
atherosclerosis remains the number one cause of morbidity and mortality 
in most countries. After almost a century of research, the creation of a 
huge industry in blood cholesterol testing  and marketing of statins, as 

well as significant advances in interventional cardiology and coronary by-
pass surgery, the causation and pathogenesis of atherosclerosis remains, as 
yet, not only poorly understood, but actually controversial.

If the risk factors for atherosclerosis remain poorly understood, and 
some very controversial, it is no wonder that in spite of improved survival 
from coronary heart disease (CHD) (due to all the efforts and funds spent on 
investigations and treatment), there is no good evidence that the incidence of 
atherosclerosis has significantly decreased. 

Many doctors leave medical school with a poor knowledge of physiology 
and biochemistry and come to rely blindly on information imparted from 
pharmaceutical companies, the latter also influencing clinical research with 
their funding. So let’s go back to some basic science and clinical research 
from as far back as the 1960s which, although apparently largely forgotten, 
remains valid.

Blood insulin (hyperinsulinaemia and insulin resistance) has been 
claimed to be the most important predictor of CHD.1-12 However, this has 
been largely ignored because the “dietary saturated fat, blood cholesterol 
and CHD” theory has prevailed and spawned the multi-billion statin 
industry, directed at lowering LDL-cholesterol. But around 50% of patients 
hospitalised with CHD are reported to have total and LDL-cholesterol levels 
within normal limits.13

A study which looked at fasting blood insulin levels compared with 
conventional risk factors, to see which was more predictive of developing 
CHD over a 5-year period in clinically disease-free individuals, found 
that fasting insulin levels were more than twice as predictive compared to 
LDL-cholesterol (Figure 1).14 Triglycerides (TRG) were also more predictive 
than LDL.15-16 In fact, one of the first signs of hyperinsulinaemia is increased 
TRG. Although HDL by itself is a less powerful predictor than LDL, when 
the increase in risk of elevated TRG is multiplied by the increase in risk of 
decreased HDL, the result is very close to fasting insulin as risk predictor for 
CHD. The fasting TRG/HDL ratio is in fact a surrogate marker for fasting 
insulin.17-20

You will remember from previous instalments that what routine 
laboratories measure as LDL consists of two fractions, one large and light and 
the other small and dense. The latter is very prone to oxidation and claimed 
to be related to atherosclerosis.21 The other fraction is reckoned not be related 
to CHD. In routine laboratory estimates of LDL levels one does not know 
which LDL fraction predominates. However, high fasting TRG/HDL ratios 
have been associated with high levels of the small dense LDL fraction, and 
the TRG/HDL ratio is therefore a convenient surrogate marker for the small 
dense LDL fraction.22

A study comparing patients who had survived their first heart attack 
with matched patients without a history of CHD, found (Figure 2) that 
those with the highest TRG/HDL ratios were 16 times more likely to have 
a heart attack than those with lower ratios.23 This is a dramatic finding. Do 
you know which drug lowers the TRG/HDL ratio? No, it’s not statins. It’s a 
low-carbohydrate with adequate protein and saturated and monounsaturated 
fat diet.24,25  

The conventional wisdom driving the “dietary saturated fat, blood 
cholesterol and CHD” band-wagon continues to advise doctors and the 
general public to reduce dietary fat at all costs. But dietary fat has no 
direct effect on blood insulin. Even way back in 1997, leading nutritional 
researchers wrote in the New England Journal of Medicine that there is no 
persuasive data supporting the hypothesis that a low-fat, high-carbohydrate 
diet has any long-term benefit in treating obesity, CHD and cancer.26 Why? 
Because each of these diseases is associated with hyperinsulinaemia. Fat 
has no effect on insulin secretion, whereas carbohydrates have a major 
stimulatory effect.

In conclusion, it is most unfortunate that the US governmental 
nutritional advice continues to recommend severe restriction of dietary 
saturated fat. Also worrying are, (a) the continuing conventional wisdom 
that LDL is the prime indicator of CHD risk, (b) the lack of recognition 
that the TRG/HDL ratio is the most predictive of all the routine blood lipid 
profiles, and (c) that statin therapy protocols based mainly on routine LDL 
levels (without knowledge of LDL dense sub-fractions) are of suspect validity. 
Statins might be a blunderbuss therapy whose positive effect on established 
CHD may be only via their anti-inflammatory action, similar to the far 
cheaper aspirin.

