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1 List of abbreviations 

AE Adverse Event 
APTT Activated Partial Thromboplastin Time 
BMI Body Mass Index 
CRF Case Report Form 
CT Computerised Tomography 

CTR Clinical Trial Report 
       ECG Electrocardiogram 

FAK Focal adhesion kinase 
GSK  GlaxoSmithKline 
HIV Human Immunodeficiency Virus 
HMR Hammersmith Medicines Research 
HPD Highest Posterior Density 

  
HV Healthy Volunteers 
ICH International Conference on Harmonization 
IMP Investigational Medicine Product 
INR International Normalised Ratio 
IPF Idiopathic Pulmonary Fibrosis 

MCMC Monte Carlo Markov Chain 
MedDRA Medical Dictionary for Regulatory Activities 

N Number of subjects 
n Number of observed subjects 

PAH Pulmonary Arterial Hypertension  
PDF Portable Document Format 
PET Positron Emission Tomography  
PT Prothrombin Time 
Q1 Lower quartile 
Q3 Upper quartile 
ROI Region of Interest 
SAE Serious Adverse Event 
SAP Statistical Analysis Plan 
SD Standard deviation 

SUV Standardised Uptake Value 
TEAE Treatment-Emergent Adverse Event 

TT Thrombin time 
  VT Volume of Distribution 
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3 Introduction 

This Statistical Analysis Plan (SAP) is based on the current trial protocol (Amendment 3, 
22Apr2016) and CRF (version 1, 28Sep2015).  Where statistical methods differ substantially 
between this SAP and the protocol, that will be identified in this document. 

This SAP describes the datasets and the statistical methods to be used for the reporting and 
analysis of all data collected during the trial except then genetics sample data.   

If a future protocol amendment necessitates a substantial change to the statistical analysis of 
the trial data, this SAP will be amended accordingly.  If, after database lock, additional 
analyses are required to supplement the planned analyses described in this SAP, those 
unplanned analyses will not be described in an amended SAP, but they will be identified in 
the integrated clinical trial report (CTR).  Any deviations from this SAP will be documented 
in the CTR. 

This SAP has been written in consideration of the following guidelines:   

• International Conference on Harmonization (ICH) E9, Guidance for Industry:  Statistical 
Principles for Clinical Trials (ICH E9 1998)1; and  

• ICH E3, Guidance for Industry: Structure and Content of Clinical Study Reports (ICH E3 
1995)2. 

Statistical analysis will be done using SAS 9.3 on a Windows PC. 

4 Study Objective(s) and Endpoint(s) 

4.1 Study Objective(s) 

4.1.1 Primary Objective(s) 

To compare the uptake of [11C]-GSK2256098 in the heart and lungs of PAH patients versus 

the heart and lungs of healthy control subjects 

4.1.2 Exploratory Objective(s) 

To explore the spatial distribution of [11C]-GSK2256098 uptake in the heart and lungs of 

PAH patients versus the heart and lungs of healthy control subjects. 
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4.2 Study Endpoint(s) 

4.2.1 Primary Endpoint(s) 

Uptake of [11C]-GSK2256098 in the heart and lung (assessed as the volume of distribution 

(VT) and/or standardised uptake values (SUV)) as measured by PET 

4.2.2 Exploratory Endpoint(s) 

Qualitative assessment of the spatial distribution of [11C]-GSK2256098 uptake in the heart 

and lungs 

4.3 Statistical Hypotheses 

No formal statistical testing will be done.  Instead an estimation approach has been adopted.  

Simple Bayesian methods will be used to quantify the evidence which the study generates 

about the endpoints themselves, and about contrasts (probability ratios) of these endpoints. 

5 Study Design 

This is cross-sectional study exploring the uptake of [11C]-GSK2256098 in PAH patients and 

in healthy (age and gender-matched) volunteers. 

It is a non-randomised, open label study where all volunteers will receive one microdose of 

the radiolabelled compound. 

Up to 12 healthy subjects and 12 PAH patients (including those with a prolonged 

QTcF interval ≤ 500ms) will be enrolled to provide sufficient PET data to quantify 

the uptake of [11C]-GSK2256098 in the heart and lungs.
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population. Therefore our sample size is driven by a mixture of: 

(i) what is known about between-subject variability from relevant, recent PET 
studies,  

(ii) feasibility, and  
(iii) flexibility.  

 

An ongoing study investigating the validation and dosimetry of a PET ligand in healthy 

subjects and patients with IPF (study RES116235) has been able to draw firm conclusions 

about similar endpoints (in terms of the estimation methods we describe below) using around 

5 subjects. Therefore we will set five patients and five age-matched HVs as our initial target 

sample size. 

 

From that point onwards, the data will be monitored continuously (or as near as possible 

given practicalities of study operationalisation), and at each step the following decisions will 

be made: 

• Stop, and conclude that there is strong evidence of differential FAK expression (as 
measured by the study endpoints) between patients and HVs. 

• Stop, and conclude that there is insufficient evidence of any great difference, and 
furthermore (conditional on observed data i.e. in a formal Bayesian sense) there is 
low probability that an increase in sample size will reverse such a conclusion 

• Continue to enrol patient-HV pairs, and re-evaluate the decision. 
 

This iterative cycle will be followed up until a maximum of twelve patients and twelve HVs 

have been recruited into the study. 

 

8.1 Sample Size Re-estimation or Adjustment 

The first statistical evaluation of the data will occur once five patients and five healthy 

volunteers have been studied in the PET scanner, and the relevant functional endpoints (such 

as VT) have been derived from their scan data  by Imanova scientists. At this point, the 

statistical analysis (set out below) will be carried out, and, based on those results, the team 

may decide to recruit more subjects, up to a total of twelve patients and twelve healthy 

volunteers. 
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9 Analysis Populations 

The following populations will be identified: 

Screened Population:  all subjects who signed an informed consent form and were 
evaluated for study participation. 

Safety Population:  All patients and subjects who received the microdose of  
study drug.   

The primary endpoint will be analysed using the Safety Population. 
 
9.1 Analysis Datasets 

All analysis datasets will be based on observed data, except as outlined in Section 12.2. 

10 Treatment Comparisons 

The comparison of interest is uptake of [11C]-GSK2256098 in PAH patients versus healthy 

volunteers. 

 

11 General Considerations for Data Analyses 

11.1 Data Display Group Descriptors 

The sort order for groups will be PAH patients then healthy control subjects.  When a total 

column is included, it immediately follows the groups which it aggregates. 

Listings of data will be sorted and displayed by group, subject number, and also by date and 

time if applicable.   

The group descriptions to be used on all tables and listings are:  

Groups  
  
PAH Patients 
Healthy Volunteers 
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11.2 Conventions for Summary Statistics and Data Displays 

The minimum set of summary statistics for numeric variables will be: n, mean, standard 

deviation (or standard error), median, minimum and maximum 

Categorical data will be summarised in frequency tables with n and percentage.  Summaries 

of a categorical variable will include all recorded values. 

The minimum and maximum values will be presented with the same number of decimal 

places as the raw data collected on the CRF (or to 3 significant figures for derived 

parameters). The mean and percentiles (e.g. median, Q1, and Q3) will be presented using one 

additional decimal place. The standard deviation and standard error will be presented using 

two additional decimal places.  

12 Data Handling Conventions 

12.1 Premature Withdrawal and Missing Data 

All subjects who withdraw prematurely from the study or study drug will be included in the 
statistical analyses.  

If a subject completes the treatment period but has missing data, then this will be made 
apparent in the subject listings. Missing data will not be imputed except for as outlined in 
Section 12.2.   

If the study is prematurely discontinued, all available data will be listed and a review will be 
carried out to assess which statistical analyses are still considered appropriate. 

Data collected at unscheduled time points during the study will not be used in the summaries 
or data analyses.  They will be included in the listings. 

