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LDL cholesterol, atorvastatin guidelines, statins are the first-line therapy for LDL-C lowering,
due to their high efficacy and well documented effects in reducing
cardiovascular as well as all-cause mortality. Atorvastatin is one
of the most potent and widely used statins, with numerous clinical
studies establishing its clinical benefits. Clinical study results
for Krka's atorvastatin Atoris are consistent with the findings of
these studies and provide evidence that Atoris affects the overall
lipid profile in a dose-related manner, with good safety, along
with possessing pleiotropic effects, proven in different groups of
patients.

Introduction

Cardiovascular diseases (CVDs) are chronic diseases developing throughout life and usually
already progressing to an advanced stage by the time symptoms occur. Coronary heart disease
(CHD) is the most prevalent among CVDs and is associated with high mortality and morbidity.
CVDs also remain the major cause of premature death in Europe, since of all deaths in Europe
before the age of 75 years, 42% are due to CVDs in women and 38% in men. The causes of CVDs
are multifactorial. Smoking, lack of physical activity and dietary habits are lifestyle-related and
therefore modifiable risk factors. In contrast to age and sex which are non-modifiable, also elevated
blood pressure, diabetes and hyperlipidemia are modifiable risk factors. Various studies showed
that, among many other risk factors contributing to the development of CVDs, hyperlipidemia,
along with hypertension, plays one of the most significant roles.!

Hyperlipidemia, as one of the major risk factors for CVDs, is an important priority in their prevention.
According to European guidelines, the main treatment target in hyperlipidemia is LDL cholesterol
(LDL-C). The guidelines recommend a ’the lower the better’ approach for LDL-C lowering.
The target level of LDL-C in primary prevention is, according to treatment guidelines, set below
3 mmol/l. The limit is set even lower in secondary prevention, where it is below 2.5 mmol/l or even
1.8 mmol/l, if feasible. According to the European hyperlipidemia guidelines, statins are the first-
line therapy for LDL-C lowering, due to their high efficacy and well documented effects in reducing
cardiovascular and all-cause mortality. On the other hand, other lipid-lowering medicines have failed
to improve clinical outcomes in patients with and without CVD. Furthermore, statins have also been
shown to slow the progression or even promote the regression of coronary atherosclerosis.'

A possible way of achieving the low target lipid levels recommended in the guidelines is the use
of high-potency statins, such as atorvastatin. Atorvastatin reduces cardiovascular morbidity and
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mortality by lowering the blood cholesterol levels in primary as well as in secondary prevention of
CVDs, along with exerting additional non-lipid effects, the so-called pleiotropic effects.*

The lipid-lowering effects of atorvastatin and Atoris

Atorvastatin is one of the most potent and widely used statins in the world.>® It shares the mechanism of
action with other statins. It is a selective and reversible competitive inhibitor of HMG-CoA reductase
with a potent lipid-lowering effect that is comparable to that of rosuvastatin and more potent than that
of older statins.> Over 400 randomised clinical studies, involving more than 80,000 patients, have
been conducted to evaluate the efficacy and safety of atorvastatin in different groups of patients.®’
Atorvastatin affects the overall lipid profile in a dose-related manner. Up-titration from a 10 mg to
an 80 mg daily dose of atorvastatin results in a reduction of LDL-C levels from 36% to 53%. It also
significantly reduces the total cholesterol (TC) and triglyceride (TG) levels and increases the HDL
cholesterol (HDL-C) levels. It consequently enables more patients to reach their target lipid levels
compared to older statins. Additionally, a greater reduction in lipid levels means a greater reduction
of the risk for cardiovascular events.’

Findings from other atorvastatin clinical studies are, in terms of efficacy, consistent with those
reported in the following clinical studies conducted with Krka’s atorvastatin Atoris: ATOP,
ATLANTICA, FARVATER, OSCAR and INTER-ARS, which have demonstrated that Atoris is
effective in a wide range of patients in both primary and secondary prevention of CVDs. The studies
have confirmed the effects of Atoris on the overall lipid profile, its LDL-C lowering effect in a
linear dose-related manner and clear advantages of dose up-titration on the reduction of LDL-C.
In addition, the INTER-ARS study has indicated a similar efficacy of Atoris and the original
atorvastatin in decreasing LDL-C, TC and TG.* "

The efficacy results of Krka's studies with Atoris are presented in Table 1.

