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FOR IMMEDIATE RELEASE
Orthomolecular Medicine News Service, March 21, 2013

Niacin is the Safest and Most Effective Way to Control
Cholesterol (But You'd Never Know it from the Media)

(OMNS Mar 21, 2013) The health benefits of niacin are again being challenged. Why? The simple
answer is to follow the money. Cholesterol-controlling drugs are cash cows for the trillion-dollar-
per-year pharmaceutical industry. Niacin is cheap, non-prescription and safe. Drugs are much
more dangerous and considerably less effective. Niacin is not being attacked because it doesn't
work. Niacin is being attacked because it does work.

What You Are Hearing
"HPS2-THRIVE: No Benefit, Signal of Harm for Niacin Therapy" - Forbes [1]
"ACC: HPS2-THRIVE May Signal the End for Niacin" - Medpage

"Niacin Causes Serious Unexpected Side-effects, but no Worthwhile Benefits, for Patients who are at
Increased Risk of Heart Attacks and Strokes' - Sacramento Bee

"Niacin Therapy Unhelpful, Occasionally Harmful" - Naharnet
"Niacin doesn't help heart may cause harm, study says" - USA Today

Sadly, these headlines ignore the full story, and are incorrect because they place the blame on niacin
while ignoring the adverse effects of laropiprant and statins. Although statins are widely used, they
have serious side effects in some people, and will not help most who take them.[2]

"Niacin is really it. Nothing else available is that effective.”

(Steven E. Nissen, M.D., Chairman of the Department of Cardiovascular Medicine at the Cleveland
Clinic and past president of the American College of Cardiology, quoted in the NY Times, Jan 23,
2007)

The Real Story

A recent widely publicized interventional study on the benefit of tredaptive, a compound drug
containing an extended release form of niacin and a drug called laropiprant, has been interpreted in
the media as showing that niacin may have dangerous side effects. The study was designed to
determine the advantage of tredaptive to participants who were already taking a dose of statins to
reduce symptoms of high cholesterol and heart disease.[3] However, the study was focused on the
benefit of a specific combination of drugs, and therefore cannot determine the efficacy of niacin. This
essential vitamin is already known to be very safe and effective for lowering cholesterol. Rather, the
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study confounds the well-known benefits of niacin with the unknown dangers of incompletely tested
drugs.

The HPS2-THRIVE Study

The study on tredaptive was performed on two groups totaling 25,673 participants, in which one
group took a dose of statin along with extended-release niacin plus laropiprant, and the other group
took the same dose of statin along with a placebo.[3] The groups were followed for about 4 years, and
the medical outcomes were tabulated. The group that received the niacin and laropiprant had a
slightly increased amount of myopathy (muscle weakness), especially in a subgroup that tended to
have increased rates of myopathy compared to the general population. This group did not show any
advantage from niacin. In addition, those receiving niacin had a higher rate of stopping their
medication, mainly because of its well-known effect of causing skin flushes.

The study of tredaptive was stopped prematurely, and it has been removed from the market. But this
should not be taken as an argument against using niacin. Rather, it should be a notice for caution
about the use of extended release niacin in combination with these two other drugs that are known to
have side effects. This is consistent with previous knowledge that extended or slow release forms of
niacin are less safe than plain standard niacin. Further, there may also be a special problem in the
combination with the statin and laropiprant drugs utilized in the study. This emphasizes that
knowledge about laropiprant and its effects in combination with other drugs such as statins is
insufficient. Although tredaptive is now unavailable for ordinary patients, and was never approved for
sale in the USA, doctors continue to advise the use of niacin for its beneficial effects.

"Niacin is the best substance currently available for the control of cholesterol. It
decreases the incidence of coronary disease and strokes and raises life expectancy.”

(William B. Parsons Jr., M.D., Mayo Clinic researcher [4] )

Which is the Culprit: The Drug or the Vitamin?