If time information (i.e. hours and/or minutes) for adverse events or concomitant medication 
is missing, but the day is present, then the time will be calculated in days.    If date 
information is partial or missing, then any derived times (e.g. AE start time from last study 
medication) will be listed as missing.  

12.2 Derived and Transformed Data 

VT and mean SUV will be derived by Imanova for regions including  heart chamber and 
whole lung. 
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The CT images obtained for attenuation correction (AC) of the PET [CT-AC)] are used to 
delineate the left and right lung and both the CT-AC and the region of interest (ROI) image 
are resampled to the PET space. Time activity curves are extracted using the predefined ROI 
image. Standardized uptake values (SUV) are generated by averaging the time activity curves 
between two time points (to be defined depending on the kinetics of the tracer in the lungs) 
and normalising to the injected dose per unit mass. 

An image derived input function is generated using a region of interest in the pulmonary 
artery. This input function is used together with a compartmental model to derive the volume 
of distribution (VT) in each region of interest. 

12.3 Assessment Windows 

No assessment windows are defined for this report. 

12.4 Values of Potential Clinical Importance 

Any laboratory value outside the reference range for that variable  (Appendix B) will be 

flagged as a value of a potential clinical importance 

A vital signs result will be considered to be of potential clinical importance if it falls outside 

the relevant range below: 

Vital Sign Range 

Supine/semi-recumbent systolic blood pressure 85–160 mm Hg 

Supine/semi-recumbent diastolic blood pressure 40–90 mm Hg 

Supine/semi-recumbent heart rate 40–100 beats/min 

Respiration rate 8–20 per min 

Oral temperature 35.5–37.8°C 

 

13 Study Population 

13.1 Disposition of Subjects 

All analyses will use the safety population. 
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The disposition of all subjects (patients and healthy volunteers) in the safety population will 

be summarised including  number of subjects screened, the number of subjects who failed 

screening, number completing the study by group, and number withdrawn from the study. 

All subjects who withdraw or are withdrawn from the study will be listed by treatment, with 

the reason for withdrawal.  

A listing of analysis populations will be provided. 
 
13.2 Protocol Deviations 

Before closing the database, data listings will be reviewed to identify any significant 

deviations and determine whether the data should be excluded from any analysis populations.   

Major protocol deviations include subjects who: 

• Entered the study even though they did not satisfy the entry criteria. 
• Met the criteria for withdrawal from the study but were not withdrawn. 
• Received the wrong treatment or incorrect dose. 
• Received an excluded concomitant therapy. 
• Received investigational product(s) past the expiration date. 
• Healthy volunteers who are not matched to a PAH patient on gender or with age not 

within ± 5 years 
 
A summary table of the important deviations will be provided. 

A listing of inclusions/ exclusion deviations will be provided. 

A listing of all important deviations will be provided. 

 

13.3 Demographic and Baseline Characteristics 

Demographic and baseline characteristics (e.g. physical examination, vital signs, Allen’s test 

and INR) will be listed and summarised.  A summary of age ranges of subjects will be 

presented.  

A summary of the difference in ages between the matched pairs will also be presented.   

Subjects who take concomitant medication will be listed.  All non-trial medication will be 

coded by GSK. 
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13.4 Treatment Compliance 

Dates and times of dosing will be listed (Listing 16.2.1.1).  

14 Safety Analyses 

The dates and times of treatment dosing will be listed to indicate exposure to the study 

medication (Listing 16.2.1.1). 

14.1 Adverse Events 

Adverse events will be coded by GSK. 

All adverse events will be listed.  Subject numbers for specified adverse events will be listed. 
A listing of the relationship between system organ class and verbatim text will also be 
presented. 

The number of subjects with at least one treatment-emergent adverse event (TEAE) will be 
tabulated by actual treatment and MedDRA system organ class.  A treatment-emergent 
adverse event is defined as an event emerging during treatment having been absent pre-
treatment or having worsened relative to pre-treatment1.  

For each of the following, the number of subjects with adverse events will be summarised: 

• TEAEs by system organ class and preferred term 
• IMP-related (as recorded by the Investigator) TEAEs by system organ class and 

preferred term 

Subjects with more than one TEAE will be counted only once, at causality, for each system 
organ class/preferred term.  Multiple TEAEs in a subject will be counted once per system 
organ class and preferred term.  Adverse events with missing severity and/or causality will be 
treated as severe and related to IMP, respectively. 

Summaries will be sorted by system organ class and decreasing total incidence of preferred 
term. 

14.2 Serious Adverse Events 

 Serious Adverse Events will be summarised by by system organ class and preferred term.  

A listing of the reasons for considering a serious adverse event will be provided. 
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14.3 Other Safety Measures 

14.3.1 Clinical Laboratory Evaluations 

All laboratory values of potential clinical importance will be listed. 

14.3.2 Vital signs 

Vital signs evaluation pre- and post-scan at the scanning visit will be summarised  by group.  

Vital signs of potential clinical importance will be listed. 

14.3.3 Physical examination 

Abnormal physical examination findings will be listed by group. 

14.4 Positron Emission Tomography 

Positron Emission Tomography (PET) parameters will be summarised using the safety 

population.  

Each PET parameter (VT and mean SUV) will be listed and summarised by region and group. 

A Bayesian approach to the analysis of the PET parameters will be used. 

For any important endpoint, we describe our uncertainty concerning its true value with a 

probability density function, p(θ), say. (Suppose ‘θ’ represents Volume of Distribution, 

derived from the PET and blood sample data. The following argument will apply to any such 

endpoint which takes numerical values on the real line.)  Pre-study start, we will characterise 

p(θ) in such a way that our “prior belief” about the true endpoint’s value is entirely diffuse 

over the real line (this approach implies that all conclusions about the endpoint are driven 

only by the data gathered in the study). 

We will gather evidence about the endpoint in the data from the study, which we will 

characterise via its likelihood function (derived from the relevant sampling distribution,        

l(x| θ), say, where ‘x’ stands for ‘data’).  From the likelihood function the usual summary 

statistics for the endpoint are derived. 

It is highly likely, based on similar PET studies, that a Normal likelihood function will be 

suitable.  This will have an unknown mean and known variance taken from the raw data (i.e. 
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xj ~ N(θj, σj
2) where j is the PAH patient group or the HV group).  An uninformative 

conjugate Normal prior density function with mean zero and a vast variance will be adopted 

for the group mean (P(θj) = N(0, σ0,j
2)) leading to the standard Normal posterior density 

functions for the endpoints of interest (Should the data not support a Normal likelihood 

function, alternative parametric forms, such as a log-Normal density, will be investigated).  In 

order for the prior to be sufficiently non-informative, the variance of the prior will be 

approximately 100 times the variance of the data.  

We will apply Bayes’ theorem to derive the  posterior density function p(θj | xj).  We will use 

PROC MCMC in SAS.  The number of burn-in iterations will be at least 10,000 and the 

number of MCMC iterations, excluding the burn-in iterations will be at least 5000.    These 

samples may be thinned if autocorrelation is high.  An example of the SAS code for a normal 

likelihood function is given below: 

ods output PostSummaries = PostSummaries PostIntervals = PostIntervals             

PosteriorSample = PosteriorSample; 

PROC MCMC data = BayesianTest nmc = 5000 nbi = 10000 monitor=(_parms_ muratio); 

 parms mu1 mu2; 

 muratio = mu1/mu2; 

MODEL PAH ~ norm(mu1, sd = 1; 

MODEL HVs ~ norm(mu2, sd = 1); 

prior mu1 mu2 ~ normal(0, sd = 100); 

preddist outpred = BayesianPred nsim = 5000 covariates = PredCovariates; 

by  endpoint region; 

run; 

The posterior distribution for each endpoint will be summarised by region and group, 

including the mean, median, SD, interquartile range and 95% credible interval based on the 

highest posterior density (HPD) interval.   

