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Roswera® 10 mg
Roswera® 15 mg
Roswera® 20 mg
Roswera® 30 mg
Roswera® 40 mg

* The product is marketed under different brand names in different countries: Roswera®, Roxera® and Sorvasta®. Throughout the whole Final report, brand name Roswera® is used.

3. Indication studied:
Primary hypercholesterolemia and mixed dyslipidemia (type IIb)

4. Study design:
International, multicenter, open labelled, prospective, randomized trial in patients with primary hypercholesterolemia or mixed dyslipidemia (type IIb).
Duration of the study treatment: 12 weeks of active treatment.
Dosing: Patients, meeting eligible criteria for inclusion in the trial, were randomized into two groups: 1st group was treated according to usual clinical practice (standard titration: 10 mg – 20 mg – 40 mg) and the 2nd group according to alternative scheme: 15 mg – 30 mg – 40 mg. At the start of study course (Visit 1) patient started the treatment with 1 tablet of either 10 mg or 15 mg of Roswera®. After four weeks of treatment, the dose was adjusted to 1 tablet of Roswera® 20 mg or 30 mg daily in patients whose target low-density lipoprotein (LDL) levels were not achieved. After consequent 4 weeks in insufficiently treated patients the dose was increased to Roswera® 40 mg in both treatment groups.
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	Name of the sponsor:
Krka, tovarna zdravil, d. d., Novo mesto

	Name of the finished product:
Roswera® 10 mg
Roswera® 15 mg
Roswera® 20 mg
Roswera® 30 mg
Roswera® 40 mg

	Name of the active ingredients:
Rosuvastatin


	Title of Study:
The efficacy and safety of ROSUvastatin dose titration in the treatment of PATients with hyperlipidemia (ROSU-PATH).


	Responsible investigator:
Prof. Evgeny Shlyakhto, MD, PhD





	[bookmark: _GoBack]Studied Period :                
First subject in (enrolled):	
· CZ: 19.11.2013
· HR: 18.6.2013
· HU: 29.1.2014
· RO: 21.11.2014
· RU: 1.7.2013
· SI: 14.3.2013
· UA: 19.2.2015

Last subject out (completed) :
· CZ: 23.6.2014
· HR: 8.1.2014
· HU: 15.12.2014
· RO: 31.7.2015
· RU: 27.1.2014
· SI: 21.3.2014
· UA: 8.7.2015

	Phase of development:           IV                       

	Objectives:
The aim of the study was to establish the efficacy and safety of Roswera® in wide population of patients with primary hypercholesterolemia or mixed dyslipidemia (type IIb) (patients with high absolute risk for cardiovascular diseases in primary and secondary prevention) with emphasis on placement of additional strengths 15 mg and 30 mg in clinical practice.


	Methodology/Study Design:
International, multicentre, open labelled, prospective, randomized study. Patients were randomized into two treatment groups at the inclusion and then treated for 12 weeks according to the treatment regimen. During the active treatment, three control visits were planned for each patient to obtain the data for the primary and secondary efficacy endpoints analysis. Principal methodologies were measurement of serum lipids and blood pressure (BP).

	Number of patients: 
Screened patients: 507
Randomized patients: 494
Analysed for efficacy and safety endpoints (ITT analysis): 472
Analysed for efficacy endpoints (PP analysis): 288


	Diagnosis and main criteria for inclusion:
Patients with primary hypercholesterolemia or mixed dyslipidemia (type IIb).
Main inclusion criteria: 
· Patients with:
· primary hypercholesterolemia or
· mixed dyslipidemia (type IIb),
when the response to diet and other non-pharmacological measures has been inadequate.
· Age 18 years and up to 75 years.
· Both genders.
· Written informed consent provided by patients or legally acceptable representative. 
· Absence of hypolipidemic therapy during not less than 4 weeks prior to the 1st visit.