Which component of the tredaptive drug trial should be blamed for causing problems? Apparently the
headlines have implicated niacin by default. After all, it can cause flushes! Well, niacin, an essential
nutrient, has been used very safely at very high doses (1000-2000 mg or higher) for over 60 years. It
has been shown to reduce mortalities due to cardiovascular disease, even 10 years after patients stop
taking it.[5-7] The effect of niacin in preventing dyslipidemia (to correct an unfavorable blood lipid
profile) is known to occur through PGD1 (prostaglandin) pathways. In contrast, laropiprant is a
relatively new drug that blocks PDG1 pathways. It was included in the compound drug tredaptive to
prevent the niacin flush side effect that sometimes occurs in some patients. However, it was not
included for any clinically beneficial effect on cardiovascular disease, and it may have have even
blocked the desired effects of niacin. The prostaglandin pathways inside cells are complex, and they
are a current topic of intense research. In some studies, laropiprant showed a side effect on platelet
DP1 receptors, which suggests that it may have adverse side effects on other receptors than on blood
vessels within the skin, for example, in lung tissue and in the brain.[8.9]

The safety of laropiprant when taken along with statins has not been carefully studied.
Pharmaceutical companies that design and manfacture these drugs, and the patients that use them
need to be very cautious about side effects, for they can be serious and unpredictable. Compared to
laropiprant, niacin has been widely studied and shown safe in thousands of studies. Its use and effects
are described in more than 7000 publications in PubMed since 1943 (and in more 35,000 as its



alternate name "nicotinic acid"). Laropiprant is described in less than 100 studies dated only within
the last seven years. Thus, overall, the study provides no evidence of harm by niacin, and in testing a
new combination of drugs has apparently discovered they can cause an adverse reaction in some
people. Therefore, in combination with statins and extended release niacin, laropiprant may be the
culprit.

Forms and Benefits of Niacin

Niacin comes in several forms, including niacinamide and standard "fast-release" niacin. They both
help to increase cellular NAD, an essential metabolic molecule for all life, but significantly, only niacin
can raise HDL (good cholesterol) more than any statin while simultaneously lowering VLDL (very
low-density lipoprotein), triglycerides (a risk factor for atherosclerosis), and total cholesterol. These
outcomes are commonly desirable in most high risk cardiovascular disease patients. However, niacin
has also been shown to elevate NAD more than niacinamide in many cell types, making niacin
superior to niacinamide for helping to prevent disease.

The Niacin Flush

A problem for some people is that niacin can cause the well-known side-effect, the "niacin flush." This
temporary (30-60 minutes) sometimes itchy redness of the skin occurs in some people after taking
large therapeutic doses. Yet on the whole, the niacin flush is associated with beneficial health effects.
Niacin specifically activates the high affinity G-protein coupled receptors, GPR109a and b, which then
leads to release of a variety of prostaglandins that results in the flush response. This effect of niacin
that causes vasodilation and the flush is widely understood to correct dyslipidemia. Although some
people describe the niacin flush as a side effect, it means that the body is correcting its lipid metabolic
lipid pathways which may be important in preventing atherosclerosis.[10] Other forms of niacin, such
as slow or extended-release niacin, will not cause a flush but may also be less effective in prevention
or treatment of atherosclerosis. Further, in some people slow release or non-flush niacin can result in
an alarming increase in liver enzymes.[4] Although in most accounts the niacin flush is associated
with beneficial effects, it is perceived as uncomfortable by some people. For those who want to use
niacin but avoid a flush, it is straightforward to find the largest dose that provides a minimal flush
response. Niacin hardly ever causes a serious adverse response, but rather the response is temporary
and at worse mildly uncomfortable.