Higher doses for a stronger effect on lipid levels

The guidelines for the management of hyperlipidemia as well as the guidelines for CVD prevention
have placed greater emphasis on reaching target lipid levels and introduced lower target lipid levels
for patients at very high risk. In these patients, LDL-C should be lowered to below 1.8 mmol/l or, if
this is unachievable, by at least 50%." > A meta-analysis has shown that every 1.0 mmol/l reduction in
LDL-C is associated with a corresponding 20-25% reduction in CVD mortality and non-fatal myocar-
dial infarction." Further analyses have also shown that reduction of the major cardiovascular events
is directly proportional to the absolute LDL-C reduction and that further benefit is gained from more
intensive statin therapy even if LDL-C is already lower than 2.0 mmol/l."* Moreover, other clinical
studies have indicated that even a small reduction of LDL-C has a significant clinical effect, since
every 1% reduction in the LDL-C reduces the relative risk for major CHD events by approximately
1%. Therefore, every 1% reduction counts and leads to a greater clinical benefit for the patient.'
However, in everyday clinical practice statins are usually prescribed at the lowest dose possible and
often not up-titrated to achieve the therapeutic goals. Not up-titrating the dose of statin is one of the
main reasons why over half of all coronary patients, and four out of five of all high-risk patients,
are not achieving the lipid goals and, as a consequence, are not achieving the maximum benefits of
the preventive strategies. The challenge for the clinical practice is therefore to initiate appropriate
treatment in both patients with established CVD and patients at high risk of developing CVD by
up-titrating the dose of the statin to attain the lipid goals.!

The advantages of up-titrating atorvastatin were demonstrated in the ATLANTICA study, Krka’s
clinical study with Atoris. This multicentre study included 655 patients of an average age of
60 years. Over 90% of the patients were eligible for secondary prevention and over 80% of them had
CHD that was mostly manifested as angina pectoris and in 25% of the patients as myocardial infarc-
tion in the past; 85% of the patients had arterial hypertension and 10% had diabetes mellitus. The
aim of this study was to compare the efficacy and safety of atorvastatin therapy in patients treated
with Atoris 10 mg with those receiving Atoris 10 to 80 mg (the mean dose at the end of the study
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was 28.6 mg) and those receiving conventional treatment, which also included hypolipidemic agents
(control group). The most significant reduction of LDL-C by 38.6%, TC by 29.7%, TG by 15.7%
and elevation of HDL-C by 15.7% after 24 weeks were observed in patients that were receiving
more intensive atorvastatin therapy compared to patients that were treated either with Atoris 10 mg
or with conventional treatment. The target levels (primary prevention patients < 3 mmol/l; second-
ary prevention patients < 2.5 mmol/l) of LDL-C were also achieved in more patients in the group
with increased dosage of Atoris, compared to the group treated with low doses of Atoris. Thus, the
ATLANTICA study has confirmed the proven benefits of Atoris up-titration and proved that increas-
ing the dose of atorvastatin enables more patients to reach target lipid levels and, as a consequence,
enables the maximum benefits of LDL-C reduction.?

The efficacy of atorvastatin and Atoris in different types of patients

Atorvastatin has undergone extensive clinical evaluation which proved it suitable for the treatment
of patients with various lipid disorders and additional comorbidities. It was extensively evaluated
in controlled clinical studies that included patients with acute coronary syndrome (MIRACLE,
PROVE-IT TIMI-22), type 2 diabetes mellitus (CARDS) and arterial hypertension (ASCOT-LLA),
patients with CHD and patients after myocardial infarction (TNT, IDEAL). Atorvastatin was also
evaluated in studies investigating the regression of coronary atherosclerosis (REVERSAL).* 1621
The above described groups of patients are regularly included in Krka’s clinical studies with Atoris.
For instance, the ATOP study was designed to establish the efficacy and safety of Atoris in high-
risk patients, patients with metabolic syndrome, patients with CHD, patients with occlusive disease
of non-coronary arteries and in patients with diabetes. Three hundred and thirty-four patients were
treated with 10-40 mg of Atoris for a period of 12 weeks. The initial dose (10 mg or 20 mg)
was up-titrated if after the first 6 weeks of the treatment the target levels of LDL-C were not achieved.
At the end of the study the mean daily dose of Atoris was 21.3 mg. An analysis of the efficacy of
Atoris showed significant reductions of TC by 26%, LDL-C by 36% and TG by 9% (Table 1). Its
effect on lipid levels was similar in all analysed groups of patients (Figure 1).°
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Figure 1. Relative change in lipid parameters in different groups of patients in the ATOP study®

The target LDL-C level (primary prevention patients < 3 mmol/l; secondary prevention patients
< 2.5 mmol/l) was attained in 50.3% of the patients. The highest percentage of patients (68.2%)
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who reached the target LDL-C level had metabolic syndrome. Similar results were noticed in the
group of patients in primary prevention (65.3%). In contrast, a smaller percentage of patients
achieved the target LDL-C levels in the remaining two groups: in the group of patients with
diabetes 45.9% and in the group with CHD 43.4%.° These results are comparable with the results
from the REALITY study, which took place in 10 European countries and included 58,223 patients.
Its results showed that 40.5% of patients on average reached the target LDL-C and/or TC
levels.” Finally, Krka’s prospective study ATOP confirmed the therapeutic efficacy and safety of
Atoris in a large number of patients in both primary and secondary prevention.’

