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Introduction
Pain is a major symptom of disease and injury and one of the 
main reasons why people seek health care assistance. Yet  
estimates from the World Health Organization indicate that 7.5 
billion people globally do not have access to adequate pain  
control, while inadequate pain support has been documented in 
more than 150 (mostly developing world) countries.1,2 The ability 
to manage pain pharmacologically is a major factor that  
separates developing countries from developed countries. 
Sub-Saharan Africa carries more than 24% of the global burden 
of disease and, according to Kumar, children living in Africa are 
more likely to face illness and death before the age of five than in 
any other region in the world.3 These facts highlight the potential 
for pain and suffering for children living in sub-Saharan Africa.

The meaning and expression of pain are influenced by culture, 
yet few have studied the influence of culture on pain.4 Culture 
has been identified as a major barrier to pain relief in Africa and 
failing to recognise cultural influences in pain management can 
contribute to cultural conflict, miscommunication, misdiagnosis, 
inappropriate care and ineffective patient care. Cultural factors 
related to pain include: pain expression, pain language, the  
cultural meaning of suffering, traditional healers and remedies 
and social roles, perception and expectation.5,6

Understanding the significance of traditional medicine and how 
it relates to pain is crucial to unravelling the complex African 
view of illness where disease, injuries and misfortune can be  
attributed to a combination of natural causes, witchcraft and  
unappeased ancestral spirits. In the Nguni culture, for example, 
beliefs surrounding pain are intricately linked to communication 
with ancestors who are seen as spirits who are actively involved 
in the world of the living. Similarly, Sotho culture holds the belief 

that when an ancestral spirit (Balimo) is angered it can cause  
sickness and misfortune, which result in pain (as a form of  
punishment).7 The traditional view that pain can be controlled 
only if the ancestors are appeased impacts on the treatment of 
pain. In both cultures children are taught to endure pain with 
stoicism and resilience.8,9

The ratio of traditional healers in sub-Saharan Africa is set at 
1:500 people in comparison with 1 medical doctor per 40 000 
people. It is therefore clear that traditional medicinal remedies 
are more accessible and play a major role in sub-Saharan Africa 
where 80% of the more than 1 billion people in 54 African  
countries still make use of traditional medicine.10

In order to provide for the pain requirements of culturally diverse 
patients, health care professionals need to develop an increased 
awareness and understanding of the influence of culture, and the 
expression thereof in different languages, on their patients’ pain 
perceptions and behaviour. Levin, in a survey on barriers in health 
care delivery at the Red Cross War Memorial Hospital in Cape 
Town, South Africa, found that 64% of the sample population had 
indicated difficulties in either understanding or communicating 
with their doctors.11 Schlemmer and Marsh also reviewed the  
effects of language barriers in South African hospitals and  
findings from their study revealed that language barriers placed 
severe limitations on the patient’s ability to communicate pain 
and anxiety to those responsible for his/her care.12,13

Sample and methodology
The goal of this paper is to describe and interpret South African 
Nguni and Sotho perceptions of physical pain and to provide 
new insights in this regard. A qualitative study was conducted to 
determine said perceptions.
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The anti-inflammatory properties of simvastatin can benefit statin-naïve  
rheumatoid arthritis patients with associated risks for cardiovascular disease
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Background: The anti-inflammatory properties of statins are well documented. The aim of this study was to determine if statins 
may offer therapeutic benefits in rheumatoid arthritis (RA) patients that are also at risk for cardiovascular disease.
Methods: Patients with moderately active RA, despite being on maximum disease-modifying anti-rheumatic drugs (DMARDs)  
therapy, and that were at risk for cardiovascular disease, were screened for inclusion. Eligible patients were randomised into two 
groups. In this open-label, cross-over design patients in group 1 received simvastatin treatment (20 mg/day) for a period of 3 months in 
addition to their usual DMARDs, after which they stopped simvastatin treatment and were followed up for a further 3 months while on 
their usual DMARDs only. Those in group 2 were allowed to continue on their usual DMARDs without simvastatin treatment for the first 
3 months of the study, after which they received 20 mg/day simvastatin for a period of 3 months in addition to their usual DMARDs.
Results: The addition of 20 mg simvastatin to conventional DMARDs produced significant improvements in all of the evaluated 
parameters. These include significant improvements in DAS28 score, tender joint count, swollen joint count, CRP levels and ESR, 
while patients were receiving simvastatin treatment.
Conclusions: The addition of 20 mg simvastatin to conventional DMARDs in statin-naïve RA patients at risk for cardiovascular 
disease may add benefit, apart from modifying lipid profiles, by modulating immune function and suppressing disease activity.

