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Cholestin with Lipidol AND ITS COMPOSITION
What is Cholestin® with Lipidol™?

Cholestin with Lipidol contains a proprietary formula including citrus fruit extract with polymethoxylated flavonoids (PMFs), palm fruit extract, geraniol, EPA and DHA to create an all natural product that targets multiple steps in the pathway of cholesterol and lipoprotein synthesis. The efficacy and safety of citrus polymethoxylated flavonoids, palm fruit extract and geraniol are supported by over 30 studies, and the cardio-friendly effects of EPA and DHA are supported by literally thousands.*

What cardiovascular health factors are targeted by Cholestin® with Lipidol™?
Cardiovascular health factors include: 1) promotion and maintenance of desirable-levels of lipoprotein structural components (such as apo B, an LDL precursor, triglycerides, and cholesterol itself), 2) antioxidant protection, and 3) maintenance of normal inflammatory responses. (See the Ingredient Information section for benefits of each Lipidol ingredient).*
What is the recommended adult use of Cholestin® with Lipidol™? 
Take one (1) softgel twice daily with morning and evening meals. If morning dose is missed take two (2) with your evening meal.

Who should use Cholestin® with Lipidol™?
Cholestin with Lipidol in combination with a healthy diet and moderate exercise is safe and beneficial for healthy adult men and women concerned about maintaining a normal range of existing cholesterol levels, and for whom their physician has determined that dietary supplementation is appropriate.

What is unique about Cholestin® with Lipidol™?

Lipidol is a proprietary blend of ingredients that target multiple steps in the pathway of lipoprotein structural components (including cholesterol, apo B, and triglycerides), provides powerful antioxidants that can help protect from free radical damage, and maintenance of normal inflammatory responses.*

How is Cholestin® with Lipidol™ supplied?

Cholestin is supplied in a 30-day supply of 60 softgel capsules.
Cholestin with lipidol INGREDIENT INFORMATION
What ingredients does Cholestin® with Lipidol™ provide?
Each soft gel cap of Cholestin provides 525 milligrams of Lipidol: a proprietary blend including citrus fruit extract with polymethoxylated flavonoids, tocotrienols from palm fruit, geraniol, EPA and DHA from cold water fish.

What are the health benefits of each of the ingredients in Cholestin® with Lipidol™?

Lipidol targets multiple aspects of cardiovascular health including: 1) promotion and maintenance of desirable-levels of lipoprotein structural components, 2) antioxidant protection, and 3) maintenance of normal inflammatory responses. The following is a break down providing the details of how each ingredient supports one or more of the above mentioned benefits.*

Citrus Extract with Polymethoxylated Flavonoids

Citrus extract with PMFs helps promote and maintain desirable-levels of lipoprotein structural components

Preclinical studies have shown that the specific citrus polymethoxylated flavonoids found in Cholestin, tangeretin and nobiletin, promoted a healthy ratio of apo B, an LDL cholesterol precursor, from HepG2 cells (Kurowska, 2004a; 2002). A separate laboratory study showed that tangeretin may help the body limit apoB production by acting on diacylglycerol actyltransferase, the final enzyme in the pathway of triglyceride synthesis, where the latter plays an important role in apoB formation (Staack, 2005). In liver cells, tangeretin limited apoB secretion, intracellular synthesis of cholesteryl esters, free cholesterol, and triacylglycerols. This effect on TAG synthesis and mass were associated with limited diacylglycerol (DAG) aceyltransferase and microsomal triglyceride transfer protein (MTP) activities (Kurowska, 2004b).*

Citrus xtract with polymethoxylated flavonoids provide antioxidant protection
The primary citrus flavonoids in Cholestin with Lipidol, nobiletin and tangeritin are known polyphenol antioxidants. Among other cardiovascular health factors, the oxidation of LDL cholesterol leads to the formation of foam cells. An in vitro study found that the polymethoxylated flavonoid nobiletin from orange peel extract may help limit macrophage foam-cell formation (Whitman, 2005).*

Citrus extract with PMFs help support the maintenance of healthy inflammatory responses

Isolated flavonoids, including those in citrus, have been shown in vitro to support healthy inflammatory responses (Manthey, 2000). Polymethoxylated citrus flavonoids have been shown to be more biologically active than regular citrus flavonoids. Polymethoxylation of flavonoids occurs naturally, and results in extremely active and potent molecules. The two primary polymethoxylated flavonoids (PMFs) in Cholestin with Lipidol are tangeretin and nobiletin. In vitro, nobiletin was shown to help maintain healthy inflammatory responses by influencing cytokine activity; cytokines such as interleukin-6 and interleukins 1-alpha and 1-beta (Lin, 2003). Tangeretin was shown to influence t-lymphocyte mitogenic response and thymidine uptake by activated lymphocytes (Manthey, 2000).*