Another Krka’s study evaluated the effects of Atoris on lipid metabolism, microcirculation and
daily ECG monitoring parameters in patients with acute coronary syndrome (ACS). This open
comparative study included 98 ACS patients with or without ST segment elevation and hyper-
lipidemia. The patients were randomly assigned to two comparable groups and were treated with
nitrates, antiaggregants, anticoagulants, fibrinolytics, B-blockers and angiotensin converting enzyme
(ACE) inhibitors. Patients in one group were also given Atoris 40 mg once daily for a period of
30 + 4 days in addition to standard therapy. Atoris was administered on day 1 or day 2 of ACS. All
patients in the Atoris group attained the target levels of TC (< 5.2 mmol/l) and LDL-C
(< 2.5 mmol/l) after 1 month of therapy, with significant reductions of TC by 43.5%, LDL-C by
54.4% and TG by 26.0%. Moreover, after 30 days of treatment, effort angina improved by one or
more functional classes in 53.6% of the patients in the Atoris group and in 42.1% of the patients in
the control group. A significant improvement was also observed in the level of endothelial activity:
the microcirculation index increased by 11.6% in patients receiving conventional therapy, while the
most significant increase was observed in patients receiving atorvastatin by 29.4%. The parameters
of daily ECG monitoring demonstrated a reduction of 23.8% (p < 0.05) in the duration as well as
overall incidence of ischemic events in the Atoris group. The positive effect of atorvastatin on the
parameters of daily ECG monitoring is probably associated with the favourable dynamics of platelet
aggregation, improvement of blood flow properties, normalisation of lipid metabolism and, conse-
quently, with the regression of endothelial dysfunction. This improves the prognosis of the disease,
increases the survival rate and indicates the benefits of Atoris in the treatment of patients with ACS.?

Reaching the treatment target and beyond

In recent years a number of clinical studies have provided evidence about positive pleiotropic effects
of statins that, in addition to their hypolipidemic activity, play an important role in the improvement
of the endothelial function, decrease of inflammatory activity and remodelling of the vascular wall.
Indeed, statins quickly normalise endothelial function, inhibit platelet aggregation and thrombus
formation, reduce vascular inflammation and prevent rupture of atherosclerotic plaques, thus
improving microcirculation. Stabilisation of rupture-sensitive atherosclerotic plaques can prevent
the development of serious complications of the CHD. It was also established that the decrease of
the number of cardiovascular events during long-lasting therapy with statins is largely attributable
to pleiotropic effects of these medicines (Figure 2).2427

These pleiotropic effects were also evaluated in one of Krka’s clinical studies with Atoris, the
FARVATER study. Fifty patients with CHD and primary hyperlipidemia were randomised into two
groups, which were treated with a stable dose of atorvastatin (10 or 20 mg/day) for 24 weeks in order
to evaluate the effects of atorvastatin on lipid levels, endothelial function, vascular wall distensibility
and stiffness. LDL-C levels were reduced by 34.9% and 43.9%, respectively (p <0.001). In the study
period atorvastatin therapy also increased endothelium-dependent vasodilatation by 40-51% and
common carotid artery distensibility by 43-45%, and reduced vascular wall stiffness by 23-26%.
An improvement in the indexes showing the condition of the vascular wall was observed only after
6 months of treatment. Hence, it can be assumed that in patients with non-familial hyperlipidemia
positive vascular effects of atorvastatin therapy can be expected earlier than in one year of the begin-
ning of the therapy. Furthermore, under the influence of hypolipidemic therapy, the vascular wall
becomes more distensible and less stiff.!!
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A subgroup analysis of the pleiotropic effects was also performed in 148 patients in the ATLAN-
TICA study. These patients were included in a non-invasive ultrasound testing of endothelium-
dependent vasodilatation of brachial artery, since the goal was to assess the endothelium function as
one of the parameters of the pleiotropic effects of statins. During this study the number of patients
with pronounced endothelium dysfunction statistically significantly decreased by 26% in the group
of patients on higher doses of Atoris. This effect was observed already after 12 weeks of treatment,
while decreases were not statistically significant in the other two groups treated either with a low
dose of Atoris or receiving conventional treatment. The results of the ATLANTICA study clearly
demonstrated the advantages of atorvastatin up-titration over low-dose and conventional treatment
with regard to the effects on lipid parameters as well as pleiotropic effects, which were observed in
a reduced number of patients with pronounced endothelial dysfunction.®
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Figure 2. Pleiotropic effect of statins

