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Pre-workshop assignment

Objective
The purpose of the pre-workshop assignment is to start the process of thinking about the practicalities of summarising safety data, identifying the important messages, and making the connection between information presented on data listings and how the data were derived.

Content
The pre-workshop assignment consists of thinking about how the laboratory data, vitals signs and electrocardiogram (ECG) data collected during a clinical trial will be presented in the clinical study report.  You should look at the post-workshop assignment as it illustrates the points that will be raised during the workshop.  

Assessment criteria
The pre-workshop assignment will not be assessed.  It will be discussed during the workshop.

Instructions
Attached to these instructions you will find a flow chart from a phase III study protocol and details of the laboratory data, vital signs and ECG data to be collected during the trial.  The pre-workshop assignment is to provide three observations that you might make in a clinical study report (CSR) based on these data. For example, mean heart was above the normal range at baseline based on both vital signs and ECG assessments.

Please send the completed assignment by e-mail to info@wendykingdom.com and info@sylexis.co.uk. The deadline for submission is 31 October 2022.

You should think about how you would present these data in the study report, i.e. the report sections and the layout and content of tables within these sections.
If you have not read ICH Guideline E3 (Structure and Content of Clinical Study Reports) you may find sections 12.4 and 12.5 of the guideline helpful.

Resources and materials
The ICH guideline can be found at:https://www.ema.europa.eu/en/ich-e3-structure-content-clinical-study-reports.

Pre Workshop Assignment

Study Summary
This was a multi-centre, phase III, randomised, open label, two-arm parallel group study to determine whether A was non-inferior to Z and to assess its safety and tolerability in Asian patients with acute uncomplicated P. falciparum malaria.  1,150 patients aged 5 - 65 years were recruited from three countries.  The study flow chart is presented below

	Day
	0
	1
	2
	3
	7
	14
	21
	28
	35
	42
	49
	56
	63
	RP

	Informed Consent Signed
	x
	
	
	
	
	
	
	
	
	
	
	
	
	

	Inclusion/Exclusion Criteria
	x
	
	
	
	
	
	
	
	
	
	
	
	
	

	Demographic Data & Medical History
	x
	
	
	
	
	
	
	
	
	
	
	
	
	

	Patient Symptoms
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	
	x

	Physical Examination
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x

	Vital Signs (BP, HR & Temp.)
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x

	Body Weight
	x
	
	
	
	
	
	
	
	
	
	
	
	
	

	Blood Smear - thick and thin
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x

	PCR Sampling
	x
	
	
	
	
	
	
	
	
	
	
	
	
	x

	Gametocyte Prevalence
	
	
	
	
	x
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	x
	x

	Electrocardiogram
	x
	
	x
	
	x
	
	
	xa
	
	
	
	
	xb
	x

	Haemoglobin & Haematocrit
	x
	
	
	
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x

	Haematology, Biochemistry & Urinalysis
	x
	
	
	
	
	
	
	x
	
	
	
	
	xb
	x

	Pregnancy Test
	x
	
	
	
	
	
	
	
	
	
	
	
	
	

	Adverse Event Recording
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x

	Concomitant Treatments
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x
	x

	Study Medication
	x
	x
	x
	
	
	
	
	
	
	
	
	
	
	


RP = Day of any recurrent parasitaemia.  If abnormal on, a = Day 7, b = Day 28.
BP = Blood Pressure, HR = Heart Rate, PCR = Polymerase Chain Reaction, Temp. = Body Temperature

Exercise
Consider how the following data could be presented in the clinical study report, i.e. the report sections and the layout and content of tables within these sections. 

1. Laboratory Data:
Haematology: red blood cell count, haemoglobin, haematocrit, total and differential white blood cell count, platelets;
Biochemistry: total bilirubin, direct bilirubin, alkaline phosphatase,  alanine aminotransferase (ALAT), gamma-glutamyl transferase (GGT), urea nitrogen, creatinine, total protein, albumin;
Urinalysis: glucose, protein, haemoglobin, ketones, bilirubin.
2. Vital Signs: body temperature, systolic and diastolic blood pressure (mmHg) and heart rate (beats/minute).
3. ECG Data: heart rate, PR interval, QT interval.



Post Workshop Assignment

On the following pages are some tables of laboratory data (some haematology and biochemistry parameters), vital signs (blood pressure and temperature) and ECG data.  Please use these tables to write the safety sections of a clinical study report.

The objective of the exercise is to present the data (i.e. the report layout: sections and in-text tables) and to describe the data (what would you say about the data).  Do not try to interpret the data as this cannot be done without more information.

Sections 12.4 and 12.5 of ICH-E3 guideline may be helpful.

Use the following reference ranges for this exercise.

Table 1. Normal Reference Ranges
	Parameter
	Normal Range
	Units
	Parameter
	Normal Range
	Units

	Haematology
	Biochemistry

	Haemoglobin
	110-160
	g/L
	ALAT
	0-40
	U/L

	WBC
	4.5-10
	x 109/L
	Alk. Phos.
	40-150
	U/L

	Eosinophils
	1-5
	%
	Total Bilirubin
	0-1.2
	mg/dL

	Platelets
	100-400
	x 109/L
	Direct Bilirubin
	0-0.5
	mg/dL

	Haematocrit
	0.35-0.49
	%
	Urea Nitrogen
	5-25
	mg/dL*

	
	
	
	Creatinine
	60-130
	µmol/L*

	Vital Signs
	ECG

	Heart Rate
	60-80
	Beats/min
	Heart Rate
	60-80
	Beats/min.

	Temperature
	36.5-37
	C
	PR Interval
	120-160
	msec.

	Systolic BP
	90-140
	mmHg
	QT Interval
	320-400
	msec.

	Diastolic BP
	60-80
	mmHg
	
	
	


* A mixture of Imperial and SI units were used in this study.
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[bookmark: _Toc212750078]Table 12.4.1.2a: Summary of Haematology by Visit (Observed Values Have Been Converted into Standard International Units) - Haemoglobin
[bookmark: _Toc212750079]Safety Population

                                                             ________________________________________________________________________________________________________
  Haemoglobin (g/l)                                                                                                           Interquartile             Range        
  Treatment                   Visit *                          N   N miss  Mean     STD          CI 95%         Median        Range (Q1-Q3)           (Min-Max)      
  ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                     
  A                           Day 0                           763       4  118.17   24.46    [116.43,119.91]     120.00      103.00 -   135.00      45.00 -   196.00 
                              Day 28                          693      74  123.78   16.49    [122.55,125.01]     124.00      114.00 -   135.00      55.00 -   187.00 
                                 Change from Day 0            690      77    5.24   19.03      [3.82,6.66]         5.00       -7.00 -    17.00     -94.00 -    65.00 
                              Day 63                          262     505  130.16   19.33    [127.81,132.51]     132.00      119.00 -   143.00      70.00 -   170.00 
                                 Change from Day 0            262     505    9.50   20.32     [7.02,11.97]        10.00       -4.00 -    22.00     -53.00 -    68.00 
                              Recurrent parasitaemia *         94          125.24   17.50    [121.66,128.83]     125.50      113.00 -   135.00      77.00 -   186.00 
                                 Change from Day 0             94            1.18   18.74     [-2.66,5.02]         2.00       -8.00 -    10.00     -54.00 -    53.00 
                              Last available data #           715      52  125.52   17.62    [124.23,126.82]     125.00      114.00 -   137.00      70.00 -   186.00 
                                 Change from Day 0            712      55    6.86   19.69      [5.41,8.31]         6.00       -5.00 -    19.00     -94.00 -    68.00 
  ___________________________________________________________________________________________________________________________________________________________________               
                                                                                                                                                                                    
  Z                           Day 0                           379       2  119.98   23.22    [117.63,122.32]     121.00      103.00 -   136.00      47.00 -   183.00 
                              Day 28                          341      40  124.23   17.59    [122.35,126.10]     123.00      112.00 -   136.00      65.00 -   170.00 
                                 Change from Day 0            339      42    4.92   17.91      [3.01,6.83]         5.00       -7.00 -    15.00     -46.00 -    76.00 
                              Day 63                          139     242  128.30   18.39    [125.22,131.39]     130.00      118.00 -   141.00      65.00 -   170.00 
                                 Change from Day 0            139     242   10.38   20.84     [6.89,13.88]         8.00       -4.00 -    24.00     -47.00 -    80.00 
                              Recurrent parasitaemia *         53          123.91   18.62    [118.77,129.04]     126.00      113.00 -   137.00      74.00 -   164.00 
                                 Change from Day 0             53           -1.92   18.05     [-6.90,3.05]        -4.00      -15.00 -     6.00     -42.00 -    43.00 
                              Last available data #           351      30  125.40   17.62    [123.55,127.25]     126.00      113.00 -   138.00      65.00 -   170.00 
                                 Change from Day 0            349      32    5.86   19.15      [3.85,7.88]         5.00       -6.00 -    16.00     -47.00 -    80.00 
  ___________________________________________________________________________________________________________________________________________________________________               
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval
                                                                                                                                                                               
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                  
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to last available data: p=0.429                                                                                        
                                                                                                                                                                                    


[bookmark: _Toc212750082]Table 12.4.1.3: Summary of Haematology by Visit (Observed Values Have Been Converted into Standard International Units) - WBC
[bookmark: _Toc212750083]Safety Population