Samples from the posterior distribution for the group mean p(θj|xj) for the PAH patients and 

for the HV subjects will be used to determine the posterior distribution for the ratio of group 

means (PAH patients to HV subjects).  The posterior distribution for the ratio of group means 
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will be summarised by region and endpoint.  Plots of the median and 95% credible interval 

for the posterior distribution of the group mean and the ratio of group means will be presented 

for each endpoint and region.  Individual subject data will also be included on the plot using a 

different symbol for each match pairs of subjects.  Each plot will also include the posterior 

distribution of the ratio of the group means.  

Samples from the posterior distribution of the ratio of group means will be used to determine 

the probability that the ratio of the endpoint in PAH patients to HV subjects exceeds 1 for 

each endpoint and region.  This will be repeated for other values to allow us to plot to provide 

a graph of  the “probability that this ratio exceeds a certain value, plotted against ratio, for 

ratios in the range 0.5 to 2 will be presented for each endpoint and region. 
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16 ATTACHMENTS 

16.1 Data Display Requirements 

Data displays will be stored in individual PDF files with formatting of:  

• pagesize will be 8.5” x 11” (US Letter sized paper) 
• margins will be 1.25" top and bottom and 0.87" right and left on a landscape page  
• font will be Arial 10.  

There will be a bookmark to the first page of each display.  Bookmark text will  include 

display type (Table, Figure, Listing), display number and the verbatim text of the data display.  

Bookmarks will link directly to the first page of the data display rather than executing a Java 

script. 
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16.2 Table of Contents for Data Display Specifications 

For overall page layout refer to Appendix A. 

The numbering  in the tables below will take precedence over the numbering in the shells. 

The following tables and figures will be produced (templates provided in Section 16.2 and 

16.3):



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 2 1  of 4 6  

T h e f oll o wi n g t a bl es a n d fi g u r es will b e pr o d u c e d (t e m pl at es pr o vi d e d i n S e cti o n 1 6. 2. 1 a n d 1 6. 2. 2 ): 

T a bl e D es c ri pti o n  P o p ul ati o n 
S o u r c e 
Listi n g  

T e m pl at e 
( S h ells b el o w) 

1 0. 1   S u m m ar y of S u bj e ct Dis p ositi o n  S cr e e n e d  
1 6. 2. 1. 2, 
1 6. 2. 3. 1  

T _ S D 1  

1 0. 2  S u m m ar y of I m p ort a nt Pr ot o c ol D e vi ati o ns  S af et y  1 6. 2. 2. 2  T _ D V _ G K  

1 4. 1   D E M O G R A P HI C D A T A    
 

1 4. 1  S u m m ar y of D e m o gr a p hi c C h ar a ct eristi cs  S af et y  1 6. 2. 4. 1  T _ D M 1 _ P G  

1 4. 2  S u m m ar y of A g e R a n g es  S af et y  1 6. 2. 4. 1  T _ A G E _ G S K  
1 4. 3  S u m m ar y of A g e M at c hi n g  S af et y  1 6. 2. 4. 1  T _ D M 2  

1 4. 3   S A F E T Y D A T A    
 

1 4. 3. 1. 1  S u m m ar y of Tr e at m e nt -E m er g e nt A d v ers e E v e nt s  S af et y  1 6. 2. 7. 1  T _ A E 1  

1 4. 3. 1. 2  S u m m ar y of Dr u g -R el at e d Tr e at m e nt -E m er g e nt A d v ers e E v e nts  S af et y  1 6. 2. 7. 1  T _ A E 1  

1 4. 3. 2 
S u m m ar y of S eri o us A d v ers e E v e nts b y S yst e m Or g a n Cl ass a n d 
Pr ef err e d T er m  ( N u m b er of S u bj e cts a n d O c c urr e n c es) 

S af et y  1 6. 2. 7. 1 T _ A E 2  

1 4. 3. 3  N arr ati v es of d e at hs  a n d ot h er s eri o us a d v ers e e v e nts  S af et y  1 6. 2. 7. 1  - 
1 4. 3. 4  S u m m ar y of Vit al Si g ns  at S c a n ni n g Visit  S af et y  - T _ V S 1  

1 4. 4  P E T D A T A     
1 4. 4. 1  
 

S u m m ar y of V ol u m e of D istri b uti o n ( VT ) a n d M e a n St a n d ar dis e d 
U pt a k e V al u es ( S U V), b y Gr o u p a n d R e gi o n  

S af et y  1 6. 2. 9. 1 T _ P T 1 _ G K  

1 4. 4. 2  
 
 

S u m m ar y of t h e P ost eri or Distri b uti o n f or V ol u m e of D istri b uti o n 
( VT ) a n d M e a n St a n d ar di s e d U pt a k e V al u es ( S U V), b y Gr o u p a n d 
R e gi o n   

S af et y  1 6. 2. 9. 1 T _ P T 2 _ G K  

1 4. 4. 3  
 
 

S u m m ar y of t h e P ost eri or Distri b uti o n of t h e R ati o of Gr o u p M e a ns f or 
V ol u m e of D istri b uti o n ( VT ) a n d M e a n St a n d ar dis e d U pt a k e V al u es 
( S U V), b y R e gi o n   

S af et y  1 6. 2. 9. 1 T _ P T 3 _ G K  

1 4. 4. 4  
 
 

P ost eri or P r o b a bilit y t h at t h e R ati o of Gr o u p M e a ns f or V ol u m e of 
D istri b uti o n ( VT ) a n d M e a n St a n d ar dis e d U pt a k e V al u es ( S U V) E x c e e ds  
a  C ert ai n V al u e , b y R e gi o n  

S af et y  1 6. 2. 9. 1 T _ P T 4 _ G K  

    

P P D
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Fi g u r e  D es c ri pti o n  P o p ul ati o n 
S o u r c e 
Listi n g  

T e m pl at e 
( S h ells b el o w) 

1 4. 1   P E T D A T A  S af et y   
 

1 4. 1 . 1. 1 
 

Pl ot of t h e P ost eri or Distri b uti o n of t h e V ol u m e of Distri b uti o n  ( VT ) f or 
t h e Gr o u p M e a ns  a n d t h e R ati o of t h e Gr o u p M e a ns, b y R e gi o n  

S af et y  1 6. 2. 9. 1 F _ P T 1 _ G K  

1 4. 1. 1. 2  
 
 

Pl ot of t h e P ost eri or Distri b uti o n of t h e M e a n St a n d ar dis e d U pt a k e 
V al u es ( S U V) f or t h e Gr o u p M e a ns a n d t h e R ati o of t h e Gr o u p M e a ns, 
b y R e gi o n  

S af et y  1 6. 2. 9. 1 F _ P T 1 _ G K  

1 4. 1 .2. 1  
 

Pl ot of t h e P ost eri or Pr o b a bilit y t h at t h e  R ati o of t h e Gr o u p M e a ns 
E x c e e ds a C ert ai n V al u e f or t h e V ol u m e of Distri b uti o n (V T ), b y R e gi o n 

S af et y  1 6. 2. 9. 1 F _ P T 2 _ G K  

1 4. 1. 2. 2  
 
 

Pl ot of t h e P ost eri or Pr o b a bilit y t h at t h e R ati o of Gr o u p M e a ns E x c e e ds 
a C ert ai n V al u e f or M e a n St a n d ar dis e d U pt a k e V al u es ( S U V ), b y 
R e gi o n  

S af et y  1 6. 2. 9. 1 F _ P T 2 _ G K  

 
T h e f oll o wi n g a b br e vi at e d listi n gs will b e pr o d u c e d (t e m pl at es pr o vi d e d i n S e cti o n 1 6. 2. 3 ): 

Listi n g  D es c ri pti o n  
T e m pl at e  ( S h ells 

b el o w)  
1 6. 2. 1   St u d y d at es & dis p ositi o n of s u bj e cts  

 
1 6. 2. 1. 1  Listi n g of St u d y D at es  L _ S D 1 _ P G  
1 6. 2. 1. 2  Listi n g of R e as o ns f or Wit h dr a w al  L _ S D 2 _ P G  