Palm Fruit Extract with tocotrienols

Tocotrienols help promote and maintain desirable-levels of lipoprotein structural components 

A number of clinical studies using tocotrienols derived from palm fruit or rice bran have been performed. Subjects receiving tocotrienol supplementation for 4-8 weeks experienced significant benefit to their total cholesterol levels, with the major influence on LDL cholesterol, whereas HDL cholesterol remained essentially unchanged. In a trial with pure gamma tocotrienol, similar affects were also observed (Theriault, 1999).* 

In a double-blind, crossover study, 15 subjects were given daily tocotrienol rich palm fruit extract, and 40 subjects were given a placebo for four weeks, after which regimens were reversed for six-week periods. The subjects who received tocotrienol-rich fraction showed a significant benefit during the initial 4 weeks on total cholesterol, LDL-cholesterol, ApoB, while the placebo group showed no significant changes. The crossover for the initially placebo group confirmed the actions of tocotrienols from palm fruit extract; there was a carryover effect in the first group given such where lower lipid readings persisted even after subjects were given placebo for six weeks (Qureshi, 1991).*

Tocotrienols provide antioxidant protection.

Tocotrienol was shown to be a better antioxidant than alpha tocopherol in vitro (Theriault 1999; 2002). It was observed that tocotrienol was more effective than alpha-tocopherol in protecting of the rat heart against oxidative stress during ischemia-reperfusion (Theriault 1999).*
Geraniol

Geraniol and maintaining desirable-levels of cholesterol

Geraniol has been shown to exhibit HMG-CoA reductase activity in vitro. These results indicate that geraniol may suppress HMG-CoA reductase synthesis at a post-transcriptional level by attenuating HMG-CoA reductase mRNA translational efficiency (Peffley, 2003).  In a preliminary open study with 22 subjects, eight subjects responded to daily administrations of 140 mg lemongrass oil, which contained 4% geraniol (5.6 mg). In those, who responded significant improvements of cholesterol of 7.9%, 8.8%, and 10.4% were seen after 30, 60, and 90 days of supplementation, respectively. However, in the other 14 subjects, no significant benefit to cholesterol was found. It appears likely that the dose of geraniol used in this study was too low to be optimal (Elson, 1989). While exact milligram amounts of Lipidol ingredients are proprietary, a daily supply of Cholestin with Lipidol delivers significantly more geraniol than Elson’s study.*

Geraniol provides antioxidant protection

Although geraniol’s primary function in Lipidol is action on HMG CoA reductase, it has also been shown to manifest general antioxidant activity (Choi, 2000) and a separate study using sheep adrenal cells showed that geraniol protected LDL cholesterol from oxidation (Naderi, 2004).*

EPA and DHA

Cholestin with Lipidol is a proprietary blend of citrus and palm fruit extracts, geraniol, EPA and DHA from fish oil. The amounts of EPA and DHA in the formula are intended to be supplementary to MarineOmega.  

EPA and DHA help maintain healthy inflammatory responses

Eicosapentaneonic acid (EPA) forms the prostaglandin PGE3 and thromboxanes that help counterbalance the effects of pro-inflammatory products derived from arachidonic acid.  Thus, high intakes of omega-3 fatty acids help contribute to a healthy inflammatory response in the body.  It is becoming widely implicated that an imbalance of inflammatory response is involved in a wide variety of health concerns, including cardiovascular health. Thus, adequate intake of omega-3 fatty acids can help provide support for maintaining healthy inflammatory responses related to cardiovascular health (Connor & Connor 1997; Davidson et al. 1997).*

Other cardiovascular benefits of EPA and DHA
Many clinical trials have been published to date, documenting omega-3 fatty acids’ benefit to the cardiovascular system.  The clinical studies have included short and long-term, placebo-controlled and comparative studies versus omega-6 fatty acids, and vitamin E (see table 1 at the end of this document).  In these studies, omega-3 fatty acids have demonstrated significant associations with increases in good health and longevity, decreased triglyceride levels, promotion of vascular health, and healthy blood pressure maintenance.* 