How to Obtain the Benefits of Niacin

Niacin is one of the B vitamins, and like other B vitamins is an essential nutrient required for cellular
energy metabolism. It is available from a wide variety of foods, including whole grains, fresh fruits
and vegetables, meat and fish, and beans and nuts. As an inexpensive and safe supplement, niacin is
widely used for its effects on increasing HDL (good cholesterol) to lower cardiovascular risk, to
prevent the pain and inflammation of arthritis, and to treat a variety of psychological disorders
including anxiety and alcoholism. When used appropriately, niacin is very safe.[11]

To obtain the benefits of supplemental niacin without the niacin flush, you can start by taking niacin
at a low dose once a day and slowly increase the dose day by day. This allows the body to adapt to the
increasing doses, which largely prevents a flush. An appropriate starting dose is 25 mg taken once per
day with food. To obtain 25 mg doses, a good form to purchase is tablets of 100 mg of pure niacin.
Break the 100 mg tablets into four pieces and take one every day for several days. Then increase to
two 25 mg doses per day, taken in divided doses in the morning and evening with food. Gradually



increase the dose over the next few weeks. Using this method, it is possible to achieve a dose of several
hundred mg of niacin, taken as divided doses with meals, without noticeable flushing. If an occasional
niacin flush occurs, reduce the dose by a small amount. You naturally should consult with your
physician to discuss appropriate forms, cautions, doses, and benefits of niacin.

References:

1. Husten L (2012) HPS2-THRIVE: No Benefit, Signal Of Harm For Niacin Therapy. Forbes.
http://www.forbes.com/sites/larrvhusten/2012/12/20/hps2-thrive-no-benefit-signal-of-harm-for-

niacin-therapy .

2. Roberts H, Hickey S (2011) The Vitamin Cure for Heart Disease: How to Prevent and Treat Heart
Disease Using Nutrition and Vitamin Supplementation. Basic Health Publications. ISBN-13: 978-
1591202646

3. HPS2-THRIVE Collaborative Group. (2013) HPS2-THRIVE randomized placebo-controlled trial in
25 673 high-risk patients of ER niacin/laropiprant: trial design, pre-specified muscle and liver
outcomes, and reasons for stopping study treatment. Eur Heart J. 2013 Feb 26. doi:
10.1093/eurheartj/ehtoss

4. Parsons WB. (1998) Cholesterol control without diet! The niacin solution. Scottsdale, Ariz: Lilac
Press, ISBN-13: 978-0966256871.

5. Canner, P.L., Berge, K.G., Wenger, N.K., Stamler, J., Friedman, L., Prineas, R.J., and Friedewald,
W. (1986) Fifteen year mortality in Coronary Drug Project patients: long-term benefit with niacin. J
Am Coll Cardiol, 8(6): 1245-1255.

6. Carlson, L.A. (2005) Nicotinic acid: the broad-spectrum lipid drug. A 50th anniversary review. J
Intern Med, 258(2): 94-114.

7. Guyton, J.R., and Bays, H.E. (2007) Safety considerations with niacin therapy. Am J Cardiol,
99(6A): 22C-31C.

8. Sood A, Arora R. (2009) Mechanisms of flushing due to niacin and abolition of these effects. J Clin
Hypertens (Greenwich). 11(11):685-689. doi: 10.1111/j.1559-4572.2008.00050.X.

9. Vosper H. (2011) Extended release niacin-laropiprant in patients with hypercholesterolemia or
mixed dyslipidemias improves clinical parameters. Clin Med Insights Cardiol. 5:85-101. doi:
10.4137/CMC.S7601.

10. Tuohimaa P, Jarvilehto M. (2010) Niacin in the prevention of atherosclerosis: significance of
vasodilatation. Med Hypotheses 75(4):397-400.

11. Hoffer A, Saul AW, Foster HD (2012) Niacin: The Real Story: Learn about the Wonderful Healing
Properties of Niacin. Basic Health Publications. ISBN-13: 978-1591202752.

Nutritional Medicine is Orthomolecular Medicine

Orthomolecular medicine uses safe, effective nutritional therapy to fight illness. For more
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information: http://www.orthomolecular.org
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To locate an orthomolecular physician near you:
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The peer-reviewed Orthomolecular Medicine News Service is a non-profit and non-commercial
informational resource.