1 6. 2. 2   Pr ot o c ol d e vi ati o ns  
 

1 6. 2. 2. 1  Listi n g of S u bj e cts wit h I n cl usi o n/ E x cl usi o n Crit eri a D e vi ati o ns  L _ D V 1 _ P G  

1 6. 2. 2. 2  Li sti n g of I m p ort a nt Pr ot o c ol D e vi ati o ns  L _ D V 2 _ P G  

1 6. 2. 3   A n al ysis s ets, i n cl u di n g s u bj e cts e x cl u d e d fr o m a n al ysis  
 

1 6. 2. 3 . 1  Listi n g of A n al ysis P o p ul ati o ns  L _ A N 1 _ P G  

1 6. 2. 4   D e m o gr a p hi c d at a & c o n c o mit a nt m e di c ati o n  
 

1 6. 2. 4. 1  Listi n g of D e m o gr a p hi c C h ar a ct eristi cs  L _ D M 1 _ P G  

1 6. 2. 4. 2  Li sti n g of C o n c o mit a nt M e di c ati o ns  L _ C M 1 _ P G  

1 6. 2. 5   St u d y dr u g a d mi nistr ati o n  
 

1 6. 2. 5 . 1 Listi n g of E x p os ur e D at a  L _ E X 1 _ P G  

P P D
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1 6. 2. 7   A d v ers e e v e nts  
 

1 6. 2. 7. 1  Listi n g of All A d v ers e E v e nts  L _ A E 1 _ P G  

1 6. 2. 7. 2  Li sti n g of S eri o us A d v er s e E v e nts  L _ A E 1 _ P G  
1 6. 2. 7. 3  Listi n g of A d v ers e E v e nt s L e a di n g t o Wit h dr a w al fr o m St u d y  L _ A E 1 _ P G  
1 6. 2. 7. 4  Listi n g of S u bj e ct N u m b ers f or S p e cifi e d A d v ers e E v e nts  L _ A E 1 _ G S K  
1 6. 2. 7. 5  Listi n g of R e as o ns f or C o nsi d eri n g a S eri o us A d v ers e E v e nt  L _ A E 3 _ G S K  
1 6. 2. 7. 6  Listi n g of R el ati o ns hi p b et w e e n S yst e m Or g a n Cl ass a n d V er b ati m T e xt  L _ A E 2 _ G S K  
1 6. 2. 8   L a b or at or y v al u es   

1 6. 2. 8. 1 
Listi n g of Cli ni c al C h e mistr y A b n or m aliti es of P ot e nti al Cli ni c al 
I m p ort a n c e 

L _ L B 1 _ P G  

1 6. 2. 8. 2  Listi n g of H a e m at ol o g y A b n or m aliti es of P ot e nti al Cli ni c al Si g nifi c a n c e  L _ L B 1 _ P G  

1 6. 2. 8    Vit al si g ns , E C Gs a n d p h ysi c al fi n di n gs  
 

1 6. 2. 8 .1  Listi n g of Vit al Si g ns  of P ot e nti al Cli ni c al I m p ort a n c e  L _ V S 1 _ P G  

1 6. 2. 8. 2  Li sti n g of E C G d at a  L _ E G 1 _ P G  
1 6. 2. 6. 3  Listi n g of A b n or m al E C G F i n di n gs  L _ E G 2 _ P G  

1 6. 2. 9   P E T D at a  
 

1 6. 2. 9. 1 
Listi n g  of V ol u m e  of  Distri b uti o n  ( V T )  a n d  M e a n  St a n d ar dis e d  U pt a k e 

V al u es ( S U V)  
L _ P E T _ G K  

P P D
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H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 2 4  of 4 6  

 
1 6. 3   D at a Di s pl a y S p e cifi c ati o n s 

1 6. 3. 1  T a bl e O utli n es  

T e m pl at e T _ S D 1  

T a bl e   1 0 . 1 S u m m ar y of S u bj e ct Dis p o siti o n  

P o p ul ati o n  St at us  R e a s o n f or Wit h dr a w al  P A H P ati e nts  

H e alt h y  

V ol u nt e ers  All S u bj e ct s  

S cr e e n e d p o p ul ati o n  I n cl u d e d     

 F ail e d s cr e e ni n g      

S af et y  p o p ul ati o n  I n cl u d e d     

C o m pl et e d      

Wit h dr a w n      

A d v ers e E v e nt     

L a c k of effi c a c y     

S u bj e ct r e a c h e d pr ot o c ol -

d efi n e d st o p pi n g crit eri a  

   

St u d y cl o s e d/t er mi n at e d     

L o st t o f oll o w -u p     

I n v esti g at or dis cr eti o n    

Wit h dr e w c o ns e nt     

 

S o ur c e: Listi n g 1 6. 2. x x  

Pr o gr a m mi n g n ot es:  C o nti n u e d wit h all tr e at m e nt gr o u p s .   

 

 

 

P P D
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T e m pl at e T _ D V _ G K  

 
 
T a bl e   1 0. 2 S u m m ar y of I m p ort a nt Pr ot o c ol D e vi ati o ns  

   

 
 

C at e g or y/ S u b c at e g or y  

P A H P ati e nts  

( N = x x)   
n ( %)  

H e alt h y V ol u nt e ers  

( N = x x) 
n ( %)  

   
A n y pr ot o c ol d e vi ati o ns  2 0 ( 2 0 %)  2 2 ( 2 2 %)  
   
Ass e ss m e nts a n d/ or pr o c e d ur es  1 0 ( 1 0 %)  8   ( 8 %) 
F ail ur e t o r e p ort S A E, pr e g n a n c y, or li v er f u n cti o n a b n or m aliti e s p er pr ot o c ol  4   ( 4 %) 6   ( 6 %) 
R a n d o mi z ati o n pr o c e d ur e s  4   ( 4 %) 6   ( 6 %) 
St u d y tr e at m e nt s u p pl y pr o c e d ur es  4   ( 4 %) 6   ( 6 %) 
Ot h er   4   ( 4 %) 6   ( 6 %) 
Eli gi bilit y crit eri a n ot m et  6   ( 6 %) 8   ( 8 %) 
N ot wit h dr a w n aft er d e v el o pi n g wit h dr a w al crit eri a  1 0 ( 1 0 %)  8   ( 8 %) 
N ot dis c o nti n u e d fr o m st u d y tr e at m e nt  4   ( 4 %) 6   ( 6 %) 
N ot wit h dr a w n fr o m st u d y  6   ( 6 %) 8   ( 8 %) 
R e c ei v e d wr o n g tr e at m e nt or i n c orr e ct d o s e  1 0 ( 1 0 %)  8   ( 8 %) 
Pr o hi bit e d m e di c ati o n or d e vi c e  4   ( 4 %) 6   ( 6 %) 
Visit Wi n d o w  1 0 ( 1 0 %)  8   ( 8 %) 
Ot h er pr ot o c ol d e vi ati o n c at e g or y  6   ( 6 %) 8   ( 8 %) 

 

S o ur c e: Listi n g 1 6. 2. x x  
 

P P D
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T e m pl at e T _ D M 1  

T a bl e   1 4. 1 S u m m ar y of D e m o gr a p hi c C h ar a ct eristi c s  

V ari a bl e  St atisti c s  P A H P ati e nts  

( N = x x) 

H e alt h y V ol u nt e ers 

( N = x x) 

All S u bj e ct s  

( N = x x) 

A g e ( y)  n     

M e a n     

S D     

M i n    

M e di a n     

M a x     

G e n d er      

F e m al e  ( %)    

M al e  ( %)    

R a c e  A m eri c a n I n di a n or Al a s k a n 

N ati v e  ( %) 

   

 Asi a n  ( %)    