                                                             ________________________________________________________________________________________________________
  WBC (10E9/l)                                                                                                                Interquartile             Range        
  Treatment                   Visit *                          N   N miss  Mean     STD          CI 95%         Median        Range (Q1-Q3)           (Min-Max)      
  ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                     
  A                           Day 0                           764       3    6.30    2.63      [6.12,6.49]         5.90        4.60 -     7.70       1.30 -    22.10 
                              Day 28                          695      72    8.40    2.58      [8.21,8.59]         8.20        6.70 -     9.70       3.10 -    22.50 
                              Day 63                          206     561    7.98    1.96      [7.71,8.25]         7.80        6.70 -     9.20       3.10 -    13.80 
                              Recurrent parasitaemia *         90            7.40    2.53      [6.87,7.93]         7.20        5.80 -     8.80       2.10 -    18.70 
                                 Change from Day 0             90            0.41    3.26     [-0.28,1.09]         0.50       -1.20 -     2.00     -16.00 -    10.60 
                              Last available data #           717      50    8.16    2.51      [7.98,8.34]         7.90        6.60 -     9.40       2.10 -    22.50 
                                 Change from Day 0            714      53    1.81    2.96      [1.60,2.03]         1.80        0.00 -     3.60     -16.00 -    16.40 
  ___________________________________________________________________________________________________________________________________________________________________               
                                                                                                                                                                                    
  Z                           Day 0                           378       3    6.32    2.32      [6.08,6.55]         5.85        4.60 -     8.00       1.30 -    14.10 
                              Day 28                          341      40    8.33    2.59      [8.05,8.60]         8.00        6.60 -     9.70       3.60 -    21.80 
                              Day 63                          109     272    7.85    2.11      [7.45,8.25]         7.60        6.60 -     8.90       3.40 -    16.90 
                              Recurrent parasitaemia *         51            6.95    2.16      [6.34,7.56]         7.00        5.10 -     7.90       3.20 -    13.90 
                                 Change from Day 0             50            0.05    2.32     [-0.61,0.71]        -0.10       -1.60 -     1.20      -3.70 -     9.00 
                              Last available data #           356      25    8.12    2.50      [7.86,8.38]         7.80        6.50 -     9.50       3.20 -    21.80 
                                 Change from Day 0            353      28    1.76    2.77      [1.47,2.05]         1.50        0.00 -     3.20      -6.10 -    15.40 
  ___________________________________________________________________________________________________________________________________________________________________               
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval

                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                  
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to last available data: p=0.776                                                                                        
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                                                             ________________________________________________________________________________________________________
  Eosinophils (%)                                                                                                             Interquartile             Range        
  Treatment                   Visit *                          N   N miss  Mean     STD          CI 95%         Median        Range (Q1-Q3)           (Min-Max)      
  ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                     
  A                           Day 0                           758       9    2.54    3.83      [2.27,2.82]         1.00        0.00 -     3.00       0.00 -    28.10 
                              Day 28                          694      73    8.27    8.38      [7.64,8.89]         6.20        1.00 -    12.00       0.00 -    44.00 
                              Day 63                          206     561    9.01    6.82      [8.08,9.95]         8.00        4.00 -    12.00       0.00 -    46.30 
                              Recurrent parasitaemia *         90            6.11    5.09      [5.05,7.18]         5.00        2.00 -     8.00       0.00 -    21.00 
                                 Change from Day 0             90            2.18    4.96      [1.14,3.22]         2.00       -0.30 -     4.70     -11.20 -    18.00 
                              Last available data #           715      52    7.36    7.63      [6.80,7.92]         6.00        1.00 -    10.80       0.00 -    46.30 
                                 Change from Day 0            706      61    4.76    7.44      [4.21,5.31]         3.00        0.00 -     8.00     -20.00 -    44.30 
  ___________________________________________________________________________________________________________________________________________________________________               
                                                                                                                                                                                    
  Z                           Day 0                           377       4    2.36    2.99      [2.06,2.66]         2.00        0.00 -     3.00       0.00 -    15.40 
                              Day 28                          339      42    7.00    7.05      [6.25,7.76]         5.00        0.00 -    11.00       0.00 -    30.00 
                              Day 63                          109     272    8.98    6.03     [7.83,10.12]         8.00        5.00 -    12.00       0.00 -    27.20 
                              Recurrent parasitaemia *         49            5.74    5.49      [4.16,7.31]         4.00        2.00 -     8.40       0.00 -    22.20 
                                 Change from Day 0             48            2.27    6.52      [0.37,4.16]         2.00        0.00 -     5.00     -15.40 -    18.20 
                              Last available data #           352      29    6.78    6.75      [6.08,7.49]         5.00        0.00 -    10.30       0.00 -    30.00 
                                 Change from Day 0            348      33    4.47    6.56      [3.77,5.16]         3.00        0.00 -     7.50     -15.40 -    30.00 
  ___________________________________________________________________________________________________________________________________________________________________               
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval

                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                  
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to last available data: p=0.515                                                                                        
                                                                                                                                                                                    


[bookmark: _Toc212750094]Table 12.4.1.9: Summary of Haematology by Visit (Observed Values Have Been Converted into Standard International Units) - Platelets
[bookmark: _Toc212750095]Safety Population

                                                             ________________________________________________________________________________________________________
  Platelets (10E9/l)                                                                                                          Interquartile             Range        
  Treatment                   Visit *                          N   N miss  Mean     STD          CI 95%         Median        Range (Q1-Q3)           (Min-Max)      
  ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                     
  A                           Day 0                           760       7  127.73   70.59    [122.70,132.76]     118.00       75.50 -   167.00       4.40 -   490.00 
                              Day 28                          696      71  234.51   76.43    [228.82,240.19]     227.00      181.00 -   285.00      44.00 -   666.00 
                              Day 63                          205     562  224.36   73.28    [214.27,234.45]     223.00      173.00 -   274.00      24.00 -   462.00 
                              Recurrent parasitaemia *         90          189.22   79.26    [172.62,205.82]     180.00      140.00 -   238.00      15.00 -   499.00 
                                 Change from Day 0             90           31.40   96.12     [11.27,51.53]       28.50      -37.00 -    96.00    -226.00 -   390.00 
                              Last available data #           717      50  230.22   76.22    [224.63,235.81]     226.00      179.00 -   283.00      15.00 -   499.00 
                                 Change from Day 0            710      57  102.30   85.64    [95.98,108.61]       98.00       49.00 -   153.00    -246.00 -   420.00 
  ___________________________________________________________________________________________________________________________________________________________________               
                                                                                                                                                                                    
  Z                           Day 0                           378       3  124.83   65.52    [118.20,131.45]     112.00       78.00 -   164.00      18.00 -   390.00 
                              Day 28                          342      39  232.47   78.03    [224.17,240.77]     224.50      181.00 -   280.00       4.50 -   530.00 
                              Day 63                          110     271  225.42   80.51    [210.20,240.63]     214.00      164.00 -   281.00      50.00 -   482.00 
                              Recurrent parasitaemia *         51          188.45   79.70    [166.03,210.87]     187.00      126.00 -   241.00      50.00 -   460.00 
                                 Change from Day 0             51           47.67   88.89     [22.67,72.67]       28.00      -11.00 -    85.00     -93.00 -   399.00 
                              Last available data #           356      25  232.50   80.48    [224.11,240.89]     223.50      179.50 -   280.50       4.50 -   530.00 
                                 Change from Day 0            353      28  107.55   93.27    [97.79,117.32]       96.00       52.00 -   163.00    -243.00 -   406.00 
  ___________________________________________________________________________________________________________________________________________________________________               
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval

                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                  
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to last available data: p=0.374                                                                                        
                                                                                                                                                                                    


[bookmark: _Toc212750096]Table 12.4.1.10a: Summary of Haematology by Visit (Observed Values Have Been Converted into Standard International Units) - Haematocrit
[bookmark: _Toc212750097]Safety Population

                                                             ________________________________________________________________________________________________________
  Haematocrit (%)                                                                                                             Interquartile             Range        
  Treatment                   Visit *                          N   N miss  Mean     STD          CI 95%         Median        Range (Q1-Q3)           (Min-Max)      
  ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                     
  A                           Day 0                           763       4   35.69    6.88     [35.20,36.18]       36.00       31.50 -    40.20      13.00 -    63.00 
                              Day 28                          711      56   37.66    4.64     [37.32,38.01]       38.00       35.00 -    40.60      19.00 -    52.00 
                                 Change from Day 0            708      59    1.88    5.65      [1.47,2.30]         2.00       -2.00 -     5.20     -29.00 -    21.10 
                              Day 63                          287     480   38.76    5.23     [38.15,39.37]       39.00       35.60 -    43.00      24.00 -    50.00 
                                 Change from Day 0            287     480    3.36    5.74      [2.70,4.03]         3.00       -0.10 -     7.00     -14.00 -    20.00 
                              Recurrent parasitaemia *         95           37.58    5.20     [36.52,38.64]       37.00       34.50 -    40.90      19.00 -    54.10 
                                 Change from Day 0             94            0.82    5.84     [-0.37,2.02]         1.00       -3.00 -     4.00     -16.00 -    15.60 
                              Last available data #           729      38   38.28    4.88     [37.93,38.64]       38.10       35.00 -    41.10      22.80 -    54.10 
                                 Change from Day 0            725      42    2.44    5.98      [2.01,2.88]         2.00       -1.60 -     6.00     -29.00 -    21.10 
  ___________________________________________________________________________________________________________________________________________________________________               
                                                                                                                                                                                    