Whether adding more expensive predictive tests, such as high-sensitivity 
C-reactive protein (HsCRP) and the PLACtest , improves mortality 
from CHD (compared to the routine TRG/HDL ratio), is not yet clearly 
established. 
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The Powerful Amoxicillin
+ Clavulanic Acid Combination

Forcid Solutab®:
●  Contains amoxicillin and clavulanic acid in the 

ratio 7:1, the powerful combination to � ght 
infections in unique Solutab® formulation

Forcid Solutab® indications:
●  Acute bacterial sinusitis, acute otitis media, 

acute exacerbations of chronic bronchitis, 
community acquired pneumonia.

●  Cystitis, pyelonephritis.
●  Skin and soft tissue infections in particular 

cellulitis, animal bites.
●  Severe dental abscess with spreading cellulitis.
●  Bone and joint infections, in particular 

osteomyelitis.

Forcid Solutab® o� ers a convenient antibiotic 
therapy for adults and children:
●  Easy and � exible administration, the unique 

versatile formulation can be swallowed intact or 
dissolved in water.

●  Equally e� ective whether dissolved in water or 
taken as a tablet and rapidly absorbed.1

●  Suitable for a wide range of patients: no sugar, 
no gluten, no sodium, no lactose.

Forcid Solutab® dosing in adults 
and children ≥ 40 kg: 
●  Standard dose of Forcid Solutab 1000 is 2 times 

a day. 
●  For infections such as otitis media, sinusitis, 

lower respiratory tract infections and urinary 
tract infections, Forcid Solutab1000 is 
recommended to be given 3 times per day.