 Bl a c k  ( %)    

 N ati v e H a w aii a n or ot h er 

P a cifi c I sl a n d er  ( %) 

   

 W hit e  ( %)    

 Ot h er  ( %)    

Et h ni c it y His p a ni c or L ati n o  ( %)    

N ot His p a ni c or L ati n o  ( %)    

H ei g ht  ( c m) n     

M e a n     

S D     

M i n    

M e di a n     

M a x     

W ei g ht ( k g)  n     

M e a n     

S D     

M i n   

P P D
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V ari a bl e  St atisti c s  P A H P ati e nts  

( N = x x) 

H e alt h y V ol u nt e ers 

( N = x x) 

All S u bj e ct s  

( N = x x) 

M e di a n     

M a x     

B MI ( k g/ m 2)  n     

M e a n     

S D     

M i n    

M e di a n     

M a x     

S m o k er  Y es ( %)     

N o ( %)     

Ci g ar ett e s *  

( P a c k Y e ars) 

n     

M e a n     

S D     

M i n    

M e di a n     

M a x     

O pti o n al 

( u nits) 

    

 

*i n cl u d es o nl y t h o s e s u bj e cts w h o s m o k e  

S o ur c e: Listi n g 1 6. 2. x x  

 

Pr o gr a m mi n g n ot es:  C o nti n u e d wit h all tr e at m e nt gr o u p s  a n d a d diti o n al d e m o gr a p hi c c h ar a ct eristi cs  

P P D
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T e m pl at e T _ A G E _ G S K  

T a bl e  1 4. 3. 6. x x S u m m ar y of A g e R a n g es  

 
 N o Tr e at m e nt  Tr e at m e nt A  Tr e at m e nt B  T ot al  

 ( N = 1) ( N = 1 0 0) ( N = 1 0 0) ( N = 2 0 1) 

A g e R a n g es      
I n ut er o                   0         2   ( 2 %)   2   ( 2 %)   4   ( 2 %)  
Pr et er m n e w b or n i nf a nt s ( g est ati o n al a g e < 3 7 w e e k s)     0         1   ( 1 %)   1   ( 1 %)   2   ( 1 %)  
N e w b or ns ( 0 -2 7 d a ys)     0         3   ( 3 %)   3   ( 3 %)   6   ( 3 %)  
I nf a nts a n d t o d dl ers ( 2 8 d a ys-2 3 m o nt hs)     0         4   ( 4 %)   4   ( 4 %)   8   ( 4 %)  
C hil dr e n ( 2 -1 1 y e ars)     0         3   ( 3 %)   3   ( 3 %)   6   ( 3 %)  
A d ol es c e nts ( 1 2 -1 7 y e ars)     0         1   ( 1 %)   1   ( 1 %)   2   ( 1 %)  
A d ult ( 1 8 -6 4 y e ars)         0        5 9  ( 5 9 %)  5 9  ( 5 9 %)         1 1 8  ( 5 9 %)  
> = 6 5 -8 4 y e ars           0        2 6  ( 2 6 %)  2 6  ( 2 6 %)  5 2  ( 2 6 %)  
> = 8 5 y e ars         1 ( 1 0 0 %)   1   ( 1 %)   1   ( 1 %)   3   ( 1 %)  

     

 
 
T e m pl at e T _ D M 2  

T a bl e  1 4. 3. 6. x x S u m m ar y of A g e M at c hi n g  

 
Diff er e n c e i n m at c h e d p air s ( P A H -H V)  

n
*
 M e a n   S D  M e di a n  Mi n   M a x  

      

      

 

S o ur c e: Listi n g 1 6. 2. x x  

 

Pr o gr a m mi n g n ot es:  A d d t h e f o ot n ot e n
*
 n u m b er of m at c h e d p air s  

 

P P D
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H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 2 9  of 4 6  

T e m pl at e T _ A E 1  

T a bl e  1 4. 3. 3. x x S u m m ar y of Tr e at m e nt -E m er g e nt A d v er s e E v e nt s  

  P A H P ati e nts  ( N = x x) H e alt h y V ol u nt e ers  

( N = x x) 

S yst e m Or g a n Cl a ss  Pr ef err e d T er m  n  %  n  %  

N u m b er of s u bj e ct s wit h A E s       

G a str oi nt e sti n al di s or d er s  T ot al n u m b er of s u bj e cts      

 A b d o mi n al dis c o mf ort      

 A b d o mi n al p ai n      

 ↓      

N er v o us s y st e m dis or d er s  T ot al n u m b er of s u bj e cts      

 Di z zi n ess      

 H e a d a c h e      

 ↓      

↓  ↓      

 

* S u bj e cts wit h ≥ 1 a d v er s e e v e nt ar e c o u nt e d o nl y o n c e p er s y st e m or g a n cl a ss a n d pr ef err e d t er m.  

S o ur c e: Listi n g 1 6. 2. x x  

 

Pr o gr a m mi n g n ot es:  C o nti n u e d wit h all tr e at m e nt gr o u p s  

 S O Cs  a n d P T s ar e s ort e d i n d e cr e a si n g or d er of fr e q u e n c y  

 Pr es e nt e d f or all a p pli c a bl e M e d D R A s y st e m or g a n cl a ss es a n d t er ms.  

 

P P D

  



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 3 0  of 4 6  

T e m pl at e T _ A E 2  

T a bl e  1 4. 3. 2 x S u m m ar y of S eri o u s A d v ers e E v e nts b y S yst e m Or g a n Cl a ss a n d Pr ef err e d T er m  

S yst e m Or g a n Cl a ss  
  Pr ef err e d T er m  

 
 

P A H P ati e nts  
( N = 1 0 0) 

H e alt h y V ol u nt e ers  
( N = 2 0 0) 

    
A N Y E V E N T              N u m b er of S u bj e ct wit h S A E s  4 0 ( 4 0 %)  4 0 ( 2 0 %)  
    N u m b er of S A E s  5 0  5 0  
 N u m b er of Dr u g -r el at e d S A E s 2 0  2 0  
 N u m b er of F at al S A E s  1 0  1 0  
 N u m b er of Dr u g -r el at e d F at al S A E s  5   5  
    
I nf e cti o ns a n d i nf e st ati o ns    
  Di a b eti c G a n gr e n e  N u m b er of S u bj e ct wit h S A E s  1 0 ( 1 0 %)   1 ( < 1 %)  
 N u m b er of S A E s  1 5   1  
 N u m b er of Dr u g -r el at e d S A E s  5   0  
 N u m b er of F at al S A E s   2   0  
 N u m b er of Dr u g -r el at e d F at al S A E s   1   0  
  Er ysi p el a s  N u m b er of S u bj e ct wit h S A E s   1 ( < 1 %)  1 0  ( 5 %)  
 N u m b er of S A E s   1  1 5  
 N u m b er of Dr u g -r el at e d S A E s  0   5  
 N u m b er of F at al S A E s   0   2  
 N u m b er of Dr u g -r el at e d F at al S A E s  0   1  
    

 

 

T e m pl at e T _ V S 1  

T a bl e  1 4. 3. 6. x x S u m m ar y of Vit al Si g n s  at S c a n ni n g Visit  

 Gr o u p  Ti m e p oi nt  n  M e a n  S D  M e di a n  Mi n  M a x  

S yst oli c B P ( m m H g)  P A H P ati e nts   ( N = x x)        

 H e alt h y V ol u nt e ers   ( N = x x)        

 

S o ur c e: Listi n g 1 6. 2. x x  

P P D

 



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 3 1  of 4 6  

Pr o gr a m mi n g n ot es:  C o nti n u e d wit h all v ari a bl es, tr e at m e nts a n d ti m e p oi nts  

 
T e m pl at e T _ P T 1 _ G K  

T a bl e  1 4. 3. 6. x x S u m m ar y of V ol u m e of D istri b uti o n ( VT ) a n d M e a n St a n d ar dis e d U pt a k e V al u e s ( S U V), b y Gr o u p a n d  R e gi o n  

P ar a m et er ( u nit s)  R e gi o n  Gr o u p  n  M e a n  S D  M e di a n  Mi n  M a x  

M e a n S U V    P A H P ati e nts  ( N = x x)       

         

 

M e a n S U V is c al c ul at e d o v er a x x  mi n ut e p eri o d   

S o ur c e: Listi n g 1 6. 2. x x  

 

Pr o gr a m mi n g n ot es:  C o nti n u e d wit h all v ari a bl es, gr o u p s  a n d ti m e p oi nts .  R e pl a c e x x wit h t h e ti m e p eri o d i n t h e f o ot n ot e  .   

