   Diastolic Blood Pressure/  Standing xx xx N 

   Pulse/  Standing xx xx N 

xxxx-xxxx Week 1 YYYY-MM-DD (xx, xx) Oral Temperature xx xx N 

Note: SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: Sitting indicates 5 minutes sitting, supine indicates 5 minutes supine, and standing indicates 1-3 minutes after standing. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication.                                                                                                                           
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Listing 16.2.3.5 Simpson Angus Scale (SAS) 
Safety Analysis Set 

Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
  

Treatment Group: HP-3070 18.0 mg 

Subject ID Visit 
Date of Assessment 
(Period, Study Day) Item Result  

xxxx-xxxx Screening YYYY-MM-DD (xx, xx) 1. Gait 0 = Normal  

   2. Arm Dropping xx  

   3. Shoulder Shaking  xx  

   4. Elbow Rigidity xx  

   5. Fixation of Position xx  

   6. Leg Pendulousness xx  

   7. Head Dropping xx  

   8. Glabella Tap xx  

   9. Tremor xx  

   10. Salivation xx  

   Total Score xx  

xxxx-xxxx Week 1 YYYY-MM-DD (xx, xx) 1. Gait xx  

   2. Arm Dropping xx  

Note: SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication..                                                                                                                            
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Listing 16.2.3.6 Abnormal Involuntary Movement Scale (AIMS) 
Safety Analysis Set 

Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
 

  

Treatment Group: HP-3070 18.0 mg 

Subject ID Visit 
Date of Assessment 
(Period, Study Day) Item Result  

xxxx-xxxx Screening YYYY-MM-DD (xx, xx) 1. Muscles of Facial Expression xx  

   2. Lips and Perioral Area xx  

   3. Jaw  xx  

   4. Tongue xx  

   5. Upper xx  

   6. Lower xx  

   7. Neck, Shoulders, Hips xx  

   8. Severity of Abnormal Movements xx  

   9. Incapacitation due to Abnormal Movements xx  

   10. Patient’s Awareness of Abnormal Movements xx  

   Total Score xx  

xxxx-xxxx Week 1 YYYY-MM-DD (xx, xx) 1. Muscles of Facial Expression xx  

   2. Lips and Perioral Area xx  

Note: SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
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Listing 16.2.3.7 Barnes Akathisia Rating Scale (BARS) 
Safety Analysis Set 

Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
 

  

Treatment Group: HP-3070 18.0 mg 

Subject ID Visit 
Date of Assessment 
(Period, Study Day) Item Result  

xxxx-xxxx Screening YYYY-MM-DD (xx, xx) Objective xx  

   Awareness of Restlessness xx  

   Distress Related to Restlessness  xx  

   Global Clinical Assessment of Akathisia xx  

   Total Score xx  

xxxx-xxxx Week 1 YYYY-MM-DD (xx, xx) Objective xx  

   Awareness of Restlessness xx  

Note: SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication. 
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Listing 16.2.3.8 Columbia-Suicide Severity Rating Scale (C-SSRS) 
Safety Analysis Set 

Programming note: Repeat for HP-3070 9.0 mg and Placebo. 
Programming note: The non-missing descriptive variable responses should go next to the corresponding categorical result. 

Treatment Group: HP-3070 18.0 mg 

Subject ID Visit 
Date of Assessment 
(Period, Study Day) Item Result  

xxxx-xxxx Screening YYYY-MM-DD (xx, xx) 1. Wish to be Dead xx  

   2. Non-Specific Active Suicidal Thoughts xx  

   3. Active Suicidal Ideation with Any Methods 
(Not Plan) without Intent to Act  

xx  

   4. Active Suicidal Ideation with Some Intent 
to Act, without Specific Plan 

xx  

   5. Active Suicidal Ideation with Specific 
Plan and Intent 

xx  

   Most Severe Ideation xx  

   Frequency xx  

   Duration xx  

   Controllability xx  

   Deterrents xx  

   … …  

xxxx-xxxx Week 1 YYYY-MM-DD (xx, xx) 1. Wish to be Dead xx  

   2. Non-Specific Active Suicidal Thoughts xx  

Note: SB = Single-Blind, DB = Double-Blind, FU = Follow-up. 
Note: During the SB period, study day is calculated relative to the first dose of study medication during the run-in period.  

During the DB and FU periods, study day is calculated relative to the first dose of double-blind study medication..                                                                                                                            
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Noven Pharmaceuticals, Inc. 
STATISTICAL ANALYSIS PLAN: PROTOCOL HP-3070-GL-04 

Noven Pharmaceuticals, Inc. Page 1 of x 
Protocol HP-3070-GL-04

Listing 16.2.3.9 Plasma Concentrations of Asenapine and Desmethyl-asenapine (ng/mL) by Treatment 
PK Analysis Set 

Subject 
ID Treatment Visit 

Scheduled 
Time 
(hr) 

Sample 
Collection 
Date/Time 

Actual 
Time 
(hr) 

Asenapine 
Concentration 

(ng/mL) 

Desmethyl-
asenapine 

Concentration 
(ng/mL) Comment 

xxxx-
xxxx 

HP-3070 
9.0 mg 

Week 
3 

2 DDMONYYYY/HH:MM x xx.xx xx.xx 

14 DDMONYYYY/HH:MM x xx.xx xx.xx 
22 DDMONYYYY/HH:MM x xx.xx xx.xx 

xxxx-
xxxx 

HP-3070 
9.0 mg 

Week 
6 

2 DDMONYYYY/HH:MM x xx.xx xx.xx 

14 DDMONYYYY/HH:MM x xx.xx xx.xx 
22 DDMONYYYY/HH:MM x xx.xx xx.xx 

xxxx-
xxxx 

HP-3070 
18.0 mg 

Week 
3 

2 DDMONYYYY/HH:MM x xx.xx xx.xx 

14 DDMONYYYY/HH:MM x xx.xx xx.xx 
22 DDMONYYYY/HH:MM x xx.xx xx.xx 

xxxx-
xxxx 

HP-3070 
18.0 mg 

Week 
6 

2 DDMONYYYY/HH:MM x xx.xx xx.xx 

14 DDMONYYYY/HH:MM x xx.xx xx.xx 
22 DDMONYYYY/HH:MM x xx.xx xx.xx 

Note: The lower limit of quantification is 0.0200 ng/mL. 

Note to Programmer: Sort by Subject No. and Treatment. Blood samples will be collected for PK analysis of asenapine and desmethyl-
asenapine; on Day 21 and 42 for both treatments (9 and 18 mg) at 2, 14 and 22 hours after dosing. 
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