Forcid® 1000 Abbreviated Prescribing Information. Presentation: Forcid® 1000, containing as active substances amoxicillin and clavulanic acid. Each tablet/dispersible tablet contains  875 mg amoxicillin as amoxicillin trihydrate and 125 mg clavulanic acid as potassium clavulanate. Indications: 
Amoxicillin/clavulanic acid tablets are indicated for the treatment of the following infections in adults and children: acute bacterial sinusitis (adequately diagnosed), acute otitis media, acute exacerbations of chronic bronchitis (adequately diagnosed), community acquired pneumonia, cystitis, pyelonephritis, 
skin and soft tissue infections in particular cellulitis, animal bites, severe dental abscess with spreading cellulitis, bone and joint infections, in particular osteomyelitis.  Consideration should be given to o�  cial guidance on the appropriate use of antibacterial agents. Duration of therapy: The duration of 
therapy should be determined by the response of the patient. Some infections (e.g. osteomyelitis) require longer periods of treatment. Treatment should not be extended beyond 14 days without review. Posology: The dose of amoxicillin/clavulanic acid that is selected to treat an individual infection should 
take into account the expected pathogens and their likely susceptibility to antibacterial agents, the severity and site of infection, the age, weight and renal function of the patient. Adults and children over 40 kg: The standard dose of Forcid 1000 is 2 times a day. For infections such as otitis media, sinusitis, 
lower respiratory infections and urinary tract infections, Forcid 1000 is recommended to be given 3 times per day.  Children under 40 kg: 25mg/3.6mg/kg/day to 45mg/6.4mg/kg/day given as 2 divided doses.  No clinical data are available for amoxicillin/clavulanic acid 7:1 formulations higher than 
45mg/6.4mg/kg per day in children under 2 years. There are no clinical data  for amoxicillin/clavulanic acid 7:1 formulations for patients under  2 months of age. Dosing recommendations in this population cannot be made. Elderly patients: No dose adjustment is necessary. Patients with impaired 
renal function: No dose adjustment in dose required in patients with creatinine clearance (CrCl) greater than 30ml/min. In patients with CrCl less than 30ml/min, use of Forcid 1000 is not recommended as no recommendations for dose adjustments are available. Patients with impaired liver function: 
Dose with caution and monitor hepatic function at regular intervals. Method of administration: Amoxicillin/clavulanic acid tablets are for oral use.  Administer at the start of a meal to minimise potential gastrointestinal intolerance and optimise absorption.  Forcid tablets can be swallowed whole with 
a glass of water, or � rst dissolved in a ½ cup of water (at least 30ml) and stirred thoroughly before swallowing. Contraindications: Hypersensitivity to the active substances, to any penicillins or to any of the excipients. History of severe immediate hypersensitivity reaction (e.g. anaphylaxis) to another 
beta-lactam agent (e.g. a cephalosporin, carbapenem or monobactam). History of jaundice/hepatic impairment due to amoxicillin/clavulanic acid.  Special warnings and precautions for use: Before initiating therapy, careful enquiry should be made of previous hypersensitivity reactions to penicillins, 
cephalosporins or other beta-lactam agents.  Serious and occasionally fatal hypersensitivity (anaphylactoid) reactions have been reported in patients on penicillin therapy. These reactions are more likely to occur in patients with a history of penicillin hypersensitivity and in atopic individuals. If an allergic 
reaction occurs, amoxicillin/clavulanic acid must be discontinued and appropriate alternative therapy instituted. If an infection is proven to be due to amoxicillin-susceptible organism(s), consideration should be given to switching from amoxicillin/clavulanic acid to amoxicillin in accordance with o�  cial 
guidance.  This presentation of amoxicillin/clavulanic acid is not suitable for use when there is high risk that presumptive pathogens have resistance to beta-lactam agents that is not mediated by beta-lactamases susceptible to inhibition by clavulanic acid. This presentation should also not be used to treat 
penicillin-resistant S. pneumonia.  Convulsions may occur in patients with impaired renal function or in those receiving high doses. Avoid if infectious mononucleosis is suspected. Concomitant use of allopurinol during treatment with amoxicillin can increase the likelihood of allergic skin reactions.  Prolonged 
use may result in overgrowth of non-susceptible organisms. Occurrence of feverish generalised erythema associated with pustula at treatment initiation may be a symptom of acute generalised exanthemous pustulosis (AGEP) and requires treatment discontinuation and contra-indicates any subsequent 
administration of amoxicillin. Use with caution in patients with evidence of hepatic impairment. Hepatic events have been reported predominantly in males and elderly patients and may be associated with prolonged treatment. These events have been very rarely reported in children. In all populations, signs 
and symptoms usually occur during or shortly after treatment but in some cases may not become apparent until several weeks after treatment has ceased. These are usually reversible. Hepatic events may be severe and in extremely rare circumstances, deaths have been reported. These have almost always 
occurred in patients with serious underlying disease or taking concomitant medications known to have the potential for hepatic e� ects. Antibiotic-associated colitis has been reported, consider in patients who present with diarrhoea. Should antibiotic-associated colitis occur, amoxicillin/clavulanic acid should 
immediately be discontinued, a physician be consulted and an appropriate therapy initiated. Anti-peristaltic medicinal products are contra-indicated in this situation. Periodic assessment of organ system functions is advisable during prolonged therapy. Prolongation of prothrombin time was reported rarely 
in patients receiving amoxicillin/clavulanic acid. Appropriate monitoring should be undertaken when anticoagulants are prescribed concomitantly. Adjustments in the dose of oral anticoagulants may be necessary to maintain the desired level of anticoagulation.  In patients with  renal impairment, dose 
should be adjusted according to degree of impairment. In patients with reduced urine output, crystalluria has been observed very rarely, mainly with parenteral therapy. Maintain adequate � uid intake and urinary output during administration of high doses of amoxicillin to reduce possibility of amoxicillin 
crystalluria. If bladder catheter is in-situ, check patency. False positive results may occur when testing presence of glucose in urine with non-enzymatic methods during treatment of amoxicillin; use enzymatic glucose oxidase methods. Clavulanic acid in Forcid may cause non-speci� c binding of IgG and 
albumin by red cell membranes leading to false positive Coombs test. Reports of positive test results using Bio-Rad Laboratories  Platelia Aspergillus EIA test; cross-reactions with non-Aspergillus polysaccharides and polyfuranoses with Bio-Rad Laboratories Platelia Aspergillus EIA test have been reported; 
positive results should be interpreted cautiously and con� rmed by other diagnostic methods. Forcid 1000 contains 0.64 mmol potassium per tablet (25 mg). Pregnancy and lactation: Use in pregnancy should be avoided unless considered essential by physician. Both amoxicillin and clavulanic acid are 
excreted in breast milk; consequently diarrhoea and fungus infection of mucous membranes is possible in breast-fed infants. Amoxicillin/clavulanic acid should only be used during breast-feeding after bene� t/risk assessment by physician in charge. Undesirable e� ects: The most commonly reported 
adverse reactions (ADRs) are diarrhoea, nausea and vomiting. For a full listing of undesirable e� ects, refer to the complete Summary of Product Characteristics for  Forcid  1000. Marketing authorization holder: Astellas Pharma Europe BV., Sylviusweg 62, 2333 BE Leiden. The Netherlands. 13-FOR-003 Adverse 
events should be reported to the local regulatory authority and Astellas Pharma Europe BV., Sylviusweg 62, 2333 BE Leiden. The Netherlands. Please read carefully the instructions on the package lea� et. 13-FOR-004 102013
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