 
T e m pl at e T _ P T 2 _ G K  

T a bl e  1 4. 3. 6. x x  S u m m ar y of t h e P o st eri or Di stri b uti o n f or V ol u m e of D istri b uti o n ( VT ) a n d M e a n St a n d ar dis e d U pt a k e V al u es ( S U V), b y Gr o u p a n d  R e gi o n  

     _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ P o st eri or distri b uti o n P( ϴ | / x) __ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _  

P ar a m et er  R e gi o n  Gr o u p  
Pri or Distri b uti o n f or 
ϴ  

V al u e of σ 
us e d i n t h e n 
m o d el  M e a n  S D  M e di a n  

2 5t h 
q u artil e  

7 5t h 
q u artil e  9 5 % Cr e di bl e I nt er v al  

M e a n S U V  H e art  C h a m b er  P A H P ati e nts ( N = x x)  n or m al( 0, s d = 1 0 0) 1       

 H e alt h y V ol u nt e ers  
( N = x x) 

n or m al( 0, s d = 1 0 0) 1       

W h ol e  L u n g           

         

N u m b er of M C M C it er ati o n s, e x cl u di n g t h e b ur n -i n it er ati o n s = 5 , 0 0 0.  N u m b er of b ur n-i n it er ati o ns = 1 0, 0 0 0 

T h e P E T p ar a m et ers  ar e  a s s u m e d t o f oll o w a n or m al distri b uti o n wit h u n k n o w n m e a n ϴ  a n d k n o w n v ari a n c e σ
2
 (i. e. N(ϴ , σ

2
)) 

P( ϴ | X) is t h e p o st eri or distri b uti o n f or ϴ  gi v e n t h e P E T d at a x . 9 5 % cr e di bl e i nt er v als b a s e d o n t h e hi g h e st p o st eri or d e nsit y i nt er v al.  

M e a n S U V is c al c ul at e d o v er a x x  mi n ut e p eri o d  

 

S o ur c e: Listi n g 1 6. 2. x x  

P P D

Pr o gr a m mi n g n ot es:  C o nti n u e d wit h all e n d p oi nts , r e gi o n s a n d  gr o u p s.  R e pl a c e x x wit h t h e ti m e p eri o d i n t h e f o ot n ot e .   



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 3 2  of 4 6  

 
T e m pl at e T _ P T 3 _ G K  

T a bl e  1 4. 4. 3  S u m m ar y of t h e P o st eri or Di stri b uti o n of t h e R ati o of Gr o u p M e a n s f or V ol u m e of D istri b uti o n ( VT ) a n d M e a n St a n d ar dis e d U pt a k e V al u es ( S U V), b y R e gi o n 

 _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ P o st eri or Distri b uti o n P( ϴ P A H | x P A H ) / P( ϴH V | x H V ) __ _ _ _ _ _ _ _ _ _ _ _ _  

v ari a bl e  R e gi o n  M e a n  S D  M e di a n  Mi n  M a x  9 5 % Cr e di bl e I nt er v al  

M e a n S U V  H e art  C h a m b er        

 W h ol e  L u n g        

N u m b er of M C M C it er ati o n s, e x cl u di n g t h e b ur n -i n it er ati o n s = 5 , 0 0 0.  N u m b er of b ur n -i n it er ati o ns = 1 0, 0 0 0 
9 5 % cr e di bl e i nt er v als b a s e d o n t h e hi g h e st p o st eri or d e nsit y i nt er v al.  

N ot e: P A H = P A H P ati e nt s, H V = H e alt h y V ol u nt e ers  
 

S o ur c e: Listi n g 1 6. 2. x x  
 
 
T e m pl at e T _ P T 4 _ G K  

T a bl e  1 4. 3. 6. x x  P o st eri or Pr o b a bilit y t h at t h e R ati o of Gr o u p M e a ns f or V ol u m e of D istri b uti o n ( VT ) a n d M e a n St a n d ar dis e d U pt a k e V al u es ( S U V) E x c e e ds a C ert ai n V al u e, b y R e gi o n  

P ar a m et er ( u nit s)  R e gi o n   P(r ati o) > 0. 5  P (r ati o) > 1 P (r ati o) > 2 

M e a n S U V      

     

N ot e: P (r ati o) > 1 is t h e pr o b a bilit y t h at t h e p o st eri or r ati o of gr o u p m e a ns e x c e e ds 1  b a s e d o n 5, 0 0 0 si m ul at e d p o st eri or pr e di ct e d v al u es  

R ati o of P A H p ati e nts t o H e alt h y V ol u nt e er s.  

M e a n S U V is c al c ul at e d o v er a x x  mi n ut e p eri o d  

 

S o ur c e: Listi n g 1 6. 2. x x  

 

Pr o gr a m mi n g n ot es:  C o nti n u e d wit h all v ari a bl es .  R e pl a c e x x wit h t h e ti m e p eri o d i n t h e f o ot n ot e .   

 

 

P P D

  



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 3 3 of 4 6  

 
 

1 6. 3. 2  Fi g u r e O utli n es  

 
T e m pl at e F _ P T 1 _ G K  

Fi g ur e  1 4. 3. 6. x x  Pl ot of t h e P o st eri or Distri b uti o n of t h e V ol u m e of Distri b uti o n ( V T ) f or t h e Gr o u p M e a ns  a n d t h e R ati o of t h e Gr o u p M e a ns, b y R e gi o n  

 

 
 9 5 % cr e di bl e i nt er v al s b a s e d o n t h e hi g h e st p o st eri or d e nsit y i nt er v al.    
Pr o gr a m mi n g n ot e: u s e t h e s a m e s y m b ols f or e a c h of t h e m at c h e d p airs    

P P D



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 3 4  of 4 6  

 
T e m pl at e F _ P T 2 _ G K  

Fi g ur e  1 4. 3. 6. x x  Pl ot of t h e P o st eri or Pr o b a bilit y t h at t h e  R ati o of t h e Gr o u p M e a n s E x c e e d s a C ert ai n V al u e f or t h e V ol u m e of Distri b uti o n ( V T ), b y R e gi o n 

 

 
  

P P D



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 3 5  of 4 6  

 

1 6. 3. 3  Li sti n g O utli n es  

T e m pl at e L _ S D 1 _ P G  

Listi n g 1 6. 2. x. x x Listi n g of St u d y D at e s  

Gr o u p  S u bj e ct  S cr e e ni n g  S c a n ni n g visit  F oll o w U p  
 

T e m pl at e L _ S D 2 _ P G  

Listi n g 1 6. 2. x. x x Listi n g of R e a s o ns f or Wit h dr a w al  

 

Gr o u p  

 

S u bj e ct  

D at e of  

Wit h dr a w al     

St u d y  

D a y  

 

                        R e a s o n  

 

T e m pl at e L _ D V 1 _ P G  

Listi n g 1 6. 2. x. x x Listi n g of S u bj e cts wit h I n cl usi o n/ E x cl usi o n Crit eri a D e vi ati o ns  

Gr o u p  S u bj e ct  T y p e  Crit eri o n  

  I n cl usi o n  

  E x cl usi o n   
 

P P D

  