  Z                           Day 0                           380       1   36.24    6.36     [35.60,36.88]       36.85       32.00 -    40.00      15.00 -    53.20 
                              Day 28                          352      29   37.89    4.68     [37.40,38.38]       38.00       35.00 -    41.00      19.00 -    50.00 
                                 Change from Day 0            352      29    1.79    5.47      [1.22,2.37]         1.55       -2.00 -     5.00     -12.40 -    21.00 
                              Day 63                          153     228   38.78    4.78     [38.01,39.54]       40.00       36.00 -    42.00      19.00 -    49.00 
                                 Change from Day 0            153     228    3.16    5.61      [2.26,4.05]         2.00       -0.80 -     6.00      -8.00 -    24.00 
                              Recurrent parasitaemia *         55           36.83    4.48     [35.62,38.04]       37.00       34.20 -    39.80      20.60 -    46.70 
                                 Change from Day 0             55            0.16    5.13     [-1.23,1.54]         0.00       -4.00 -     3.00      -9.00 -    12.80 
                              Last available data #           362      19   38.34    4.66     [37.85,38.82]       38.90       35.90 -    41.20      19.00 -    50.00 
                                 Change from Day 0            362      19    2.19    5.73      [1.60,2.79]         2.00       -1.80 -     5.00     -12.40 -    24.00 
  ___________________________________________________________________________________________________________________________________________________________________               
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval

                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                  
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to last available data: p=0.503                                                                                        
                                                                                                                                                                                   



[bookmark: _Toc212750120]Table 12.4.3.1: Summary of Biochemistry by Visit (Observed Values Have Been Converted into Standard International Units) - ALAT
[bookmark: _Toc212750121]Safety Population

                                                            ________________________________________________________________________________________________________
  ALAT (U/L)                                                                                                                 Interquartile             Range        
  Treatment                  Visit *                          N   N miss  Mean     STD          CI 95%         Median        Range (Q1-Q3)           (Min-Max)      
  __________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
  A                          Day 0                           763       4   31.08   29.26     [29.00,33.16]       23.00       16.00 -    35.00       1.00 -   300.00 
                             Day 28                          706      61   28.28   24.88     [26.44,30.11]       23.00       16.00 -    32.00       5.40 -   283.00 
                             Day 63                          185     582   31.70   30.53     [27.27,36.13]       23.40       17.70 -    34.90       6.00 -   280.30 
                             Recurrent parasitaemia *         90           25.15   13.94     [22.23,28.07]       21.20       16.90 -    31.00       6.00 -    84.70 
                                Change from Day 0             89           -3.44   18.40     [-7.31,0.44]         0.40       -6.80 -     5.20     -81.00 -    41.00 
                             Last available data #           726      41   27.39   22.94     [25.72,29.06]       22.20       16.50 -    32.00       5.40 -   283.00 
                                Change from Day 0            722      45   -4.13   28.58     [-6.22,-2.05]       -1.00       -9.00 -     6.00    -251.00 -   173.60 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
  Z                          Day 0                           381       0   32.92   41.45     [28.75,37.10]       24.00       17.00 -    34.00       3.00 -   677.30 
                             Day 28                          350      31   28.04   22.68     [25.66,30.43]       23.20       16.00 -    32.10       6.00 -   285.10 
                             Day 63                           98     283   33.12   31.99     [26.70,39.53]       24.65       16.00 -    36.00       9.70 -   242.00 
                             Recurrent parasitaemia *         55           28.13   24.04     [21.63,34.63]       21.70       16.00 -    29.00       6.90 -   149.00 
                                Change from Day 0             55           -2.72   25.67     [-9.66,4.22]        -2.40      -11.30 -     4.40     -93.00 -   117.00 
                             Last available data #           364      17   29.17   25.76     [26.51,31.82]       23.00       16.90 -    33.00       6.00 -   285.10 
                                Change from Day 0            364      17   -3.62   34.55     [-7.18,-0.06]       -1.00       -9.00 -     5.65    -392.20 -   210.00 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval

                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                  
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to last available data: p=0.808                                                                                        
                                                                                                                                                                                    

 
[bookmark: _Toc212750126]Table 12.4.3.4: Summary of Biochemistry by Visit (Observed Values Have Been Converted into Standard International Units) - Alkaline Phosphatase
[bookmark: _Toc212750127]Safety Population

                                                            ________________________________________________________________________________________________________
  Alkaline Phosphatase (IU/L)                                                                                                Interquartile             Range        
  Treatment                  Visit *                          N   N miss  Mean     STD          CI 95%         Median        Range (Q1-Q3)           (Min-Max)      
  __________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
  A                          Day 0                           754      13  119.93   82.97    [114.00,125.86]      97.00       75.90 -   142.00       2.00 -  1487.00 
                             Day 28                          703      64  121.09   65.20    [116.26,125.92]     100.00       75.00 -   149.00      21.00 -   665.00 
                             Day 63                          185     582  103.41   64.23    [94.09,112.73]       87.00       70.80 -   114.50      39.70 -   700.00 
                             Recurrent parasitaemia *         90          103.62   71.06    [88.74,118.51]       86.65       71.20 -   109.00      47.10 -   639.00 
                                Change from Day 0             89           -8.14   98.98    [-28.99,12.71]        2.00      -12.40 -    17.00    -848.00 -   116.80 
                             Last available data #           723      44  119.89   65.20    [115.13,124.65]     100.00       74.30 -   145.00      21.00 -   700.00 
                                Change from Day 0            710      57   -1.84   61.50     [-6.37,2.70]         1.05      -16.20 -    21.00    -787.00 -   370.00 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
  Z                          Day 0                           378       3  120.30   66.28    [113.59,127.00]      99.85       78.00 -   146.00      28.00 -   621.70 
                             Day 28                          347      34  118.76   58.24    [112.61,124.91]     100.00       77.40 -   145.00      14.00 -   415.00 
                             Day 63                           98     283  110.13   60.17    [98.07,122.20]       91.60       75.70 -   120.00      46.70 -   412.00 
                             Recurrent parasitaemia *         54          100.01   40.52    [88.95,111.07]       91.05       72.80 -   109.00      14.00 -   215.00 
                                Change from Day 0             53           -3.71   34.72     [-13.28,5.86]       -1.00      -22.00 -    11.00    -107.60 -   116.00 
                             Last available data #           361      20  119.32   60.60    [113.05,125.60]      99.00       78.00 -   147.00      14.00 -   415.00 
                                Change from Day 0            358      23   -0.90   53.68     [-6.48,4.68]         1.00      -17.00 -    18.00    -479.70 -   271.00 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval

                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                  
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to last available data: p=0.799                                                                                        
                                                                                                                                                                                    

 
[bookmark: _Toc212750128]Table 12.4.3.5: Summary of Biochemistry by Visit (Observed Values Have Been Converted into Standard International Units) - Total Bilirubin
[bookmark: _Toc212750129]Safety Population

                                                            ________________________________________________________________________________________________________
  Total Bilirubin (MG/DL)                                                                                                    Interquartile             Range        
  Treatment                  Visit *                          N   N miss  Mean     STD          CI 95%         Median        Range (Q1-Q3)           (Min-Max)      
  __________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
  A                          Day 0                           755      12    1.19    0.85      [1.13,1.25]         1.00        0.60 -     1.45       0.10 -     6.73 
                             Day 28                          701      66    0.57    0.36      [0.55,0.60]         0.50        0.30 -     0.70       0.10 -     4.20 
                             Day 63                          185     582    0.72    0.72      [0.62,0.83]         0.60        0.43 -     0.88       0.20 -     9.10 
                             Recurrent parasitaemia *         90            1.09    1.13      [0.86,1.33]         0.78        0.51 -     1.20       0.28 -     9.10 
                                Change from Day 0             89           -0.21    1.11     [-0.45,0.02]        -0.20       -0.70 -     0.10      -3.99 -     4.80 
                             Last available data #           721      46    0.61    0.50      [0.57,0.65]         0.50        0.34 -     0.71       0.10 -     9.10 
                                Change from Day 0            713      54   -0.58    0.83     [-0.64,-0.51]       -0.40       -0.89 -    -0.10      -6.35 -     4.80 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
  Z                          Day 0                           378       3    1.20    0.78      [1.12,1.28]         1.00        0.67 -     1.57       0.20 -     5.00 
                             Day 28                          346      35    0.58    0.32      [0.54,0.61]         0.50        0.38 -     0.70       0.10 -     2.90 
                             Day 63                           98     283    0.61    0.29      [0.55,0.66]         0.55        0.40 -     0.77       0.10 -     1.54 
                             Recurrent parasitaemia *         55            0.84    0.60      [0.68,1.01]         0.75        0.50 -     1.00       0.30 -     3.46 
                                Change from Day 0             55           -0.21    0.80     [-0.42,0.01]        -0.10       -0.64 -     0.15      -2.27 -     2.27 
                             Last available data #           360      21    0.59    0.36      [0.55,0.63]         0.50        0.38 -     0.73       0.10 -     3.46 
                                Change from Day 0            360      21   -0.61    0.77     [-0.68,-0.53]       -0.40       -0.90 -    -0.10      -4.70 -     2.27 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval

                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                  
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to last available data: p=0.559                                                                                        
                                                                                                                                                                                    

 
[bookmark: _Toc212750130]Table 12.4.3.6: Summary of Biochemistry by Visit (Observed Values Have Been Converted into Standard International Units) - Direct Bilirubin
[bookmark: _Toc212750131]Safety Population

                                                            ________________________________________________________________________________________________________
  Direct Bilirubin (MG/DL)                                                                                                   Interquartile             Range        
  Treatment                  Visit *                          N   N miss  Mean     STD          CI 95%         Median        Range (Q1-Q3)           (Min-Max)      
  __________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
  A                          Day 0                           754      13    0.41    0.38      [0.39,0.44]         0.30        0.20 -     0.50       0.00 -     3.55 
                             Day 28                          701      66    0.21    0.16      [0.20,0.22]         0.16        0.10 -     0.25       0.00 -     1.29 
                             Day 63                          185     582    0.23    0.17      [0.21,0.26]         0.19        0.13 -     0.28       0.04 -     1.15 
                             Recurrent parasitaemia *         90            0.37    0.30      [0.31,0.43]         0.27        0.17 -     0.40       0.04 -     1.50 
                                Change from Day 0             89           -0.13    0.44     [-0.22,-0.04]       -0.09       -0.30 -     0.06      -2.15 -     1.20 
                             Last available data #           721      46    0.21    0.18      [0.20,0.23]         0.16        0.10 -     0.26       0.00 -     1.50 
                                Change from Day 0            712      55   -0.19    0.36     [-0.22,-0.17]       -0.11       -0.30 -     0.00      -3.15 -     1.20 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
  Z                          Day 0                           378       3    0.40    0.30      [0.37,0.43]         0.30        0.20 -     0.50       0.02 -     1.80 
                             Day 28                          346      35    0.21    0.14      [0.19,0.22]         0.18        0.10 -     0.26       0.00 -     1.40 
                             Day 63                           98     283    0.20    0.09      [0.18,0.22]         0.18        0.12 -     0.26       0.04 -     0.48 
                             Recurrent parasitaemia *         55            0.33    0.25      [0.26,0.40]         0.24        0.20 -     0.40       0.10 -     1.28 
                                Change from Day 0             55           -0.06    0.30     [-0.15,0.02]         0.00       -0.20 -     0.09      -0.89 -     0.82 
                             Last available data #           360      21    0.21    0.15      [0.19,0.23]         0.18        0.10 -     0.26       0.00 -     1.40 
                                Change from Day 0            360      21   -0.18    0.29     [-0.21,-0.15]       -0.10       -0.30 -     0.00      -1.60 -     0.82 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval

                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                  
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to last available data: p=0.648                                                                                        
                                                                                                                                                                                    

 
[bookmark: _Toc212750134]Table 12.4.3.8: Summary of Biochemistry by Visit (Observed Values Have Been Converted into Standard International Units) - Urea Nitrogen
[bookmark: _Toc212750135]Safety Population

                                                            ________________________________________________________________________________________________________
  Urea Nitrogen (MG/DL)                                                                                                      Interquartile             Range        
  Treatment                  Visit *                          N   N miss  Mean     STD          CI 95%         Median        Range (Q1-Q3)           (Min-Max)      
  __________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
  A                          Day 0                           759       8   15.36    7.32     [14.84,15.88]       14.00       11.00 -    18.20       2.00 -    73.40 
                             Day 28                          708      59   10.95    4.66     [10.60,11.29]       10.00        8.00 -    13.00       3.00 -    45.30 
                             Day 63                          184     583   13.15    5.47     [12.36,13.95]       12.05        9.20 -    15.50       4.00 -    36.60 
                             Recurrent parasitaemia *         91           14.03    7.77     [12.41,15.65]       12.90       10.00 -    15.90       5.00 -    69.10 
                                Change from Day 0             90           -1.37    8.10     [-3.07,0.32]        -1.00       -6.00 -     2.20     -22.00 -    50.10 
                             Last available data #           728      39   11.36    5.50     [10.96,11.75]       10.00        8.00 -    13.60       3.00 -    69.10 
                                Change from Day 0            720      47   -3.95    7.50     [-4.50,-3.40]       -3.00       -7.00 -     0.00     -63.20 -    50.10 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
  Z                          Day 0                           377       4   15.93    8.29     [15.09,16.77]       14.00       11.20 -    18.20       5.00 -   110.00 
                             Day 28                          348      33   11.46    4.88     [10.95,11.98]       10.00        8.00 -    14.00       4.00 -    48.70 
                             Day 63                           97     284   12.99    4.58     [12.07,13.91]       12.40       10.00 -    15.20       6.00 -    25.50 
                             Recurrent parasitaemia *         55           13.45    4.50     [12.24,14.67]       13.00       10.00 -    16.30       7.00 -    26.20 
                                Change from Day 0             54           -2.76    8.39     [-5.05,-0.47]       -1.50       -7.60 -     3.00     -26.80 -    13.20 
                             Last available data #           363      18   11.78    4.99     [11.27,12.30]       11.00        8.00 -    14.80       5.00 -    48.70 
                                Change from Day 0            359      22   -4.11    8.44     [-4.99,-3.24]       -3.00       -7.60 -     0.80     -92.90 -    38.70 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval

                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                  
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to last available data: p=0.763                                                                                        
                                                                                                                                                                                    

 
[bookmark: _Toc212750136]Table 12.4.3.9: Summary of Biochemistry by Visit (Observed Values Have Been Converted into Standard International Units) - Creatinine
[bookmark: _Toc212750137]Safety Population

                                                            ________________________________________________________________________________________________________
  Creatinine (micromol/L)                                                                                                           Interquartile             Range        
  Treatment                  Visit *                          N   N miss  Mean     STD          CI 95%         Median        Range (Q1-Q3)           (Min-Max)      
  __________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
  A                          Day 0                           760       7   75.49   28.68     [73.44,77.53]       79.56       61.88 -    92.82       8.84 -   335.92 
                             Day 28                          708      59   67.73   24.06     [65.96,69.51]       70.72       53.04 -    88.40       8.84 -   150.28 
                             Day 63                          185     582   78.73   18.88     [75.99,81.47]       79.56       66.30 -    88.40      17.68 -   141.44 
                             Recurrent parasitaemia *         91           78.49   22.70     [73.76,83.22]       79.56       70.72 -    88.40      17.68 -   123.76 
                                Change from Day 0             90           -3.04   16.51     [-6.50,0.41]         0.00       -8.84 -     8.84     -70.72 -    26.52 
                             Last available data #           728      39   68.42   24.16     [66.66,70.18]       70.72       53.04 -    88.40       8.84 -   141.44 
                                Change from Day 0            721      46   -6.39   19.99     [-7.85,-4.93]       -8.84      -17.68 -     0.88    -274.04 -    61.88 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
  Z                          Day 0                           378       3   76.21   30.67     [73.11,79.31]       79.56       61.88 -    97.24       0.90 -   353.60 
                             Day 28                          349      32   68.97   23.99     [66.45,71.50]       70.72       53.04 -    81.33      17.68 -   150.28 
                             Day 63                           98     283   76.18   20.73     [72.02,80.33]       79.56       66.30 -    88.40      17.68 -   114.92 
                             Recurrent parasitaemia *         55           77.15   23.17     [70.89,83.41]       79.56       61.88 -    97.24      26.52 -   114.92 
                                Change from Day 0             54           -4.58   18.31     [-9.58,0.42]         0.00       -8.84 -     8.84     -61.88 -    35.36 
                             Last available data #           364      17   69.83   24.52     [67.31,72.36]       70.72       53.04 -    88.40      17.68 -   150.28 
                                Change from Day 0            361      20   -5.66   22.84     [-8.02,-3.30]       -0.88       -8.84 -     2.65    -274.04 -    61.88 
  __________________________________________________________________________________________________________________________________________________________________                
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval

                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                  
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to last available data: p=0.604                                                                                        
                                                                                                                                                                                    

 