The safety profiles of atorvastatin and Atoris

Extensive data from randomised clinical studies, post marketing analyses as well as reports to
regulatory agencies demonstrated the safety of atorvastatin in a large number of patients with
a variety of indications. A retrospective analysis of 44 completed studies, including 16,495
hyperlipidemia patients, treated with atorvastatin, placebo or other statins, revealed that only 3%
of atorvastatin-treated patients withdrew from studies due to adverse reactions, compared to 1%
of those receiving placebo and 4% of those receiving other statins. The most frequently reported
adverse reactions were related to the digestive system, while serious adverse reactions were rare and
seldom led to withdrawal. Persistent elevations in hepatic transaminases, aspartate transaminase
or alanine transaminase, to more than 3 times the upper limit of normal were experienced in only
0.5% of atorvastatin-treated patients. A persistent elevation in creatine kinase was observed in only
one atorvastatin-treated patient and was not associated with myopathy. The incidence of treatment-
associated myalgia was low in atorvastatin (1.9%), placebo (0.8%) and other statin (2.0%) groups,
and was not dose-related. No cases of rhabdomyolysis or myopathy were reported. Finally, the
overall incidence of adverse reactions observed with atorvastatin was not increased in the 10—-80 mg
dose range and was similar to that observed in patients treated with placebo and in patients treated
with other statins.?® Other clinical studies and meta-analyses have come to similar conclusions as
well, confirming the positive safety profile of atorvastatin at the highest recommended dose in a
wide range of patients.”

The safety results from Krka’s clinical studies with Atoris are consistent with the results of the
safety analyses in atorvastatin clinical studies. Overall, patients tolerated Atoris therapy very
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well, since adverse reactions related to the atorvastatin therapy were observed only in a few per-
centages of patients. Furthermore, the prospective ATOP study confirmed the safety of Atoris in
a wide range of patients in both primary and secondary prevention of CVDs. Additionally, the
ATLANTICA study demonstrated that the frequency of significant adverse reactions was 1.8%
in the group of patients treated with 10 mg/day of atorvastatin and 0.5% in the group of patients
treated with an increasing dose of atorvastatin. No significant differences were evident between
the frequency of adverse reactions in the control group (conventional treatment) and that in the
atorvastatin dose titration group in any phase of the study. The data from this study confirmed
the good safety profile across the whole range of Atoris therapeutic dosages (10-80 mg/day).
Finally, the INTER-ARS study, which compared the safety parameters of Atoris with those of the
originator’s atorvastatin, established comparable safety profiles between the medicines. No differen-
ces in any of the safety parameters between the study groups were found. * 2

The results of the safety analysis of Krka’s studies with Atoris are presented in Table 1.

Conclusions

Krka is dedicated to continuously evaluating the efficacy and safety of its products. Krka’s
atorvastatin is the leading statin in a large part of Europe” and has been trusted by many doctors and
patients for more than ten years.*® In this period, Krka has performed a number of interventional
and non-interventional post-authorisation clinical studies with Atoris, which included more than
25,000 patients.’® The most important clinical studies, INTER-ARS, FARVATER, OSCAR,
ATOP and ATLANTICA, have all confirmed the efficacy and safety of Atoris in a wide range of
patients, in both primary and secondary prevention of CVDs. Thus, the above clinical studies with
Atoris provide useful evidence of the benefit of atorvastatin treatment and represent an important
contribution to a better management of hyperlipidemia in different groups of patients as well as the
foundation of trust in Krka’s products.

References

! Perk J, De Backer G, Gohlke H et al. European guidelines on cardiovascular disease prevention in clinical practice (version 2012). The Fifth
Joint Task Force of the European Society of Cardiology and Other Societies on Cardiovascular Disease Prevention in Clinical Practice (con-
stituted by representatives of nine societies and by invited experts. Developed with the special contribution of the European Association for
Cardiovascular Prevention & Rehabilitation (EACPR). Eur Heart J 2012; 33 (13): 1635-701.

2 Reiner Z, Catapano AL, Backer GD et al. The Task Force for the management of dyslipidaemias of the European Society of Cardiology
(ESC) and the European Atherosclerosis Society (EAS). ESC/EAS guidelines for the management of dyslipidaemias. Eur Heart J 2011; 32:
1769-818.

* Wilson PWF, D’Agostino RB, Levy D et al. Prediction of coronary heart disease using risk factor categories. Circulation 1998; 97: 1837-47.