Editorial Review Board:

Ian Brighthope, M.D. (Australia)

Ralph K. Campbell, M.D. (USA)

Carolyn Dean, M.D., N.D. (USA)

Damien Downing, M.D. (United Kingdom)
Dean Elledge, D.D.S., M.S. (USA)

Michael Ellis, M.D. (Australia)

Martin P. Gallagher, M.D., D.C. (USA)
Michael Gonzalez, D.Sc., Ph.D. (Puerto Rico)
William B. Grant, Ph.D. (USA)

Steve Hickey, Ph.D. (United Kingdom)
Michael Janson, M.D. (USA)

Robert E. Jenkins, D.C. (USA)

Bo H. Jonsson, M.D., Ph.D. (Sweden)

Peter H. Lauda, M.D. (Austria)

Thomas Levy, M.D., J.D. (USA)

Stuart Lindsey, Pharm.D. (USA)

Jorge R. Miranda-Massari, Pharm.D. (Puerto Rico)
Karin Munsterhjelm-Ahumada, M.D. (Finland)
Erik Paterson, M.D. (Canada)

W. Todd Penberthy, Ph.D. (USA)

Gert E. Schuitemaker, Ph.D. (Netherlands)
Robert G. Smith, Ph.D. (USA)

Jagan Nathan Vamanan, M.D. (India)

Atsuo Yanagisawa, M.D., Ph.D. (Japan)

Andrew W. Saul, Ph.D. (USA), Editor and contact person. Email:
omns@orthomolecular.org This is a comments-only address; OMNS is unable to respond to
individual reader emails. However, readers are encouraged to write in with their viewpoints. Reader
comments become the property of OMNS and may or may not be used for publication.

To Subscribe at no charge: http://www.orthomolecular.org/subscribe.html

This article may be reprinted free of charge provided 1) that there is clear attribution to the Orthomolecular Medicine News Service,
and 2) that both the OMNS free subscription link http://orthomolecular.org/subscribe.html and also the OMNS archive link
http://orthomolecular.org/resources/omns/index.shtml are included.

Orthomolecular.org | 3100 N. Hillside Ave | Wichita, KS 67219 | USA


http://www.cihfimediaservices.org/12all/lt.php?c=207&m=284&nl=3&s=f9cff0c706c32dfeeec65a17ed7eaf35&lid=2203&l=-http--www.orthomolecular.org
http://www.cihfimediaservices.org/12all/lt.php?c=207&m=284&nl=3&s=f9cff0c706c32dfeeec65a17ed7eaf35&lid=2204&l=-http--orthomolecular.org/resources/omns/v06n09.shtml
mailto:omns@orthomolecular.org
http://www.cihfimediaservices.org/12all/lt.php?c=207&m=284&nl=3&s=f9cff0c706c32dfeeec65a17ed7eaf35&lid=2205&l=-http--www.orthomolecular.org/subscribe.html
http://www.cihfimediaservices.org/12all/lt.php?c=207&m=284&nl=3&s=f9cff0c706c32dfeeec65a17ed7eaf35&lid=2200&l=-http--orthomolecular.org/subscribe.html
http://www.cihfimediaservices.org/12all/lt.php?c=207&m=284&nl=3&s=f9cff0c706c32dfeeec65a17ed7eaf35&lid=2201&l=-http--orthomolecular.org/resources/omns/index.shtml

Disclaimer: The information contained in this publication is for educational purposes
only, and is in no way a substitute for the advice of a qualified medical doctor, registered
dietitian, certified nutritionist, or exercise physiologist. When you ask any health care
professional to help you make decisions about your personal healthcare, | recommend
that you show them the information you find here because they may not be aware of it
and the scientific studies that support it. Appropriate medical therapy and the use of
pharmaceutical or nutritional compounds should be tailored for the individual as no two
individuals are alike. | do not recommend self-medicating with any compound as you
should consult with a qualified medical doctor, preferably one who is knowledgeable
about nutrition and complementary/functional medicine who can determine your
individual situation. Any use of the information presented in this publication for personal
medical therapy is done strictly at your own risk and no responsibility is implied or
intended on the part of the contributing writers, or the publisher.