	IMPs: 
· Roswera® (rosuvastatin) 10 mg
· Roswera® (rosuvastatin) 15 mg
· Roswera® (rosuvastatin) 20 mg
· Roswera® (rosuvastatin) 30 mg
· Roswera® (rosuvastatin) 40 mg 
Dose and mode of administration:  
Per oral administration of Roswera® each day for 12 weeks. Patients had taken 1 tablet of Roswera® once daily at any time during the day, throughout the study at the same time. The drug can be taken with or without food. The patient had to remain in a fasting state for 10-12 hours before the determination, because of triglyceride (TG) values. The dose of Roswera® was titrated according to trial scheme and target lipid values, defined by 2011 ESC/EAS goal for LDL cholesterol (LDL-c), on each control visits after 4 and 8 weeks. 
Batch numbers: 
· CZ: S73843, N99645, N98799, NA0969, N93886
· HR: N97955, N94925, N96717, N98369, N93887
· HU: S75337, S76190, NA0175, NA2770, NA2056
· RO:S77433, S76189, S77447, NA2770, NA3860
· RU: N96068, N96827, N95642, N95166, N91421
· SI: N94128, N94924, N93394, N93891, N93888
· UA: S85604, NA4099, S84251, NA3454, NA7263

	Duration of treatment :
The duration of treatment was 12 weeks. 

	Efficacy criteria for evaluation:
 Primary endpoint: 
· To evaluate efficacy of Roswera® in achieving 2011 ESC/EAS guidelines target LDL-c levels in patients with hyperlipidemia (2011 ESC/EAS guidelines LDL-c goals: 1.8, 2.5 or 3.0 mmol/l, depending on risk category or a ≥ 50% reduction from baseline LDL-c when target lipid level could not be reached for very high risk patients).
Secondary endpoints:
· To demonstrate linear association between doses and reduction of LDL-c.
· To compare the differences between group treated according to usual clinical practice (standard titration: 10 mg – 20 mg – 40 mg) and a group treated according to alternative scheme: 15 mg – 30 mg – 40 mg.
· To evaluate percentage change in high-density lipoprotein cholesterol (HDL-c), total cholesterol (TC) and TG, from baseline at all-time points (4, 8, 12 weeks). 
· To evaluate percentage of patients achieving the 2011 ESC/EAS guidelines LDL-c goal at all-time points (4, 8, 12 weeks). 
· To quantify the rate of adverse reactions associated with treatment.

	

Criteria for safety evaluation (planned):
· Overall incidence of adverse drug reactions.
· Percent of patients experiencing adverse drug reactions with stratification of patients according to the types of adverse drug reactions.
· Percent of patient discontinuing the trial due to the issue of safety.

	Statistical methods: 
PRIMARY AND SECONDARY EFFICACY ENDPOINT
The leading symptoms parameters are considered to be ratio scale random variables (at each visit). For analysis of the variables, the following descriptive statistics are presented:
· The least and the largest values,
· The average (arithmetic mean),
· The (sample) standard deviation,
· The standard error of mean.

Because of the reasonably large sample, the asymptotic z-test is employed to assess the difference between means of two variables measured in the same population. Analogously, an asymptotic 95%-confidence interval for the difference between means is used for interval estimation.

	SAFETY ENDPOINTS
Both not related and drug-related adverse events (adverse reactions) are presented. 
Descriptive statistics was performed for all adverse events. The results of severity, frequency, therapeutic measures, and outcomes of adverse events as well as total occurrence of all adverse events are presented.