4 Nissen SE, Tuzcu EM, Schoenhagen P et al. Effect of intensive compared with moderate lipid-lowering therapy on progression of coronary
atherosclerosis. JAMA 2004; 291 (9): 1071-80.

5 Jones PH, Davidson MH, Stein EA et al. Comparison of the efficacy and safety of rosuvastatin versus atorvastatin, simvastatin, and pravas-
tatin across doses (STELLAR Trial). Am J Cardiol 2003; 92: 152—60.

® Arca M. Atorvastatin. A Safety and tolerability profile. Drugs 2007; 67 (1): 63-9.

"PR Newswire [internet]. 2014. [cited 2014 Apr 15]. Available from: http://www.prnewswire.com/news-releases/lipitors-safety-again-con-
firmed-in-extensive-analysis-of-49-clinical-trials-pfizer-says-53570597.html

8 Mareev VY, Belenkov YN, Oganov RG et al. Atorvastatin in the treatment of patients with coronary heart disease and dyslipidaemia and high
general risk: Efficacy and safety estimation. Design and main results of the ATLANTICA study. Kardiologiia 2008; 11: 4-13.

 Hanna Szwed. Skuteczno$¢ i bezpieczenstwo stosowania preparatu Atoris w szerokiej populacji pacjentdw — polska czes¢ badania ATOP.
Kardiologia po Dyplomie. Wydanie Specjalne 2009; 1—4.

1 Shalnova SA, Deev AD. OSCAR Study lessons — Epidemiology and treatment of high-risk patients in real-world clinical practice, 2005—
2006. Kardiovaskularnaya terapija i profilaktika 2007; 6 (1): 1-7.

' Susekov AV, Rozhkova TA, Tripoten MI et al. The randomized FARVATER study. Part 2. Effect of atorvastatin on endothelial function,
distensibility and stiffness of vascular wall. Cardiovascular therapy and prevention 2007; 6 (3): 68-75.

12 Boh M, Opolski G, Polonski L et al. Porownanie skutecznosci i bezpieczenstwa stosowania atorwastatyny generycznej i referencyjnej u 0sob
zwigkszonego ryzyka wiencowego z hiperlipidemia. Kardiologia po Dyplomie. Wydanie Specjalne 2006; 3-9.

* Central, Eastern, South-Eastern and Western Europe (ES, PT, IE, DE)

(T4 KRKN



13 Baigent C, Keech A, Kearney PM et al. Cholesterol Treatment Trialists” (CTT) Collaboration. Efficacy and safety of cholesterol-lowering
treatment: prospective meta-analysis of data from 90,056 participants in 14 randomised trials of statins. Lancet 2005; 366: 1267-78.

!4 Baigent C, Blackwell L, Emberson J et al. Cholesterol Treatment Trialists” (CTT) Collaboration. Efficacy and safety of more intensive lower-
ing of LDL cholesterol: a meta-analysis of data from 170,000 participants in 26 randomised trials. Lancet 2010; 376: 1670-81.

15 Grundy SM, Cleeman JI, Bairey Merz CN et al. Implications of recent clinical trials for the National Cholesterol Education Program Adult
Treatment Panel IIT Guidelines. Circulation 2004; 110: 227-39.

1 Schwartz GG, Ollson AG, Ezekowitz MD et al. Myocardial ischemia reduction with aggressive cholesterol lowering. (MIRACLE) study
investigators. Effects of atorvastatin on early recurrent ischemic events in acute coronary syndromes: the MIRACLE study: a randomized
controlled trial. JAMA 2001; 285( 13): 1711-8.

17 Cannon CP, Braunwald E, McCabe CH et al. Pravastatin or atorvastatin evaluation and infection therapy — thrombolysis in myocardial infarc-
tion 22 investigators. Intensive versus moderate lipid-lowering with statins after acute coronary syndromes. NEJM 2004; 350: 1495-504.

'8 Collhoun HM, Betteridge DJ, Durrington PN et al. Primary prevention of cardiovascular disease with atorvastatin in type 2 diabetes in the
Collaborative Atorvastatin Diabetes Study (CARDS): multicentre randomised placebo-controlled trial. Lancet 2004; 364: 685-96.

19 Sever PS, Dahlof B, Poulter NR et al. ASCOT investigators. Prevention of coronary and stroke events with atorvastatin in hypertensive
patients who have average or lower than average cholesterol concentrations, in the Anglo-Scandinavian Cardiac Outcomes Trial Lipid Low-
ering Arm (ASCOT-LLA): a multicentre controlled lipid-lowering trial. Lancet 2003; 361: 1149-58.