Keywords: anti-inflammatory, cardiovascular disease, disease-modifying anti-rheumatic drugs (DMARDs), rheumatoid arthritis, 
statins

Introduction
Rheumatoid arthritis (RA) is a chronic inflammatory polyarthritis,  
affecting at least 1% of the world’s population and 2% to 3% of  
people over the age of 60 years.1 It is one of the most debilitating 
diseases that is associated with marked local and systemic  
inflammation. The mortality rate in RA patients is higher, compared 
with normal healthy individuals, as is the incidence of cardiovascular 
and other systemic complications.2 Advances in the field of  
molecular biology allowed for the development of more efficacious 
drugs for the treatment of RA. Despite these innovations, optimal 
disease control and prevention of disease progression remains  
difficult in many patients. As a consequence, characteristic RA  
complications like reduced life expectancy and poor long-term 
prognosis persist.3 The biologic and non-biologic disease-modifying 
therapies that are currently available sometimes yield limited  
responses and occasionally fail to induce any remission of the  
disease.2 Hence the continued search for alternative treatment  
strategies that may improve patients’ outcomes.

Non-biologic forms of treatment that are still being investigated 
include the use of statins as an adjunct therapy due to their  
reported anti-inflammatory and immunomodulatory properties. 
The majority of these properties may be independent of the  
lipid-lowering effects of statins and are thought to be the result 
of interrupted inflammatory signalling pathways. Amongst other 
effects, in vitro experiments have demonstrated that statins curb 
the secretion of pro-inflammatory cytokines like IL-6, IL-84 and 
IFN-γ5, as well as inhibit T cell proliferation and activation.6,7

Statins can serve a dual purpose in view of their documented  
anti-inflammatory effect and long-established lipid lowering  
effect in RA patients with associated risks for cardiovascular  

disease.8 Such a dual effect has been hypothesised for statins in  
systemic lupus erythematosus, another multisystem autoimmune 
disease associated with accelerated atherosclerosis.9 Recent clinical 
studies have shown that statin use in patients with RA help in  
reducing disease activity score and swollen joint count in addition to 
lowering cardiovascular risk. These improvements in disease  
activity and swollen joint count are accompanied by some  
improvement in plasma markers of inflammation, such as  
C-reactive protein (CRP) and erythrocyte sedimentation rate (ESR).10 
Increasing evidence of the anti-inflammatory effect of statins  
warrants further research exploring the potential of these agents in 
the management of RA, a chronic disease marked by high levels of 
inflammation. This study investigated the effect of statin therapy on 
some clinical outcomes of rheumatoid arthritis in a South  
African population of patients with associated risks for cardiovascular 
disease, using simvastatin as the investigational product.

Methods and procedures
An open-label, randomised, controlled, cross-over study was 
conducted. Participation in the study was voluntary and all  
participants provided informed consent. Ethical approval was 
granted by the University of Pretoria, Faculty of Health Sciences 
Research Ethics Committee (Protocol No. 129/2011) prior to 
commencement of the study. The study was conducted  
according to ICH GCP, SA GCP and the Declaration of Helsinki for 
medical research involving human subjects.

Patients with moderately active RA despite being on maximum 
DMARD therapy and having associated cardiovascular risks were 
screened at the Rheumatology Clinic of Steve Biko Academic 
Hospital. Eligible patients were randomised into two groups and 
each patient was seen over three visits at the Rheumatology 
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