[bookmark: _Toc212750183]12.5: Vital Signs and ECG
[bookmark: _Toc212750184]Table 12.5.1.1: Summary of Vital Signs by Visit - Heart Rate
[bookmark: _Toc212750185]Safety Population
                                                                ____________________________________________________________________________________________________
 Heart rate (beats/min)                                                                                                          Interquartile          Range       
 Treatment                       Visit                            N     N miss     Mean     STD          CI 95%        Median    Range (Q1-Q3)        (Min-Max)     
 ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
 A                               Day 0                           767      0         95.21    17.63   [93.96,96.46]       90.00   84.00 - 102.00     60.00 - 164.00  
                                 Day 1                           766      1         85.84    15.41   [84.75,86.94]       84.00   76.00 - 92.00      56.00 - 160.00  
                                 Day 2                           766      1         80.46    14.70   [79.41,81.50]       80.00   72.00 - 84.00      52.00 - 160.00  
                                 Day 3                           568      1         76.15    10.11   [75.31,76.98]       76.00   70.00 - 82.00      60.00 - 140.00  
                                 Day 7                           745      2         81.82    14.52   [80.78,82.87]       80.00   72.00 - 88.00      56.00 - 152.00  
                                 Day 14                          741      2         81.80    13.73   [80.81,82.79]       80.00   74.00 - 88.00      60.00 - 160.00  
                                 Day 21                          728      3         80.39    13.34   [79.42,81.36]       80.00   72.00 - 84.00      60.00 - 160.00  
                                 Day 28                          725      4         80.06    12.61   [79.14,80.98]       80.00   72.00 - 84.00      60.00 - 142.00  
                                 Day 35                          532      2         79.69    13.69   [78.52,80.85]       80.00   68.00 - 88.00      60.00 - 140.00  
                                 Day 42                          717      5         79.74    12.43   [78.83,80.65]       80.00   72.00 - 84.00      60.00 - 140.00  
                                 Day 49                          531      2         78.96    13.85   [77.78,80.14]       78.00   68.00 - 84.00      60.00 - 140.00  
                                 Day 56                          521      2         79.10    14.11   [77.88,80.31]       78.00   68.00 - 84.00      60.00 - 132.00  
                                 Day 63                          724      4         79.41    12.29   [78.52,80.31]       80.00   72.00 - 84.00      60.00 - 148.00  
                                 Recurrent parasitaemia *        101                80.31    14.19   [77.51,83.11]       80.00   68.00 - 88.00      60.00 - 120.00  
                                    Change from Day 0            101               -11.64    16.88   [-14.98,-8.31]     -12.00   -20.00 - 0.00      -60.00 - 28.00  
                                 Last available data #           766      1         79.42    12.23   [78.55,80.29]       80.00   72.00 - 84.00      60.00 - 148.00  
                                    Change from Day 0            766      1        -15.76    15.83  [-16.89,-14.64]     -14.00   -24.00 - -4.00     -74.00 - 30.00  
  __________________________________________________________________________________________________________________________________________________________________                                    
                                                                ____________________________________________________________________________________________________
 Heart rate (beats/min)                                                                                                          Interquartile          Range       
 Treatment                       Visit                            N     N miss     Mean     STD          CI 95%        Median    Range (Q1-Q3)        (Min-Max)     
 ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
 Z                               Day 0                           381      0         94.70    18.40   [92.84,96.55]       90.00   80.00 - 102.00     60.00 - 160.00  
                                 Day 1                           380      1         87.71    15.44   [86.15,89.27]       84.00   80.00 - 94.00      54.00 - 140.00  
                                 Day 2                           380      1         81.78    15.47   [80.22,83.34]       80.00   72.00 - 88.00      58.00 - 160.00  
                                 Day 3                           288      9         76.42     9.86   [75.28,77.57]       78.00   70.00 - 84.00      54.00 - 124.00  
                                 Day 7                           368      1         80.56    14.41   [79.08,82.03]       80.00   72.00 - 84.00      60.00 - 140.00  
                                 Day 14                          362      1         80.49    13.93   [79.05,81.93]       80.00   72.00 - 84.00      60.00 - 140.00  
                                 Day 21                          360      2         81.26    13.71   [79.83,82.68]       80.00   72.00 - 86.00      60.00 - 140.00  
                                 Day 28                          361      2         80.65    13.41   [79.26,82.03]       80.00   72.00 - 84.00      60.00 - 140.00  
                                 Day 35                          261      1         80.64    15.46   [78.76,82.52]       80.00   70.00 - 88.00      60.00 - 160.00  
                                 Day 42                          351      3         80.04    12.28   [78.75,81.33]       80.00   72.00 - 84.00      60.00 - 140.00  
                                 Day 49                          261      1         80.52    14.99   [78.70,82.35]       78.00   68.00 - 88.00      60.00 - 134.00  
                                 Day 56                          257      1         79.59    14.36   [77.83,81.36]       78.00   68.00 - 88.00      60.00 - 132.00  
                                 Day 63                          358      2         78.72    11.99   [77.47,79.97]       78.00   72.00 - 84.00      60.00 - 132.00  
                                 Recurrent parasitaemia *         57                80.63    15.45   [76.53,84.73]       80.00   72.00 - 84.00      60.00 - 140.00  
                                    Change from Day 0             57               -16.98    16.81  [-21.44,-12.52]     -14.00   -30.00 - -4.00     -60.00 - 18.00  
                                 Last available data #           380      1         78.70    12.28   [77.46,79.94]       78.00   72.00 - 84.00      60.00 - 138.00  
                                    Change from Day 0            380      1        -16.03    15.51  [-17.60,-14.47]     -13.00   -26.00 - -4.00     -64.00 - 20.00  
  __________________________________________________________________________________________________________________________________________________________________                                    
                                                                                                                                                                                                        
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval

Difference between treatments on the changes from baseline to last available data: ANOVA, p=0.784                                                                                                     
                                                                             
[bookmark: _Toc212750186]Table 12.5.1.2: Summary of Vital Signs by Visit - Temperature
[bookmark: _Toc212750187]Safety Population

                                                                ____________________________________________________________________________________________________
 Temperature {degrees C)                                                                                                         Interquartile          Range       
 Treatment                       Visit                            N     N miss     Mean     STD          CI 95%        Median    Range (Q1-Q3)        (Min-Max)     
 ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
 A                               Day 0                           767      0         37.89     1.01  [37.815,37.959]      37.80  37.100 - 38.600    34.500 - 40.500  
                                 Day 1                           766      1         37.17     0.94  [37.107,37.240]      37.00  36.500 - 37.600    35.000 - 40.500  
                                 Day 2                           766      1         36.66     0.61  [36.617,36.703]      36.60  36.200 - 37.000    34.400 - 39.300  
                                 Day 3                           568      1         36.64     0.55  [36.594,36.684]      36.50  36.200 - 37.000    35.300 - 40.000  
                                 Day 7                           745      2         36.79     0.44  [36.759,36.823]      36.80  36.500 - 37.000    35.200 - 40.500  
                                 Day 14                          741      2         36.85     0.48  [36.814,36.883]      36.80  36.500 - 37.100    35.100 - 39.600  
                                 Day 21                          728      3         36.75     0.40  [36.718,36.776]      36.80  36.500 - 37.000    35.500 - 38.500  
                                 Day 28                          725      4         36.76     0.44  [36.731,36.794]      36.80  36.500 - 37.000    35.000 - 39.100  
                                 Day 35                          532      2         36.77     0.45  [36.733,36.810]      36.80  36.500 - 37.000    34.700 - 39.000  
                                 Day 42                          717      5         36.73     0.44  [36.695,36.759]      36.70  36.500 - 37.000    35.000 - 39.700  
                                 Day 49                          531      2         36.73     0.50  [36.687,36.771]      36.70  36.500 - 37.000    34.900 - 39.900  
                                 Day 56                          521      2         36.73     0.47  [36.690,36.771]      36.70  36.500 - 37.000    34.100 - 39.000  
                                 Day 63                          724      4         36.76     0.44  [36.724,36.789]      36.70  36.500 - 37.000    35.000 - 40.300  
                                 Recurrent parasitaemia *        101                37.38     0.86  [37.213,37.553]      37.10  36.800 - 37.800    36.000 - 40.100  
                                    Change from Day 0            101                -0.45     1.27  [-0.700,-0.198]      -0.50   -1.200 - 0.300     -3.800 - 3.200  
                                 Last available data #           766      1         36.77     0.45  [36.738,36.802]      36.70  36.500 - 37.000    35.000 - 40.300  
                                    Change from Day 0            766      1         -1.12     1.08  [-1.192,-1.039]      -1.10  -1.800 - -0.400     -4.000 - 3.200  
  __________________________________________________________________________________________________________________________________________________________________                                    
                                                                                                                                                                                                        
Temperature {degrees C)                                                                                                         Interquartile          Range       
 Treatment                       Visit                            N     N miss     Mean     STD          CI 95%        Median    Range (Q1-Q3)        (Min-Max)     
 ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
 Z                               Day 0                           381      0         37.93     1.02  [37.824,38.029]      37.90  37.200 - 38.700    35.500 - 40.400  
                                 Day 1                           380      1         37.24     0.97  [37.139,37.335]      37.00  36.500 - 37.800    34.900 - 40.500  
                                 Day 2                           380      1         36.72     0.63  [36.656,36.784]      36.70  36.300 - 37.000    35.000 - 40.000  
                                 Day 3                           288      9         36.72     0.49  [36.658,36.773]      36.70  36.400 - 37.000    35.800 - 39.000  
                                 Day 7                           368      1         36.78     0.47  [36.734,36.831]      36.80  36.500 - 37.050    33.700 - 40.000  
                                 Day 14                          362      1         36.78     0.46  [36.730,36.826]      36.80  36.500 - 37.100    35.000 - 39.600  
                                 Day 21                          360      2         36.75     0.45  [36.708,36.800]      36.80  36.500 - 37.000    34.900 - 38.800  
                                 Day 28                          361      2         36.79     0.42  [36.745,36.833]      36.80  36.600 - 37.000    35.000 - 39.400  
                                 Day 35                          261      1         36.76     0.51  [36.701,36.825]      36.70  36.500 - 37.000    35.000 - 39.500  
                                 Day 42                          351      3         36.74     0.48  [36.686,36.787]      36.70  36.500 - 37.000    35.200 - 40.200  
                                 Day 49                          261      1         36.71     0.53  [36.647,36.775]      36.70  36.500 - 36.900    35.000 - 40.000  
                                 Day 56                          257      1         36.74     0.52  [36.675,36.803]      36.70  36.500 - 36.900    35.300 - 39.600  
                                 Day 63                          358      2         36.68     0.41  [36.639,36.724]      36.70  36.400 - 37.000    35.000 - 38.200  
                                 Recurrent parasitaemia *         57                37.52     1.02  [37.254,37.795]      37.10  36.900 - 37.900    36.000 - 40.200  
                                    Change from Day 0             57                -0.44     1.41  [-0.810,-0.060]      -0.30   -1.100 - 0.300     -3.700 - 3.600  
                                 Last available data #           380      1         36.71     0.45  [36.659,36.751]      36.70  36.400 - 37.000    35.000 - 39.400  
                                    Change from Day 0            380      1         -1.22     1.08  [-1.331,-1.112]      -1.20  -1.900 - -0.500     -4.700 - 1.100  
  __________________________________________________________________________________________________________________________________________________________________                                    
                                                                                                                                                                                                        