2 LaRosa JC, Grundy SM, Waters DD et al. Treating to New Targets (TNT) Investigators. Intensive lipid lowering with atorvastatin in patients
with stable coronary disease. NEJM 2005; 352 (14):1425-35.

2! Pedersen TR, Faergeman O, Kastelein JJP et al. High dose atorvastatin vs usual dose simvastatin for secondary prevention after myocardial
infarction. JAMA 2005; 294 (19): 2437-45.

22 Van Ganse E, Laforest L, Alemao E, Davies G, Gutkin S, Yin D. Lipid-modifying therapy and attainment of cholesterol goals in Europe: the
Return on Expenditure Achieved for Lipid Therapy (REALITY) study. Curr Med Res Opin 2005; 21: 1389-99.

% Yalimov AA, Shehyan GG, Zadionchenko VS. Effect of atorvastatin on lipid metabolism, microcirculation, and daily ECG monitoring
parameters in patients with acute coronary syndrome. Topical issues of heart and vascular disease 2007; 2 (3): 47-52.

2 Tandon V, Bano G, Khajuria V et al. Pleiotropic effects of statins. Indian J Pharmacol 2005; 37 (2): 77-85.

2 Malhotra HS and Goa KL. Atorvastatin. An updated review of its pharmacological properties and use in dyslipidemia. Drugs 2001;
61: 1835-81.

26 Bonetti PO, Lerman LO, Napoli C et al. Statin effects beyond lipid lowering — are they clinically relevant? EHJ 2003; 24: 225-43.

27 Sheperd J, Cobbe SM, Ford I et al. Prevention of coronary disease with pravastatin in men with hyperholesterolemia. West of Scotland Coro-
nary Prevention Study Group. NEJM 1995; 333: 1301-08.

» Newman BC, Palmary G, Sielbershats H et al. Safety of atorvastatin derived from analysis of 44 completed trials in 9416 patients. Am
J Cardiol 2003; 92: 670-6.

» Athyros VG, Tziomalos K, Karagiannis D et al. Atorvastatin: safety and tolerability. Expert Opin Drug Saf 2010; 9 (4): 667-74.
3 ePharma Market, CEGEDIM, HmR, IMS, INSIGHT HEALTH, INTELLIX, MEDICUBE, PHARMSTANDART, PharmaZOOM 2013.

31 Data on file. Krka, d. d., Novo mesto, Slovenia, 2013.

Author

Ines Hodnik, MPharm
Krka, d. d., Novo mesto, Dunajska cesta 65, 1000 Ljubljana, Slovenia



azeUIy 8UIRAI0 — Y1) ‘9SRUILIBSURI] SUIUR[R — |y ‘aSBUILLRSURI) ajepedse — | Sy
‘[uIou Jo i Jaddn — NN YBINISBACIDIRI — AD ‘UIRISBALLIS — IS ‘UNRISBAIOIR — ALY

'sbumes
ao10e.d [eoluljo
all|-|eal Ul ajes
pue aA08ye
aq 01 usnoid
usaq aney NIS
pue A1V SEexiM

‘S10940
oidonoigid
usnoid ypm
po1eIs|0} [[oM
pue oA1108ye
SIALY SEXIM

ALV S.Joreuiblo
Byl pue AlY
sy o A1ejes
pue Aoeoiye
a|qesedwod
Ajin4

uoIsSn|ouod

urepy

‘sjuaned syl

JO 9%/ Ul payuswinoop
2JaM suoljoeal

8SJOAPE [P8Jess|0] ||om
Sem jJuswiyesi) ay |

‘paisisibal
alem Adessyl ALY O1
paXull (ANAROE MO Jo

uoleAse ‘uonoeal olbis|e)

SUONOB8I 8SIBAPE 2

NN sewn O} <

MO pUe NN SeWi} g <
SAOJE UoNeAs|d AlAIOE
17V 10 1SV JO Seseo oN

‘Peress|ol oM sem
ALY Yim jusuiiesly sy

SuoNnoBal 8SIeApPE
01 8NP SUOIEBNUNUODSIP
1uswess) ON

JOIVEole)
sem NN sewi o} <
[oA8] MO 10 esealoul ON

‘8|0esedwod
SeM sauoipew Apnis
8yl Jo Aieges ey

%g¢ Aq

SU AD [€101 JO uolionpay
%L°22— INIS SBXHY o
%L22— ALV SBY *
DI

%0°GZ— :INIS S o
%292 ALV SBYY *
:0-1a7

%/.'Ge— p/Bw Og *
%E'gg— P/BW QL »
:SSBULIIS |[leM JejnoSeA
%/ Syt 1p/BW OZ °
%E'Gi+ :p/BW QL o
:Ayiqisueisip