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 3 6  of 4 6  

 

 

T e m pl at e L _ D V 2 _ P G  

Listi n g 1 6. 2. 2. 3 Listi n g of S u bj e cts wit h I m p ort a nt Pr ot o c ol D e vi ati o ns  

Gr o u p  S u bj e ct                     Pr ot o c ol D e vi ati o n  

   

   
 

 

T e m pl at e L _ A N 1 _ P G  

Listi n g 1 6. 2. x. x x Listi n g of A n al y sis P o p ul ati o ns  

Gr o u p  S u bj e ct  

S cr e e n e d  

P o p ul ati o n  

S af et y 

P o p ul ati o n  

P P D

 



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 3 7  of 4 6  

T e m pl at e L _ D M 1 _ P G  

Listi n g 1 6. 2. x. x x Listi n g of D e m o gr a p hi c C h ar a ct eristi c s  

Gr o u p  S u bj e ct  D at e of 

visit  

Y e ar o f 

birt h  

A g e ( y)  G e n d er  R a c e  Et h ni cit y  H ei g ht ( c m)  W ei g ht ( k g)  B MI ( k g/ m 2)  

P A H P ati e nts            

H e alt h y  

V ol u nt e ers  

     

 

    

 

Gr o u p  S u bj e ct  S m o ki n g 

St at us  

D at e L a st 

S m o k e d  

Ci g ar ett e s  

(d ail y ) 

N u m b er Y e ars 

S m o k e d  

Ci g ar ett e s 

( P a c k Y e ars)  

All e n’ s T est  I N R ( u nits) 

P A H P ati e nts          

H e alt h y  

V ol u nt e ers  

        

 

 

 
T e m pl at e L _ C M 1 _ P G  

Listi n g 1 6. 2. x. x x Listi n g of C o n c o mit a nt M e di c ati o ns  

Gr o u p  S u bj e ct  

Dr u g N a m e/  

I n di c ati o n 

D o s e/  

U nits/ Fr e q/  

R o ut e  

D at e /ti m e St art e d/  

D at e   St o p p e d  

Ti m e Si n c e L a st 

D o s e  

St art e d Pr e - 

Tri al ?  

O n g oi n g 

M e di c ati o n ?  

 

P P D

  



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 3 8  of 4 6  

T e m pl at e L _ E X 1 _ P G  

Listi n g 1 6. 2. x. x x Listi n g of E x p o s ur e D at a  

Gr o u p  S u bj e ct     

St art D at e/  

St art Ti m e of D o s e 

St o p D at e/  

St o p Ti m e of D o s e  

D ur - 

ati o n  

( d a ys) D o s e  

D o s e 

U nit  

F or m u l ati o n/ 

R o ut e  Fr e q u e n c y  

P A H P ati e nts           4 6  2 5     m g     T a bl et/       2 x d a y  

                                 Or al   
 

 

T e m pl at e L _ A E 1 _ P G  

Listi n g 1 6. 2. x. x x Listi n g of All A d v er s e E v e nt s  

Gr o u p  S u bj e ct  

S yst e m O r g a n Cl a ss/ 

P r ef err e d Ter m / 

V er b ati m T e xt  

O ut c o m e/ O ns et 

D at e/ Ti m e/ R es ol v e d 

D at e/ Ti m e/ D ur ati o n  

Ti m e S i n c e L a st 

D o s e  

S e v erit y / 

S eri o us/  

Wit h dr a w al  

Fr e q u e n c y/ A cti o n 

T a k e n  ( 1)/ 

Ot h er A cti o n 

T a k e n  

R el at e d  t o St u d y 

Tr e at m e nt / 

Tr e at m e nt 

E m er g e nt ?  

P A H P ati e nts   G a str oi nt e sti n al  di s or d er s  / 

I nt esti n al s p a s m/ 

E nt er o -s p a s m  

R es ol v e d/    

1 3: 0 5/ 

7: 5 0/ 

3 4 d 4 h 5 m  

1 0 d 7 h 3 m  Mil d/  

N o /  

Y es  

I nt er mitt e nt/ D o s e 

n ot c h a n g e d / 

N o n e   

P o ssi bl y/  

Y es  

( 1) A cti o n T a k e n wit h St u d y Tr e at m e nt  

P P D

  

P P D

P P D

P P D

P P D P P D P P D



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 3 9  of 4 6  

 
T e m pl at e L _ A E 1 _ G S K  

 
1 6. 2. 7. 4 Listi n g of S u bj e ct N u m b er s f or S p e cifi e d A d v er s e E v e nts  
 

S yst e m Or g a n Cl a ss / 
 Pr ef err e d T er m              

 
Gr o u p  

N o.  
wit h  
E v e nt  U ni q u e S u bj e ct I d.  

    
G a str oi nt e sti n al di s or d er s / 
 D ys p e psi a  

P A H P ati e nts  
 

x  

            

 
 
 
T e m pl at e L _ A E 2 _ G S K  

1 6. 2. 7. 6 Listi n g of R el ati o ns hi p b et w e e n S yst e m Or g a n Cl a s s a n d V er b ati m T e xt  

 
S yst e m Or g a n Cl a ss  Pr ef err e d T er m  V er b ati m T e xt  

Bl o o d a n d l y m p h ati c s y st e m dis or d ers  L y m p h a d e n o p at h y  E N L A R G E D L Y M P H N O D E  
   
C ar di a c dis or d ers                                P al pit ati o ns  

T a c h y c ar di a n o s  
H E A R T P A L PI T A TI O N  
T A C H Y C A R DI A  

 

P P D

  

P P D



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 4 0  of 4 6  

T e m pl at e L _ A E 3 _ G S K  

1 6. 2. 7. 5 Listi n g of R e a s o ns f or C o nsi d eri n g a S eri o u s A d v ers e E v e nt  

 
 
 

Sit e I d./  
U ni q u e 
S u bj e ct I d.  

A g e( Y E A R S)/  
S e x/  
R a c e D et ail/  
W ei g ht  
( k g) 

Pr ef err e d T er m/  
V E R B A TI M T E X T  

O ut c o m e/  
O ns et D at e/  
D at e of R es ol uti o n/  
D ur ati o n  D e at h [ 1]  Lif e [ 2]  H o s p [ 3]  Dis a b [ 4]  

Birt h 
Df e ct [ 5]  

M e d I m p 
[ 6] Pr ot [ 7]  

5 7/  
M/  
A SI A N - J A P A N E S E 
H E RI T A G E / 
6 2. 0  

A b n or m al li v er f u n cti o n 
t ests/ 
A S T I N C R E A S E D  

F A T A L /  
 

1 9 9 9 / 
1 2 0 d  

Y  Y  Y     Y  

          
6 5/  
F/  
M U L TI P L E / 
7 5. 0  

C a n di di a sis m o ut h/t hr o at/  
O R A L C A N DI DI A SI S  

R E C O V E R E D/ R E S O L V E D  / 

8 5 d  

  Y    Y   

 
 
[ 1] R es ult e d i n d e at h. 
[ 2] W a s lif e-t hr e at e ni n g. 
[ 3] R e q uir e d h o s pit ali z ati o n or pr ol o n g ati o n of e xisti n g h o s pit ali z ati o n. 
[ 4] R es ult e d i n p er sist e nt or si g nifi c a nt dis a bilit y/i n c a p a cit y. 
[ 5] C o n g e nit al a n o m al y/ birt h d ef e ct.  
[ 6] Ot h er m e di c all y i m p ort a nt s eri o us e v e nt. 
[ 7] Pr ot o c ol s p e cifi e d s eri o u s e v e nt. 