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval
    * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                                       
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                                      
  # Last visit (excluding Day 0) with non-missing data                                                                                                                                                  
  Difference between treatments on the changes from baseline to last available data: ANOVA, p=0.784                                                                                                     

 
[bookmark: _Toc212750188]Table 12.5.1.3: Summary of Vital Signs by Visit - Systolic Blood Pressure
[bookmark: _Toc212750189]Safety Population
                                                                ____________________________________________________________________________________________________
 Systolic blood pressure (mmHg)                                                                                                  Interquartile          Range       
 Treatment                       Visit                            N     N miss     Mean     STD          CI 95%        Median    Range (Q1-Q3)        (Min-Max)     
 ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
 A                               Day 0                           765      2        106.39    12.01  [105.54,107.25]     110.00  100.00 - 110.00     70.00 - 150.00  
                                 Day 1                           762      5        103.38    11.38  [102.58,104.19]     100.00  100.00 - 110.00     70.00 - 140.00  
                                 Day 2                           762      5        102.46    11.08  [101.67,103.25]     100.00   90.00 - 110.00     70.00 - 140.00  
                                 Day 3                           565      2        102.94    10.83  [102.05,103.84]     100.00   94.00 - 110.00     80.00 - 130.00  
                                 Day 7                           742      2        105.33    11.02  [104.54,106.13]     110.00  100.00 - 110.00     80.00 - 140.00  
                                 Day 14                          738      2        105.82    11.32  [105.00,106.64]     110.00  100.00 - 110.00     70.00 - 140.00  
                                 Day 21                          726      4        105.58    11.00  [104.78,106.38]     110.00  100.00 - 110.00     70.00 - 145.00  
                                 Day 28                          723      4        106.50    11.43  [105.67,107.34]     110.00  100.00 - 110.00     70.00 - 150.00  
                                 Day 35                          532      2        105.02    11.60  [104.03,106.01]     100.00  100.00 - 110.00     80.00 - 150.00  
                                 Day 42                          713      5        105.98    11.55  [105.14,106.83]     110.00  100.00 - 110.00     70.00 - 160.00  
                                 Day 49                          531      2        105.55    12.38  [104.49,106.60]     110.00  100.00 - 110.00     70.00 - 170.00  
                                 Day 56                          521      2        105.28    11.33  [104.30,106.25]     100.00  100.00 - 110.00     70.00 - 140.00  
                                 Day 63                          722      4        106.50    11.09  [105.69,107.31]     110.00  100.00 - 112.00     70.00 - 140.00  
                                 Recurrent parasitaemia *        101               104.85    10.64  [102.75,106.95]     100.00  100.00 - 110.00     90.00 - 140.00  
                                    Change from Day 0            101                -3.32    13.45   [-5.97,-0.66]        0.00   -10.00 - 8.00      -41.00 - 30.00  
                                 Last available data #           763      4        106.66    11.22  [105.86,107.46]     110.00  100.00 - 116.00     70.00 - 140.00  
                                    Change from Day 0            762      5          0.30    12.95    [-0.62,1.23]        0.00   -10.00 - 10.00     -38.00 - 50.00  
  __________________________________________________________________________________________________________________________________________________________________                                    
                                                                ____________________________________________________________________________________________________
 Systolic blood pressure (mmHg)                                                                                                  Interquartile          Range       
 Treatment                       Visit                            N     N miss     Mean     STD          CI 95%        Median    Range (Q1-Q3)        (Min-Max)     
 ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
 Z                               Day 0                           381      0        107.07    13.05  [105.76,108.39]     110.00  100.00 - 114.00     66.00 - 160.00  
                                 Day 1                           380      1        104.12    12.02  [102.91,105.33]     100.00  100.00 - 110.00     75.00 - 140.00  
                                 Day 2                           380      1        103.49    11.75  [102.31,104.68]     100.00   90.00 - 110.00     80.00 - 160.00  
                                 Day 3                           288      9        105.31    10.47  [104.10,106.53]     106.00  100.00 - 110.00     80.00 - 140.00  
                                 Day 7                           368      1        106.85    12.01  [105.62,108.08]     110.00  100.00 - 120.00     65.00 - 180.00  
                                 Day 14                          362      1        107.02    12.26  [105.75,108.29]     110.00  100.00 - 120.00     70.00 - 170.00  
                                 Day 21                          360      2        106.81    11.33  [105.64,107.99]     110.00  100.00 - 112.50     80.00 - 144.00  
                                 Day 28                          361      2        106.47    11.65  [105.27,107.68]     110.00  100.00 - 110.00     80.00 - 160.00  
                                 Day 35                          261      1        105.21    11.59  [103.79,106.62]     100.00  100.00 - 110.00     70.00 - 140.00  
                                 Day 42                          351      3        106.23    11.06  [105.07,107.39]     110.00  100.00 - 120.00     70.00 - 130.00  
                                 Day 49                          261      1        104.44    11.38  [103.06,105.83]     100.00  100.00 - 110.00     70.00 - 140.00  
                                 Day 56                          257      1        104.89    10.93  [103.55,106.23]     100.00  100.00 - 110.00     80.00 - 130.00  
                                 Day 63                          358      2        106.00    10.74  [104.88,107.12]     110.00  100.00 - 110.00     80.00 - 130.00  
                                 Recurrent parasitaemia *         57               105.09    10.20  [102.38,107.79]     100.00  100.00 - 110.00     90.00 - 120.00  
                                    Change from Day 0             57                -0.61    11.95    [-3.78,2.56]        0.00   -10.00 - 10.00     -22.00 - 30.00  
                                 Last available data #           380      1        106.37    10.91  [105.27,107.47]     110.00  100.00 - 112.00     80.00 - 130.00  
                                    Change from Day 0            380      1         -0.69    13.27    [-2.03,0.65]        0.00   -10.00 - 10.00     -40.00 - 44.00  
  __________________________________________________________________________________________________________________________________________________________________                                    
                                                                                                                                                                                                        
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval
                                                                                                                                                                                                        
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                                       
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                                      
  # Last visit (excluding Day 0) with non-missing data                                                                                                                                                  
  Difference between treatments on the changes from baseline to last available data: ANOVA, p=0.784                                                                                                     


[bookmark: _Toc212750190]Table 12.5.1.4: Summary of Vital Signs by Visit - Diastolic Blood Pressure
[bookmark: _Toc212750191]Safety Population

                                                                ____________________________________________________________________________________________________
 Diastolic blood pressure (mmHg)                                                                                                 Interquartile          Range       
 Treatment                       Visit                            N     N miss     Mean     STD          CI 95%        Median    Range (Q1-Q3)        (Min-Max)     
 ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
 A                               Day 0                           765      2         66.23     9.47   [65.56,66.90]       62.00   60.00 - 70.00      40.00 - 95.00   
                                 Day 1                           762      5         65.46     8.74   [64.83,66.08]       60.00   60.00 - 70.00      40.00 - 90.00   
                                 Day 2                           762      5         64.94     8.58   [64.33,65.55]       60.00   60.00 - 70.00      40.00 - 90.00   
                                 Day 3                           565      2         65.75     7.88   [65.10,66.40]       60.00   60.00 - 70.00      50.00 - 86.00   
                                 Day 7                           742      2         66.70     8.37   [66.10,67.30]       70.00   60.00 - 70.00      40.00 - 100.00  
                                 Day 14                          738      2         66.92     8.65   [66.30,67.55]       70.00   60.00 - 70.00      40.00 - 90.00   
                                 Day 21                          726      4         66.52     8.32   [65.92,67.13]       70.00   60.00 - 70.00      40.00 - 90.00   
                                 Day 28                          723      4         67.50     8.76   [66.86,68.14]       70.00   60.00 - 70.00      40.00 - 90.00   
                                 Day 35                          532      2         66.41     9.15   [65.63,67.19]       60.00   60.00 - 70.00      10.00 - 95.00   
                                 Day 42                          713      5         66.90     9.04   [66.24,67.57]       70.00   60.00 - 70.00      40.00 - 93.00   
                                 Day 49                          531      2         66.85     9.80   [66.01,67.68]       70.00   60.00 - 70.00      40.00 - 110.00  
                                 Day 56                          521      2         66.66     8.97   [65.89,67.44]       70.00   60.00 - 70.00      40.00 - 90.00   
                                 Day 63                          722      4         66.85     8.49   [66.23,67.47]       70.00   60.00 - 70.00      40.00 - 90.00   
                                 Recurrent parasitaemia *        101                65.17     7.18   [63.75,66.59]       60.00   60.00 - 70.00      50.00 - 90.00   
                                    Change from Day 0            101                -0.18    10.15    [-2.18,1.83]        0.00   -6.00 - 10.00      -35.00 - 20.00  
                                 Last available data #           763      4         67.01     8.59   [66.40,67.62]       70.00   60.00 - 70.00      40.00 - 90.00   
                                    Change from Day 0            762      5          0.79    10.26    [0.06,1.52]         0.00   -6.00 - 10.00      -40.00 - 30.00  
  __________________________________________________________________________________________________________________________________________________________________                                    
                                                                ____________________________________________________________________________________________________
 Diastolic blood pressure (mmHg)                                                                                                 Interquartile          Range       
 Treatment                       Visit                            N     N miss     Mean     STD          CI 95%        Median    Range (Q1-Q3)        (Min-Max)     
 ___________________________________________________________________________________________________________________________________________________________________
                                                                                                                                                                    