	Summary of results and conclusions:
EFFICACY RESULTS
Primary efficacy endpoint 
· To evaluate efficacy of Roswera® in achieving 2011 ESC/EAS guidelines target LDL-c levels in patients with hyperlipidemia (2011 ESC/EAS guidelines LDL-c goals: 1.8, 2.5 or 3.0 mmol/l, depending on risk category or a ≥ 50% reduction from baseline LDL-c when target lipid level could not be reached for very high risk patients) – ITT analysis.
[bookmark: _Ref434493440]The primary efficacy endpoint was to evaluate efficacy of Roswera® in achieving 2011 ESC/EAS guidelines target LDL-c levels in patients with hyperlipidemia. At each control visit the serum lipids were measured and according to results, the achievement of target lipid levels was obtained. Target lipid values were defined according to the 2011 ESC/EAS guidelines for the management of dyslipidemias.[endnoteRef:1]  [1: ] 

At the end of the trial 67% of all patients achieved target LDL-c levels. 
Table 1: Target LDL-c levels achievement on each control visit for all patients
	
	
	reached
	did not reach
	total

	
	
	N
	%
	N
	%
	N
	%

	Visit 2
	250
	54%
	212
	46%
	462
	100%

	Visit 3
	288
	66%
	146
	34%
	434
	100%

	Visit 4
	285
	67%
	138
	33%
	423
	100%


Achievement of target LDL-c values for standard and alternative titration arm on the last control visit were 62% and 73%, respectively. The achievement was 11% higher in the alternative titration arm. The difference in proportion of patients achieving target LDL-c levels were statistical significant between standard and alternative titration arm on each control visit (p < 0.0001 on visit 3 and visit 4; p < 0.05 on visit 2) and was in favour of alternative titration arm. 
Table 2: Target LDL-c levels achievement on each control visit for standard and alternative titration arm
	
	
	standard titration arm*
	alternative titration arm**

	
	
	reached
	did not reach
	total
	reached
	did not reach
	total

	
	
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%
	N
	%

	Visit 2
	116
	50%
	118
	50%
	234
	100%
	134
	59%
	94
	41%
	228
	100%

	Visit 3
	128
	59%
	90
	41%
	218
	100%
	160
	74%
	56
	26%
	216
	100%

	Visit 4
	131
	62%
	82
	38%
	213
	100%
	154
	73%
	56
	27%
	210
	100%


* 10 mg – 20 mg – 40 mg of rosuvastatin
** 15 mg – 30 mg – 40 mg of rosuvastatin

	
Secondary efficacy endpoints
· To demonstrate linear association between doses and reduction of LDL-c – ITT and PP analysis.
We associate to each dosage scheme its dosage total (DT) which is the sum of doses at each visit. DT seems to be very weakly (but statistically significantly) linearly correlated with LDL cholesterol absolute difference between the initial and final visit. The sample correlation of DT and the absolute LDL cholesterol level difference between value at visit 1 and value at visit 4 were -0.195 and -0.176, respectively for ITT and PP analysis. 

Figure 1: Absolute LDL-c reduction according to different dose groups of Roswera® from the first to the final visit
· To compare the differences between group treated according to usual clinical practice (standard titration: 10 mg – 20 mg – 40 mg) and a group treated according to alternative scheme: 15 mg – 30 mg – 40 mg.
· Comparison of total cholesterol (TC) – ITT analysis
The mean TC decreased statistically significantly from the first to the final visit of the trial in both standard and alternative titration arm (p < 0.0001). The mean values in standard titration arm on visit 1 and visit 4 were 6.51 ± 1.17 mmol/l and 4.36 ± 0.89 mmol/l, respectively. In the alternative titration arm, the mean values on visit 1 and visit 4 were 6.55 ± 1.18 mmol/l and 4.29 ± 0.84 mmol/l, respectively. 

Figure 2: Mean TC values on each visit of the trial for standard and alternative titration arm
The comparison of mean relative and absolute decreases of TC between standard and alternative titration arm were statistically significant (p < 0.05) from visit 1 to visit 2 and from visit 1 to visit 3 in favour of alternative titration arm, and was statistically insignificant from visit 1 to visit 4. 

· Comparison of LDL-c – ITT analysis
The mean LDL-c decreased statistically significantly from the first to the final visit of the trial in both standard and alternative titration arm (p < 0.0001). The mean values in standard titration arm on visit 1 and visit 4 were 4.33 ± 1.11 mmol/l and 2.36 ± 0.72 mmol/l, respectively. In the alternative titration arm, the mean values on visit 1 and visit 4 were 4.44 ± 1.02 mmol/l and 2.28 ± 0.66 mmol/l, respectively.