P P D

  

P P D

P P D

P P D

P P D



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 4 1  of 4 6  

 
T e m pl at e L _ L B 1 _ P G  
 
Listi n g 1 6. 2. x. x x Listi n g of Cli ni c al C h e mi str y A b n or m aliti es of P ot e nti al Cli ni c al I m p ort a n c e  

 

 

Gr o u p  S u bj e ct  L a b t est ( u nits)  

Pl a n n e d  

R el ati v e  

Ti m e  D at e/ Ti m e  V al u e   R a n g e  N R  

  Al k P h o s ( U/ L)      L 

       H 

  A L T ( U/ L)       

        

       

N R = N or m al R a n g e fl a g  

H = A b o v e r ef er e n c e i nt er v al, L = B el o w r ef er e n c e i nt er v al,  

 
 
T e m pl at e L _ V S 1 _ P G  

Listi n g 1 6. 2. x. x x Listi n g of  Vit al Si g ns   of P ot e nti al Cli ni c al I m p ort a n c e  

Gr o u p  S u bj e ct  

 

Pl a n n e d R el ati v e 

Ti m e  

 

 

D at e/ Ti m e  

S yst oli c  

Bl o o d Pr ess ur e  

( m m H g) 

Di a st oli c  

Bl o o d Pr ess ur e  

( m m H g) 

 

Et c  

( u nits) 

P A H P at i e nts  2 4 H  2 6 S E P 2 0 1 2: 0 9: 5 7 6 3 1 4 8
*  

 

* V al u e of p ot e nti al cli ni c al i m p ort a n c e 

 
 
 
 

P P D

 

P P D



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 4 2  of 4 6  

 

T e m pl at e L _ E G 1 _ P G  

Listi n g 1 6. 2. x. x x Listi n g of  E C G V al u es  

Tr e at m e nt   

 

S u bj e ct  

Pl a n n e d 

R el ati v e Ti m e  D at e/ Ti m e  

H e art 

R at e 

( b p m) 

P R I nt. 

( m s e c) 

Q R S 

D ur. 

( m s e c) 

Q R S 

A xis 

( d e g) 

Q T i nt 

( m s e c)   

Q T c B 

( m s e c)   

Q T c F 

( m s e c)  

              

 

Pr o gr a m mi n g n ot es:    

 
T e m pl at e L _ E G 2 _ P G  

Listi n g 1 6. 2. x. x x Listi n g of A b n or m al E C G Fi n di n gs  

Tr e at m e nt  S u bj e ct  

 

Pl a n n e d R el ati v e 

Ti m e  

 

 

D at e/ Ti m e  E C G Fi n di n g  

 

C o m m e nt o n Cli ni c al 

Si g nifi c a n c e   
 

Pr o gr a m mi n g n ot es:  Lists o nl y v al u es wit h N or m al v ari a nt =’ N o’ or  wit h c o m m e nt o n E C G r es ult  

 E C G Fi n di n g c o nt ai n s P h y si ci a n’ s O pi ni o n fr o m C R F a n d r el at es t o w h ol e tr a c e ( n ot i n di vi d u al p ar a m et er s), e. g. N or m al , A b n or m a l -  N C S or  A b n or m al  - C S  
 

 

P P D

  



H M R c o d e: 1 5 -5 0 5  
S p o ns or c o d e: 2 0 4 7 4 6   

 
 
H a m m er s mit h M e di ci n e s R e s e ar c h  0 4 O ct o b er 2 0 1 6  P a g e 4 3  of 4 6  

 

T e m pl at e L _ P E 1 _ P G  

Listi n g  1 6. 2. x. x x  Listi n g of  A b n or m al P h ysi c al E x a mi n ati o n  Fi n di n gs  

Gr o u p  S u bj e ct  

Pl a n n e d R el ati v e 

Ti m e  

 

D at e/ Ti m e  Sit e  

 

D et ails   
 

Pr o gr a m mi n g N ot es:  List o nl y fi n di n g s wit h a n ‘ a b n or m al’ r es ult.  
If s u bj e cts h a v e m ulti pl e a b n or m al sit es at a gi v e n ti m e, cr e at e a s e p ar at e r o w f or e a c h sit e. 

 

 

T e m pl at e L _ P E T _ G K  

Listi n g 1 6. 2. x. x x  Listi n g of V ol u m e of Distri b uti o n ( V T ) a n d M e a n St a n d ar dis e d U pt a k e V al u es ( S U V) 

Gr o u p  S u bj e ct  

D at e/ St art Ti m e  / 

St o p Ti m e  

 

R e gi o n  

M e a n St a n d ar dis e d 

U pt a k e V al u e ( S U V)  

V ol u m e of Distri b uti o n ( V T ) 

( m L / c m
3
) 

 

 
Pr o gr a m mi n g N ot es:  A d d t h e f o ot n ot e M e a n S U V is c al c ul at e d o v er a x x  mi n ut e p eri o d .  N ot e x x i n t h e f o ot n ot e will  b e r e pl a c e d b y t h e ti m e p eri o d  

P P D
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Appendix A: Laboratory Ranges 

 
Laboratory Assessments Parameters 

Sex Max age Normal Range 

Range for potential 
clinical concern 

 
Unit Low High 

Haematology  
      Platelet Count  10^9/L F NA 163 - 376 100 600 

Platelet Count  10^9/L M NA 129-346 100 600 
Red blood cell count 10^12/L F NA 3.7-5.1 NA NA 
Red blood cell count 10^12/L M NA 4.4-6.0 NA NA 
Neutrophils 10^9/L Both NA 1.57-6.81 1.2 13 
Hemoglobin pg F NA 114-153 110 175 
Hemoglobin pg M NA 133-170 125 185 
Lymphocytes 10^9/L Both NA 0.89-2.88 0.5 4 
Hematocrit L/L F NA 0.338-0.445 0.3 0.55 
Hematocrit L/L M NA 0.386-0.489 0.35 0.65 
MCV 

    
NA NA 

MCH 
    

NA NA 
MCHC  

    
NA NA 

Monocytes 10^9/L Both NA 0.09-0.90 NA NA 
Eosinophils 10^9/L Both NA 0.05-0.55 NA 0.55 
Basophils 10^9/L Both NA 0.00-0.14 NA NA 

       Cinical Chemistry 
      BUN (Urea) mmol /L F 54 2.2- 6.7 NA 12 

BUN (Urea) mmol /L F 120 3.0-8.6 NA 12 
BUN (Urea) mmol /L M 54 2.7-7.6 NA 12 
BUN (Urea) mmol /L M 120 3.0-8.6 NA 12 
Potassium mmol/L Both NA 3.5-5.3 3 5.5 
AST (SGOT) lU/L F NA <=30 NA 200 
AST (SGOT) lU/L M NA <=62 NA 200 
Total bilirubin 

 
F NA <= 19.7 NA 40 

Total bilirubin 
 

M NA <=29.3 NA 40 
Direct Bilirubin 

 
F NA <=3.9 NA NA 

Direct Bilirubin 
 

M NA <=6.2 NA NA 
Creatinine 

 
F NA 42-72 NA 150 

Creatinine 
 

M NA 53-102 NA 150 
Sodium  mmol/L Both NA 133-146 125 160 
ALT (SGPT)  lU/L F NA <=33 NA 200 
ALT (SGPT)  lU/L M NA <=70 NA 200 
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Total Protein g/L Both NA 60-80 NA NA 
Glucose mmol/L Both NA 2.8-5.8 2 10 
Calcium mmol/L Both NA 2.2-2.6 2 2.6 
Albumin g/L Both NA 35-50 30 60 
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Appendix B: Sample Page Layout 

GlaxoSmithKline Ltd :  204746 Page x of y* 

Population:  [Pop] 

____________________________________________________________________________________________________________________________ 

 

Table [number] [title] 

 
 

Column headers 

 

 

Main body of output 

 

 
 

Source: Listing [16.2.xx]  
 

 

Footnotes about the table or listing text go here. 

 

____________________________________________________________________________________________________________________________ 

Program:  [Prog Name] 

Produced By:[Username] 

[Date] HMR 15-505 

 

 
*y = last page of individual output 
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