 Z                               Day 0                           381      0         66.55    10.04   [65.54,67.56]       68.00   60.00 - 70.00      40.00 - 100.00  
                                 Day 1                           380      1         65.70     9.35   [64.76,66.65]       60.00   60.00 - 70.00      40.00 - 100.00  
                                 Day 2                           380      1         65.55     8.98   [64.65,66.46]       60.00   60.00 - 70.00      40.00 - 110.00  
                                 Day 3                           288      9         67.31     8.16   [66.36,68.25]       70.00   60.00 - 70.00      50.00 - 90.00   
                                 Day 7                           368      1         67.75     8.83   [66.84,68.65]       70.00   60.00 - 70.00      40.00 - 100.00  
                                 Day 14                          362      1         67.25     8.96   [66.33,68.18]       70.00   60.00 - 70.00      40.00 - 100.00  
                                 Day 21                          360      2         67.49     9.05   [66.56,68.43]       70.00   60.00 - 70.00      40.00 - 90.00   
                                 Day 28                          361      2         66.65     8.76   [65.74,67.56]       70.00   60.00 - 70.00      40.00 - 100.00  
                                 Day 35                          261      1         66.54     9.55   [65.37,67.70]       60.00   60.00 - 70.00      40.00 - 90.00   
                                 Day 42                          351      3         67.23     8.62   [66.32,68.13]       70.00   60.00 - 70.00      40.00 - 86.00   
                                 Day 49                          261      1         65.94     9.43   [64.79,67.09]       60.00   60.00 - 70.00      40.00 - 100.00  
                                 Day 56                          257      1         65.91     9.11   [64.79,67.03]       60.00   60.00 - 70.00      40.00 - 90.00   
                                 Day 63                          358      2         66.85     9.01   [65.92,67.79]       70.00   60.00 - 70.00      40.00 - 90.00   
                                 Recurrent parasitaemia *         57                64.74     7.58   [62.72,66.75]       60.00   60.00 - 70.00      50.00 - 80.00   
                                    Change from Day 0             57                 0.65     8.96    [-1.73,3.03]        0.00   -6.00 - 10.00      -20.00 - 20.00  
                                 Last available data #           380      1         67.13     9.04   [66.21,68.04]       70.00   60.00 - 70.00      40.00 - 90.00   
                                    Change from Day 0            380      1          0.58    10.54    [-0.48,1.65]        0.00   -10.00 - 10.00     -30.00 - 33.00  
  __________________________________________________________________________________________________________________________________________________________________                                    
                                                                                                                                                                                                        
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                                       
    For a parameter where there is either none, or only one patient with a recurrent parasitaemia visit, then the visit is excluded from the table                                                      
  # Last visit (excluding Day 0) with non-missing data                                                                                                                                                  
  Difference between treatments on the changes from baseline to last available data: ANOVA, p=0.784                                                                                                     

 
[bookmark: _Toc212750204]Table 12.5.5.1.1: Descriptive Analysis of ECGs Data - Heart Rate (beats/min)
[bookmark: _Toc212750205]Safety Population

                                             ________________________________________________________________________________________________________
                                                                                                          Interquartile         Range                
  Treatment   Visit                          N     N miss Mean    STD     CI 95%                Median    Range (Q1-Q3)         (Min-Max)            
  ___________________________________________________________________________________________________________________________________________________
                                                                                                                                                     
  A           Day 0                           765       2   94.37   24.32 [  92.65 ,   96.10]     90.00     78.00 -  105.00       47.00 -  205.00    
              Day 2                           758       9   72.35   22.93 [  70.72 ,   73.99]     65.00     58.00 -   78.00       40.00 -  195.00    
              Day 7                           728      39   80.50   21.30 [  78.95 ,   82.05]     76.00     67.00 -   89.00       47.00 -  189.00    
              Day 14                           11     756   66.82   10.62 [  59.68 ,   73.95]     63.00     60.00 -   76.00       53.00 -   83.00    
              Day 21                            1     766   57.00                                 57.00     57.00 -   57.00       57.00 -   57.00    
              Day 28                          132     635   78.78   22.68 [  74.88 ,   82.68]     72.00     65.00 -   85.00       41.00 -  176.00    
              Day 49                            1     766   58.00                                 58.00     58.00 -   58.00       58.00 -   58.00    
              Day 56                            4     763   81.00    8.29 [  67.81 ,   94.19]     81.50     74.00 -   88.00       72.00 -   89.00    
              Day 63                           92     675   76.01   18.49 [  72.18 ,   79.84]     72.50     65.00 -   80.00       50.00 -  161.00    
              Recurrent parasitaemia *         85           86.71   23.95 [  81.54 ,   91.87]     82.00     70.00 -   96.00       49.00 -  158.00    
               Change from Day 0               85           -4.79   18.57 [  -8.79 ,   -0.78]     -5.00    -17.00 -    7.00      -50.00 -   34.00    
              Last available data #           761       6   80.42   20.38 [  78.97 ,   81.88]     76.00     67.00 -   89.00       45.00 -  180.00    
               Change from Day 0              760       7  -13.68   17.44 [ -14.92 ,  -12.44]    -13.00    -25.00 -   -1.00      -93.00 -   45.00    
  ___________________________________________________________________________________________________________________________________________________                               
                                                                                                                                                                                    
  Z           Day 0                           377       4   94.20   25.04 [  91.66 ,   96.73]     89.00     78.00 -  106.00       51.00 -  200.00    
              Day 2                           376       5   74.67   22.20 [  72.42 ,   76.92]     68.00     60.00 -   83.50       46.00 -  180.00    
              Day 7                           358      23   78.92   21.72 [  76.66 ,   81.17]     74.00     65.00 -   84.00       50.00 -  191.00    
              Day 14                            5     376   68.20    3.42 [  63.95 ,   72.45]     67.00     67.00 -   70.00       64.00 -   73.00    
              Day 28                           59     322   79.56   22.36 [  73.73 ,   85.39]     73.00     63.00 -   87.00       56.00 -  175.00    
              Day 42                            1     380   86.00                                 86.00     86.00 -   86.00       86.00 -   86.00    
              Day 49                            1     380   55.00                                 55.00     55.00 -   55.00       55.00 -   55.00    
              Day 56                            1     380   87.00                                 87.00     87.00 -   87.00       87.00 -   87.00    
              Day 63                           31     350   74.84   21.45 [  66.97 ,   82.71]     70.00     64.00 -   80.00       53.00 -  157.00    
              Recurrent parasitaemia *         50           85.38   22.25 [  79.06 ,   91.70]     83.50     71.00 -   93.00       47.00 -  170.00    
               Change from Day 0               50           -8.86   19.94 [ -14.53 ,   -3.19]     -7.50    -26.00 -    8.00      -55.00 -   29.00    
              Last available data #           378       3   78.97   19.98 [  76.95 ,   80.99]     75.00     65.00 -   86.00       47.00 -  173.00    
               Change from Day 0              375       6  -15.41   17.69 [ -17.20 ,  -13.61]    -14.00    -27.00 -   -3.00      -81.00 -   29.00    
  ___________________________________________________________________________________________________________________________________________________                               
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to day of any recurrent parasitaemia: ANOVA, p=0.243                                                                   
  Difference between treatments on the changes from baseline to last available data: ANOVA, p=0.120                                                                                 
                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 

 
[bookmark: _Toc212750206]Table 12.5.5.1.2: Descriptive Analysis of ECGs Data - PR
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                                             ________________________________________________________________________________________________________
                                                                                                          Interquartile         Range                
  Treatment   Visit                          N     N miss Mean    STD     CI 95%                Median    Range (Q1-Q3)         (Min-Max)            
  ___________________________________________________________________________________________________________________________________________________
                                                                                                                                                     