Figure 3: Mean LDL-c values on each visit of the trial for standard and alternative titration arm
The comparison of mean relative and absolute decreases of LDL-c between standard and alternative titration arm were statistically significant from visit 1 and all other control visits in favour of alternative titration arm. The p values between two trial visits can be seen in the table below.
Table 3: p-values for unpaired comparison of relative and absolute changes of means between standard and alternative titration arm
	Visits
	absolute decrease
	relative decrease

	Visit 1:Visit 2
	< 0.005
	< 0.01

	Visit 1:Visit 3
	< 0.05
	< 0.01

	Visit 1:Visit 4
	< 0.05
	< 0.05


· Comparison of HDL-c – ITT analysis
The mean HDL-c increased statistically significantly from the first to the final visit of the trial in both standard and alternative titration arm. The p-values for statistical significance were < 0.05 and < 0.0005 for standard and alternative titration arm, respectively. The mean values in standard titration arm on visit 1 and visit 4 were 1.35 ± 0.39 mmol/l and 1.40 ± 0.43 mmol/l, respectively. In the alternative titration arm, the mean values on visit 1 and visit 4 were 1.36 ± 0.35 mmol/l and 1.44 ± 0.41 mmol/l, respectively.

Figure 4: Mean HDL-c values on each visit of the trial for standard and alternative titration arm
The comparison of mean relative and absolute increases of HDL-c between standard and alternative titration arm were statistical insignificant. However the trend of higher HDL-c increase can be seen for higher doses of Roswera® and is in favour of alternative titration arm since the increase of HDL-c in this arm is higher than in standard titration arm.
· Comparison of TG – ITT analysis
The mean TG decreased statistically significantly from the first to the final visit of the trial in both standard and alternative titration arm (p < 0.0001). The mean values in standard titration arm on visit 1 and visit 4 were 1.92 ± 0.94 mmol/l and 1.51 ± 0.84 mmol/l, respectively. In the alternative titration arm, the mean values on visit 1 and visit 4 were 1.88 ± 0.88 mmol/l and 1.38 ± 0.62 mmol/l, respectively. 

Figure 5: Mean TG values on each visit of the trial for standard and alternative titration arm
The comparison of mean relative and absolute decreases of TG between standard and alternative titration arm were statistical insignificant. However the trend of higher TG decrease can be seen for higher doses of Roswera® and is in favour of alternative titration arm since the decrease of TG in this arm is higher than in standard titration arm.
· To evaluate percentage change in high-density lipoprotein cholesterol (HDL-c), total cholesterol (TC) and TG, from baseline at all-time points (4, 8, 12 weeks).
The mean TC and TG decreased statistically significantly and mean HDL-c increased statistically significantly from the first to the final visit of the trial in all patients (p < 0.0001). The mean TC and TG decreased from 6.53 ± 1.17 mmol/l to 4.33 ± 0.86 mmol/l and from 1.90 ± 0.91 mmol/l to 1.45 ± 0.94 mmol/l, respectively, while the mean HDL-c increased from 1.36 ± 0.37 mmol/l to 1.42 ± 0.42 mmol/l from the first to the final visit of the trial.
Figure 6: The mean TC, HDL-c and TG values on each visit of the trial for all patients
The highest change (either decrease of TC and TG or increase of HDL-c) appeared In all cases from visit 1 to visit 2 (1st period). The mean relative decreases for TC and TG from the first to the final visit were 32.8 ± 13.6% and 17.5 ± 47.9%, respectively, while the mean relative increase for HDL-c was 6.7 ± 23.4%.
Table 4: The mean relative decreases for TC, HDL-c and TG during the trial for all patients
	