Scientific studies have shown that EPA and DHA from fish oil support the cardiovascular system.  The American Heart Association (AHA) has stated that epidemiological and clinical trials have shown that omega-3 fatty acids reduce cardiovascular risk factors. They suggest that healthy people, people with high cardiovascular risk factors and those dealing with preexisting cardiovascular concerns will benefit. They recommend including omega-3 fatty acids in the diet mainly from fish and plant sources. They continue on to say that some people with high triglycerides (blood fats) and people with preexisting cardiovascular concerns may benefit from more omega-3 fatty acids than they can easily get from diet alone. They state, “These people should talk to their doctor about taking supplements to reduce heart disease risk” (Kris-Etherton 2002). The Food and Drug Administration (FDA) has also approved the following statement: “Consumption of omega-3 fatty acids may reduce the risk of coronary heart disease. FDA evaluated the data and determined that, although there is scientific evidence supporting the claim, the evidence is not conclusive.”  In the Harvard Health Professionals Follow-Up Study, the consumption of 1-3 servings of fish per week was associated with improved cardiovascular health (Connor 1997).

What is the mechanism of action of Cholestin® with Lipidol™?

Cardiovascular health factors include: 1) promotion and maintenance of desirable-levels of lipoprotein structural components (such as apo B, an LDL precursor, triglycerides, and cholesterol itself), 2) antioxidant protection, and 3) promotion of healthy inflammatory responses.* (see the Ingredient Information section above  for action of each Lipidol ingredient).
What is the source of each ingredient in Cholestin® with Lipidol™?

Citrus polymethoxylated flavonoids are extracted from the peel of oranges. Tocotrienols are delivered from red palm fruit extract; EPA and DHA are sourced from the purest cold water fish available, and geraniol (a compound found naturally in many plants and fruits) is delivered in a nature-identical form.

What is the difference between the previous formula of Cholestin and this current formula?

From spring of 2001 until spring of 2005 Cholestin contained an all natural component of beeswax called policosanol which supported existing normal cholesterol levels. In June 2005, Cholestin with Lipidol was introduced. This new formula targets multiple aspects of cardiovascular health including: 1) promotion and maintenance of desirable-levels of lipoprotein structural components (such as apo B, an LDL precursor, triglycerides, and cholesterol itself), 2) antioxidant protection, and 3) promotion of healthy inflammatory responses.*

BACKGROUND ON CARDIOVASCULAR HEALTH

How is diet involved with maintaining healthy cholesterol levels?

A diet high in fat requires the production of bile for the breakdown of dietary fats. One of the constituents of bile is cholesterol, which is reabsorbed into the blood stream after it has completed its purpose in fat break down. Not only does a high fat diet require the production of cholesterol (as a component of bile) but animal products naturally contain cholesterol. Thus a high fat diet provides exogenous cholesterol, while at the same time stimulates the body to produce endogenous cholesterol.

How is lifestyle involved with maintaining healthy cholesterol levels?

Cholesterol is carried by two main lipoproteins: Low density lipoproteins, and high density lipoproteins. LDL cholesterol is associated with increased cardiovascular risk factors, while HDL cholesterol is associated with reduced risk cardiovascular risk factors. Lifestyle factors such as cigarette smoking are known to increase LDL oxidation (and therefore formation of atherosclerotic plaques), and lifestyle factors such as exercise are known to increase high density lipoproteins which is associated with reduced risk of cardiovascular disease. 

SAFETY
Is Cholestin® with Lipidol™ safe?

All the ingredients in Cholestin with Lipidol have been shown to be safe at the amounts recommended.

Are there any side effects of Cholestin® with Lipidol™?
No side effects have been reported in the studies conducted on the ingredients in Cholestin with Lipidol.

Are there any contraindications or known drug interactions with Cholestin® with Lipidol™?

Preliminary data suggest polymethoxylated flavonoids found in Cholestin with Lipidol may inhibit the efficacy of oral tamoxifen, and should therefore not be taken concurrently with antiproliferative drugs. 

Individuals taking statin drugs must consult with their physician prior to taking Cholestin with Lipidol. Pharmanex cannot make medical recommendations, or recommend that Cholestin with Lipidol be taken with statin drugs.
Are there any grapefruit derived ingredients in Cholestin® with Lipidol™?

Cholestin with Lipidol contains citrus extract from orange peels; grapefruit is not a component of Lipidol. 

The grapefruit flavonoids implicated with the suppression of P450 enzymes are not present at significant levels in Cholestin with Lipidol.

Is there anyone who should not use this product?

Cholesterol is an important building block to developing a fetus; women in their childbearing years should consult with a physician prior to taking Cholestin with Lipidol
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