Agpe ploJed uowwoD
%E’ LG+ p/Bw OZ °
%2 0p+ :p/Bw O
:uolele|posen
Juspuadap-wniByiopul
%0 L2~ p/BW OZ o
%t'Ge—p/BW O o
DI

%6°Sy— :p/BW OZ *
%6 7E— :p/BW O o
0-1d71

%Z 62— ALY SJoreulbLO o
%E 06— ALV SEXIA o

0L

‘pPUNOy sem uononpal O-1a7
uI sdnoub 1uswiresl) usemieq
90UaJaIp JuedlIUbIS ON
%*1'88— ALV SJOreuIbLQ
%828~ ALV SEBXHIA o
20-1d

s)nsai Apnig

INIS 40 p/Bw 0g
1o ALV Jo p/Bw O}

p/Bw 02

Jay1o 8y} pue
p/Bw Q| peAiedal
dnoub suQ

‘[eAs] O-T1d71 18b.el
Byl 8A8Iyoe 10U
pip jusied sy 4
pa|gnop sem asop
a8y} ‘Juswiesiy

10 S¥eaM g Jaly

p/Bw 0z
1o p/Bw oL

:9s0p [eNIU|

(S01Y) UNEISBAIOIE S BMJY YIM SBIPN1S 8WOIN0 A8y * | 9|qel

SHeeMm g 860.

plo Sieak G/-GE
st AO UBIY ¥e 1o AD
peysiigeise yum siusied

SHeOM ¢ 08

p|o steak 0/-G¢
‘elwspidipedAy Arewud
pue gHO yum sjusired

AAD pesoubelp INOYHM e
sieah O Ul %G'6 <

Msl AJBUOIOD 8IN|0SE o

pIO Sieak G901 e

elwspldipadAy

yum sjusized su

Areuoiod ybiH

Sfeem ol /LI

sjaned

uoneing N

so|youd juaned

sbumes
aonoeld [eojulo
ajl-[eal Ul NIS
pue ALV SEXIM
10 Aoeole syl
ysl|oelse pue
sjuaned ysu
-ybiy Auepr of

uonouny pue
2JN1oNJS |[em
Jejnosen pue
sjeAe| usBouqly
‘ueroid
BA10B8I-D)
‘spidij uo ALY
SEMJIY 10 S10848
a1 81en[ens o]

1usbe

90UBJ9Jal By} SE
ALV S.Jojeulblo
8L 0}
patedwod A Y
S,BMIY JO uonoe
olwepidijodAy
By} ayenfens o

annoalqo
Arewud

0dVOSO

nd31vAdYd

21SHV-H3LNI

Apnis

(T4 KRKN

8



a7euly| aURal — Y9 ‘8SeUILIBSUEL) BUIUR[R — |V ‘OSeuIleSUR) ajepedse — | Sy
‘[ewLou Jo i Jaddn — NN YBINOSEAOIPIBI — AD ‘UIRISBALUIS — IS ‘UNBISBAIONR — ALY

‘aJn|iey Yeay Jo
uoissaiboid sy}
pue (uonoJsejul
[elpsecoAw
‘930J1S ‘Uiesp
AD) S8W02IN0
O|WBYOS| 81aN0S
10 uonusnaid
oy} J0} suloIpaW
OAj08Ye Ue