	TC
	HDL-c
	TG

	Visits
	N
	average
	stdev
	N
	average
	stdev
	N
	average
	stdev

	Visit 1:Visit 2
	463
	-29.7%
	14.4%
	463
	3.8%
	19.5%
	463
	-16.1%
	41.6%

	Visit 1:Visit 3
	434
	-33.2%
	12.1%
	434
	4.9%
	19.5%
	434
	-17.8%
	37.0%

	Visit 1:Visit 4
	423
	-32.8%
	13.6%
	423
	6.7%
	23.4%
	420
	-17.5%
	47.9%


· To evaluate percentage of patients achieving the 2011 ESC/EAS guidelines LDL-c goal at all-time points (4, 8, 12 weeks). 
Percentage of patients achieving the 2011 ESC/EAS guidelines LDL-c goals at all-time points for all patients as well as for standard and alternative titration arm are thoroughly evaluated under the Primary efficacy endpoint from Summary of results and conclusions of this Final report.
· To quantify the rate of adverse reactions associated with treatment.
Altogether 113 patients experienced at least one adverse event (AE) during the trial. 91 patients have been recognized to experience adverse reactions (AR) (drug related AE), while other 22 patients experienced AEs not related with the study medicine according to investigators opinion. If a patient experienced both AE not related to the study medicine as well as an AR, he or she is counted as a patient with ARs. Altogether, 28 patients withdrew from the trial on account of ARs occurrence. 8 patients experienced severe ARs in this trial (for 2 ARs we do not have data for severity). The number and proportion of patients with AEs occurrence from the 1st period to the 3rd period as well as their relation with the study medicine are displayed in the Table 5. 
Throughout the whole Final report, the 1st period applies to the period between first and second visit, 2nd period applies to the period between the second and the third visit, 3rd period applies to the period between third and the fourth visit.
[bookmark: _Ref434499365]Table 5: The number and proportion of patients with any AEs during the trial
	
	1st period
	2nd period
	3rd period
	all periods

	
	N
	%
	N
	%
	N
	%
	N
	%

	Patients with adverse events:
	57
	12.2%
	35
	8.0%
	51
	11.9%
	113
	25.1%

	patients with adverse reactions
	50
	10.7%
	29
	6.7%
	40
	9.4%
	91
	20.2%

	· patients with adverse reactions that were exclusively laboratory parameters elevations
	2
	0.4%
	8
	1.8%
	14
	3.3%
	19
	4.2%

	patients with adverse events not related to the study medicine
	7
	1.5%
	6
	1.4%
	11
	2.6%
	22
	4.9%

	Patients without adv. events
	410
	87.8%
	400
	92.0%
	376
	88.1%
	338
	74.9%

	
	467
	100%
	435
	100%
	427
	100%
	451
	100%


The classification according to MedDRA preferred terms, number and proportion of patients with ARs occurrence from the first (1st period) to the last control visit (3rd period) are displayed in the Table 6.
[bookmark: _Ref434499492]Table 6: The number and proportion of patients with any ARs according to MedDRA preferred term classification during the trial
	
	1st period
	2nd period
	3rd period
	all periods

	
	number of different patients with reaction
	percentage with respect to all patients
	number of different patients with reaction
	percentage with respect to all patients
	number of different patients with reaction
	percentage with respect to all patients
	number of different patients with reaction
	percentage with respect to all patients