  A           Day 0                           764       3  142.89   20.97 [ 141.40 ,  144.38]    142.00    130.00 -  155.00       66.00 -  284.00    
              Day 2                           756      11  149.66   23.23 [ 148.00 ,  151.32]    149.00    135.00 -  164.00       70.00 -  249.00    
              Day 7                           728      39  148.14   24.02 [ 146.39 ,  149.89]    148.00    133.00 -  161.50       67.00 -  323.00    
              Day 14                           11     756  147.91   22.00 [ 133.13 ,  162.69]    148.00    127.00 -  165.00      108.00 -  176.00    
              Day 21                            1     766  183.00                                183.00    183.00 -  183.00      183.00 -  183.00    
              Day 28                          132     635  151.67   27.52 [ 146.94 ,  156.41]    150.50    138.00 -  164.00       78.00 -  299.00    
              Day 49                            1     766  174.00                                174.00    174.00 -  174.00      174.00 -  174.00    
              Day 56                            4     763  134.50   25.51 [  93.90 ,  175.10]    143.50    119.50 -  149.50       97.00 -  154.00    
              Day 63                           92     675  154.34   27.04 [ 148.74 ,  159.94]    154.00    140.00 -  167.00       98.00 -  236.00    
              Recurrent parasitaemia *         85          146.64   22.64 [ 141.75 ,  151.52]    144.00    131.00 -  164.00      100.00 -  229.00    
               Change from Day 0               85            3.68   11.52 [   1.20 ,    6.17]      3.00     -4.00 -   10.00      -17.00 -   34.00    
              Last available data #           760       7  147.65   22.73 [ 146.03 ,  149.27]    147.00    132.00 -  161.50       67.00 -  323.00    
               Change from Day 0              758       9    4.68   16.41 [   3.51 ,    5.85]      4.00     -4.00 -   14.00     -136.00 -  186.00    
  ___________________________________________________________________________________________________________________________________________________                               
                                                                                                                                                     
  Z           Day 0                           376       5  142.34   20.08 [ 140.30 ,  144.38]    142.00    129.50 -  154.50       76.00 -  216.00    
              Day 2                           374       7  150.04   22.54 [ 147.75 ,  152.33]    149.00    133.00 -  164.00       86.00 -  247.00    
              Day 7                           356      25  147.62   21.97 [ 145.33 ,  149.91]    147.00    131.50 -  162.00       96.00 -  240.00    
              Day 14                            5     376  144.20   14.36 [ 126.37 ,  162.03]    142.00    137.00 -  144.00      130.00 -  168.00    
              Day 28                           59     322  147.31   21.94 [ 141.59 ,  153.02]    150.00    130.00 -  163.00      100.00 -  188.00    
              Day 42                            1     380  134.00                                134.00    134.00 -  134.00      134.00 -  134.00    
              Day 49                            1     380  150.00                                150.00    150.00 -  150.00      150.00 -  150.00    
              Day 56                            1     380  135.00                                135.00    135.00 -  135.00      135.00 -  135.00    
              Day 63                           31     350  155.84   26.14 [ 146.25 ,  165.43]    161.00    136.00 -  177.00      103.00 -  209.00    
              Recurrent parasitaemia *         50          148.10   25.78 [ 140.77 ,  155.43]    141.50    132.00 -  158.00      114.00 -  276.00    
               Change from Day 0               50            6.56   18.24 [   1.38 ,   11.74]      3.50     -3.00 -   12.00      -18.00 -  100.00    
              Last available data #           378       3  147.17   22.04 [ 144.94 ,  149.40]    146.00    131.00 -  161.00      100.00 -  276.00    
               Change from Day 0              374       7    5.03   16.13 [   3.39 ,    6.67]      5.00     -4.00 -   13.00      -59.00 -  100.00    
  ___________________________________________________________________________________________________________________________________________________                               
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to day of any recurrent parasitaemia: ANOVA, p=0.319                                                                   
  Difference between treatments on the changes from baseline to last available data: ANOVA, p=0.730                                                                                 
                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 
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                                             ________________________________________________________________________________________________________
                                                                                                          Interquartile         Range                
  Treatment   Visit                          N     N miss Mean    STD     CI 95%                Median    Range (Q1-Q3)         (Min-Max)            
  ___________________________________________________________________________________________________________________________________________________
                                                                                                                                                     
  A           Day 0                           764       3  338.67   41.79 [ 335.70 ,  341.64]    339.00    312.00 -  367.00      214.00 -  496.00    
              Day 2                           754      13  393.22   46.17 [ 389.92 ,  396.52]    399.00    371.00 -  423.00      226.00 -  533.00    
               Change from Day 0              752      15   54.18   36.79 [  51.55 ,   56.82]     52.00     29.00 -   79.00      -53.00 -  193.00    
              Day 7                           728      39  366.45   40.10 [ 363.54 ,  369.37]    369.00    345.00 -  394.00      226.00 -  471.00    
               Change from Day 0              726      41   27.62   36.29 [  24.98 ,   30.27]     27.00      2.00 -   50.00      -90.00 -  157.00    
              Day 14                           11     756  391.82   27.29 [ 373.48 ,  410.15]    397.00    377.00 -  412.00      343.00 -  433.00    
              Day 21                            1     766  404.00                                404.00    404.00 -  404.00      404.00 -  404.00    
              Day 28                          132     635  370.13   39.26 [ 363.37 ,  376.89]    375.00    352.00 -  393.50      232.00 -  470.00    
              Day 49                            1     766  394.00                                394.00    394.00 -  394.00      394.00 -  394.00    
              Day 56                            4     763  348.50   31.04 [ 299.10 ,  397.90]    352.00    324.00 -  373.00      310.00 -  380.00    
              Day 63                           92     675  372.71   37.24 [ 364.99 ,  380.42]    375.00    351.50 -  390.50      262.00 -  493.00    
              Recurrent parasitaemia *         85          346.76   43.34 [ 337.42 ,  356.11]    349.00    324.00 -  376.00      239.00 -  430.00    
               Change from Day 0               85            4.94   39.36 [  -3.55 ,   13.43]      2.00    -21.00 -   30.00      -75.00 -   95.00    
              Last available data #           760       7  364.73   39.91 [ 361.89 ,  367.57]    368.00    342.50 -  391.00      226.00 -  493.00    
               Change from Day 0              758       9   25.64   37.67 [  22.95 ,   28.32]     26.00      0.00 -   50.00      -90.00 -  157.00    
  ___________________________________________________________________________________________________________________________________________________                               
                                                                                                                                                     
  Z           Day 0                           377       4  337.14   41.78 [ 332.91 ,  341.37]    337.00    311.00 -  364.00      205.00 -  454.00    
              Day 2                           373       8  378.69   38.66 [ 374.76 ,  382.63]    382.00    359.00 -  404.00      221.00 -  480.00    
               Change from Day 0              370      11   41.39   35.03 [  37.81 ,   44.98]     41.00     18.00 -   65.00      -50.00 -  189.00    
              Day 7                           356      25  369.88   37.50 [ 365.97 ,  373.78]    375.00    350.00 -  393.50      192.00 -  482.00    
               Change from Day 0              353      28   33.03   36.26 [  29.23 ,   36.82]     31.00      7.00 -   59.00      -75.00 -  136.00    
              Day 14                            5     376  398.60   17.83 [ 376.46 ,  420.74]    405.00    388.00 -  406.00      374.00 -  420.00    
              Day 28                           59     322  368.51   36.29 [ 359.05 ,  377.97]    370.00    354.00 -  392.00      244.00 -  447.00    
              Day 42                            1     380  355.00                                355.00    355.00 -  355.00      355.00 -  355.00    
              Day 49                            1     380  410.00                                410.00    410.00 -  410.00      410.00 -  410.00    
              Day 56                            1     380  373.00                                373.00    373.00 -  373.00      373.00 -  373.00    
              Day 63                           31     350  373.71   34.18 [ 361.17 ,  386.25]    378.00    352.00 -  397.00      270.00 -  418.00    
              Recurrent parasitaemia *         49          351.88   40.47 [ 340.25 ,  363.50]    353.00    334.00 -  375.00      235.00 -  444.00    
               Change from Day 0               49           14.27   42.78 [   1.98 ,   26.55]     13.00    -22.00 -   50.00      -68.00 -   93.00    
              Last available data #           378       3  366.91   37.80 [ 363.09 ,  370.73]    371.00    347.00 -  391.00      192.00 -  482.00    
               Change from Day 0              375       6   29.82   36.99 [  26.07 ,   33.58]     31.00      5.00 -   56.00      -75.00 -  136.00    
  ___________________________________________________________________________________________________________________________________________________                               
                                                                                                                                                                                    
N miss = number of subjects with missing values, STD = standard deviation, CI = confidence interval
                                                                                                                                                                                    
  * Recurrent parasitaemia: Additional visit performed when a positive parasitaemia following a negative parasitaemia is observed                                                   
  # Last visit (excluding Day 0) with non-missing data                                                                                                                              
                                                                                                                                                                                    
  Difference between treatments on the changes from baseline to Day 2: ANOVA, p<0.001                                                                                               
  Difference between treatments on the changes from baseline to Day 7: ANOVA, p=0.022                                                                                               
  Difference between treatments on the changes from baseline to day of any recurrent parasitaemia: ANOVA, p=0.214                                                                   
  Difference between treatments on the changes from baseline to last available data: ANOVA, p=0.075                                                                                 
                                                                                                                                                                                    
  Where a patient has more than one assessment within the same visit, the latest assessment for that visit is taken                                                                 

                                                                                                                                                                                                                                               