s| Aep/Bw Ot

JO 9SOp € 1e
ALY SEBXIA

‘Aouspuadep
9sop Sl pue
O-1a71 Uo ALY
SBMJIY O 10018
NN Vok)
Apnis ay |

‘sjuaned

10 uonendod
SpIM B Ul 8Jes
puUe aA1109)e 8q
01 usnoud useq
Sey ALV SexiH

uoISN|ouod
urepy

‘peuodal 10U
9JOM SUOIOBSI 8SIBAPE
jueolubis Ajjeojuio

"pe1RISIO] [[OM SBM
ALY UM JusLL}eas) 8u |

‘g dnoib

ul 9%G°0 pue y dnoib
Ul %8| SeM SUOI}0eal
9sJanpe Jueouubls

J0 Aousnbaly ay |

Apnis ay1 1o aseyd Aue

ul sdnoib usamiag s1uene
asJanpe Jo Aousnbai) ayy
Ul 9ouBJayIp JuedubIS ON

‘pe1RISO] oM SBM
ALY UM JuswIeal) 8u |

‘SuUoljoeal 8siaApPE O] 8NP
luswileal] 8yl PanuiuoodsIpP
sysiied 81 JO %g'e

‘pepodal sem
NN Sewi g < uolens|e
Ainjoe | Sy Jo eseo |

‘peuodal
SIBM NN OF < MO pue
NN Sewi} € < Uolens|d
AJAIOB [TV JO S8SeD ON

"pa1RIs|O] [[OM SBM
ALY UiMm Juswizess; ey

%8'€2 A

SIUSAS DILLIBYOS] JO S0oUSPIOoUl

|[BJBA0 JO uononpay
X8pul UOIEN2JI00IOIL

B} JO 8SBealoul %162
susied ayi Jo

%9°€G Ul (10w Jo | Aq)
eulbue LoYs JO SSejo
[euoiouNy 8y} Jo BuuemoT

%S €v— 0L
%V 75— 0-1d1

%28 =D dnoi) e
%9'8¢— :g dnois) o
%1 62— v dnois e
DL

%8'¢— 10 dnoio e
%9'86— :g dnols) e
%L 1= 1y dnois) e
0-1a7

‘sliejewreled

pidi| uo 108ye Jejiwis B
pey ALY SBxy siusned
10 sdnoJb jusialip Buowy

%9¢— 0L
%9¢-:0-1d71

synsai Apnig

p/Bw O

Jusweal)
[BUONUBAUOD

10 dnoug

(Bw 9'82

sem Apnis

8y} JO pus 8y} Je
9S0p ueaw ayy)
p/Bw 08-0

:g dnou)

p/Bw ok
'y dnoun

‘lona|
|0J81S8|0Y0 186IBY
2y} 8A8IYOE 10U
pip usied sy 4
pa|gnop Sem asop
8y} ‘Juswiesiy

10 SyPeM g Jay

p/BW 0z
1o p/Bw oL

:as0p [eNu|

(SLIO1Y) UnBISEAIOIE SBMIY YIM S8IpN1S swooIN0 Asy * | 8|0e]

S eoM 1 86

uoneAse Juswibes | g
1NOYIM IO YUIM ‘PlO SIesh
0/-2¢S ‘elwspidipedAy
UM siusired SOV

}SUAD UblY e
Moeje
OlWBYOS| JusISue.] e
SUWOJPUAS Olj0ge1sW e
snyjjlew sayeqelp ¢ adA} e
wsAnaue
JlJO. [BUILLOPCE. e
selepe
9} JO SIS0J8|0S0IBY1Ee
pasoubelp e
‘Yum io dHO
pPaysI|oeIse Yim ‘sieak
G/-8| ‘elwsplidiiedAy
Uim sjusired

SHOOM ¢ G989

SN}jldW Se1eCEIP o
pue
salieue Areuolod-uou
JO 9SBSSIP SAISN[O00 o
dHO »
SUWOJPUAS Dlj00EIBW *
dno
paysi|geise Inoyum
pue Msu AD Ubly 1e e
(sieah gL +)
ejwspldipedAy psuiquuod
pue elws|olelss|oyosadAy
Arewud yum suaied

SHEOM ¢ | 1299

sjuaned

uoneing oo

so|ijoid juaned

SOV

yum siusired Jjo
Juswieal} sy}
U ALY SBXIM
10 9j0J BUL
a1ebnsanul o

JusWwieal} WJs)

-Buo| ul ALY
sy Jo Aejes
pue Aoeoiys sy}
alelisuowsp of

sjusied

10 uoneindod
opME Ul ALY
sy Jo Alejes
pue Aoeols
8U} ysligelse o]

annoalqo
Arewud

2SOV

gVOILLNVLY

sdO1V

Apnis



Krka in medicine and pharmacy

Published by

Krka, d. d., Novo mesto
Smarjeska cesta 6

8501 Novo mesto, Slovenia

Editor-in-Chief
Breda Barbi¢-Zagar

Hodnik I. Clinical studies with Krka’s atorvastatin in the management of patients with hyperlipidemia. Krka Med Farm
2014; 26 (38): 52-60.
Abstract available from: http://cobiss6.izum.si/scripts/cobiss?command=DISPLAY &base=99999&rid=3765617&fmt=118&lani=si

ISSN 0351-6040

Krka's medicines are marketed in different countries under different brand names.
Some products may not be available in all countries due to still valid patent protection.

For complete information on the products please refer to the Summary of Product Characteristics.
You can obtain it from Krka's medical representatives.

Intellectual property rights

All the information and images presented on Krka's web pages are, within the legally permitted framework, subject to protection of copyright and other intellectual property rights. The documents
published on present website pages may only be reproduced for non-commercial and personal purposes, and all the above-mentioned notices concerning the protection of copyright or other
intellectual property rights must be respected. The information contained on present website pages must not be copied, displayed, downloaded, modified, reproduced or in any other way distributed for
commercial purposes without the express written consent of Krka. The brand names and trademarks which appear on these pages are the registered trademarks of Krka, or Krka has the right to use.