	Patients with any adverse reaction
	50
	10.7%
	29
	6.7%
	40
	9.4%
	91
	20.2%

	Abdominal pain
	7
	1.5%
	7
	1.6%
	3
	0.7%
	16
	3.5%

	Myalgia
	9
	1.9%
	4
	0.9%
	3
	0.7%
	14
	3.1%

	Nausea
	6
	1.3%
	4
	0.9%
	2
	0.5%
	12
	2.7%

	Headache
	8
	1.7%
	4
	0.9%
	1
	0.2%
	11
	2.4%

	Diarrhoea
	7
	1.5%
	1
	0.2%
	4
	0.9%
	10
	2.2%

	Flatulence
	8
	1.7%
	3
	0.7%
	2
	0.5%
	10
	2.2%

	Blood creatine phosphokinase increased
	0
	0.0%
	2
	0.5%
	7
	1.6%
	9
	2.0%

	Constipation
	5
	1.1%
	3
	0.7%
	2
	0.5%
	7
	1.6%

	Muscular weakness
	6
	1.3%
	0
	0.0%
	1
	0.2%
	7
	1.6%

	Muscle spasms
	3
	0.6%
	3
	0.7%
	2
	0.5%
	7
	1.6%

	Dyspepsia
	3
	0.6%
	2
	0.5%
	2
	0.5%
	6
	1.3%

	Hepatic enzyme increased
	1
	0.2%
	1
	0.2%
	2
	0.5%
	6
	1.3%

	Insomnia
	2
	0.4%
	1
	0.2%
	3
	0.7%
	5
	1.1%

	Decreased appetite
	2
	0.4%
	1
	0.2%
	1
	0.2%
	4
	0.9%

	Dizziness
	2
	0.4%
	2
	0.5%
	0
	0.0%
	4
	0.9%

	Rash
	4
	0.9%
	0
	0.0%
	0
	0.0%
	4
	0.9%

	Alanine aminotransferase increased
	0
	0.0%
	3
	0.7%
	0
	0.0%
	3
	0.7%

	Oedema
	1
	0.2%
	0
	0.0%
	1
	0.2%
	2
	0.4%

	Pruritus
	2
	0.4%
	0
	0.0%
	0
	0.0%
	2
	0.4%

	Paraesthesia
	2
	0.4%
	0
	0.0%
	0
	0.0%
	2
	0.4%

	Gamma-glutamyltransferase increased
	0
	0.0%
	0
	0.0%
	1
	0.2%
	1
	0.2%

	Back pain
	1
	0.2%
	0
	0.0%
	1
	0.2%
	1
	0.2%

	Libido decreased
	0
	0.0%
	1
	0.2%
	0
	0.0%
	1
	0.2%

	Alopecia
	1
	0.2%
	0
	0.0%
	1
	0.2%
	1
	0.2%

	Depression
	0
	0.0%
	1
	0.2%
	1
	0.2%
	1
	0.2%

	Erythema
	1
	0.2%
	0
	0.0%
	0
	0.0%
	1
	0.2%

	Palpitations
	0
	0.0%
	0
	0.0%
	1
	0.2%
	1
	0.2%

	Vertigo
	1
	0.2%
	0
	0.0%
	0
	0.0%
	1
	0.2%

	Aspartate aminotransferase increased
	0
	0.0%
	1
	0.2%
	0
	0.0%
	1
	0.2%

	Asthenia
	0
	0.0%
	1
	0.2%
	0
	0.0%
	1
	0.2%

	Blood triglycerides increased
	1
	0.2%
	1
	0.2%
	0
	0.0%
	1
	0.2%

	Eyelid oedema
	0
	0.0%
	1
	0.2%
	1
	0.2%
	1
	0.2%

	Face oedema
	1
	0.2%
	0
	0.0%
	0
	0.0%
	1
	0.2%

	Fatigue
	0
	0.0%
	0
	0.0%
	1
	0.2%
	1
	0.2%

	Swelling
	1
	0.2%
	0
	0.0%
	0
	0.0%
	1
	0.2%

	Tachycardia
	0
	0.0%
	1
	0.2%
	0
	0.0%
	1
	0.2%

	Vomiting
	1
	0.2%
	0
	0.0%
	0
	0.0%
	1
	0.2%


 

	CONCLUSIONS:
The study clearly demonstrated the efficacy of Roswera® in the treatment of patients with primary hypercholesterolemia or mixed dyslipidemia (type IIb). The decrease of mean LDL-c, TC and TG as well as increase of mean HDL-c was statistically significant (p < 0.0001) from the first to the last visit in all patients. At the end of the trial, 67% of patients achieved target LDL-c levels.
DT seems to be very weakly (but statistically significantly) linearly correlated with LDL cholesterol absolute difference between the initial and final visit.
Comparison between standard and alternative titration arm showed statistical significant absolute and relative decrease of LDL-c and TC between different control visits in favour of alternative titration arm. The absolute and relative differences were statistically not significant in case of HDL-c and TG between standard and alternative titration arm. However the trend of higher HDL-c increase and TG decrease can be seen for higher doses of Roswera® and is in favour of alternative titration arm. Besides that, difference between standard and alternative titration arm in achieving target LDL-c levels was statistically significant on all control visits.  
Altogether, 91 patients experienced at least one AR. The highest frequency of AR occurrence was on the first control visit (50 patients). Majority of ARs were of mild intensity. 8 patients experienced severe AR. 28 (6.2%) patients withdrew from the study due to AR occurrence. 
In conclusion, efficacy and safety of Roswera® has been demonstrated with respect to primary and secondary efficacy endpoints. Roswera® provides effective lipid control. Based on results from comparison of standard and alternative titration arm, higher doses of Roswera® provided higher decreases of TC, LDL-c and TG and higher increases of HDL-c. Altogether 20.2% of patients experienced at least one AR in the course of the active treatment period (12 weeks).



Absolute LDL-c reduction in case of different Roswera® dose groups  
ITT analysis	
10	15	20	30	40	-1.6657999999999999	-2.0960999999999999	-2.0154000000000001	-2.2988	-2.34	PP analysis	
10	15	20	30	40	-1.6917	-2.0701000000000001	-2.0979000000000001	-2.2271999999999998	-2.2965	Roswera® dose groups

Absolute LDL-c reduction (mmol/l)
Mean TC values for standard and alternative titration arm
Standard titration arm	Visit 1	Visit 2	Visit 3	Visit 4	6.5053000000000001	4.6218000000000004	4.3993000000000002	4.3613	Alternative titration arm	Visit 1	Visit 2	Visit 3	Visit 4	6.5533000000000001	4.4766000000000004	4.2512999999999996	4.2907000000000002	TC (mmol/l)
Mean LDL-c values for standard and alternative titration arm
Standard titration arm	Visit 1	Visit 2	Visit 3	Visit 4	4.3255999999999997	2.6362000000000001	2.3820000000000001	2.3565	Alternative titration arm	Visit 1	Visit 2	Visit 3	Visit 4	4.4409000000000001	2.5163000000000002	2.2782	2.2759	LDL-c (mmol/l)
Mean HDL-c values for standard and alternative titration arm
Standard titration arm	Visit 1	Visit 2	Visit 3	Visit 4	1.3523000000000001	1.3902000000000001	1.39	1.4001999999999999	Alternative titration arm	Visit 1	Visit 2	Visit 3	Visit 4	1.3585	1.3854	1.3972	1.4392	HDL-c (mmol/l)
Mean TG values for standard and alternative titration arm
Standard titration arm	Visit 1	Visit 2	Visit 3	Visit 4	1.9248000000000001	1.546	1.5625	1.5086999999999999	Alternative titration arm	Visit 1	Visit 2	Visit 3	Visit 4	1.8822000000000001	1.4516	1.4046000000000001	1.3833	TG (mmol/l)
Mean TC, HDL-c and TG values on each visit of the trial for all patients
TC	Visit 1	Visit 2	Visit 3	Visit 4	6.5290999999999997	4.5503	4.3258000000000001	4.3262999999999998	HDL-c	Visit 1	Visit 2	Visit 3	Visit 4	1.3553999999999999	1.3877999999999999	1.3935999999999999	1.4195	TG	Visit 1	Visit 2	Visit 3	Visit 4	1.9036999999999999	1.4996	1.484	1.4460999999999999	mmol/l
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