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Tamoxifen Benefits 

Tamoxifen reduces the risk of invasive breast cancer, primarily ER+ tumors, by 49% and reduces 
the risk of noninvasive breast cancer by 50%.1 

Tamoxifen Side Effects 

1. Life Threatening (occurring in 1 in every 1,000 women over 5 years of treatment) 
a. Uterine cancer.   

i. Endometrial cancer.  “Studies have found the risk of developing endometrial 
cancer to be about 2 cases per 1,000 women taking tamoxifen each year 
compared with 1 case per 1,000 women taking placebo (1, 2). Most of the 
endometrial cancers occurring in women taking tamoxifen have been found in 
the early stages, and treatment has usually been effective. However, for some 
breast cancer patients who developed endometrial cancer while taking 
tamoxifen, the disease was life-threatening.”  National Cancer Institute, 
http://www.cancer.gov/cancertopics/factsheet/Therapy/tamoxifen.   

ii. Uterine sarcoma.  “Uterine Sarcoma 
Studies have found the risk of developing uterine sarcoma to be slightly 
higher in women taking tamoxifen compared with women taking placebo. 
However, it was less than 1 case per 1,000 women per year in both groups (1, 
2). Research to date indicates that uterine sarcoma is more likely to be 
diagnosed at later stages than endometrial cancer, and may therefore be harder 
to control and more life-threatening than endometrial cancer.”  NCI.   

iii. Keep tract of serum estrogens and progesterones. 
iv. Have uterine ultrasounds yearly. 

b. Blood clots (stroke, pulmonary embolism). 
i. Enteric-coated aspirin 81 mg/day 

ii.  Consider nattokinase 50 to 100 mg (1,000 to 2,000 FU) twice daily.  Do NOT 
take if you are taking aspirin.  Nattokinase is contraindicated in any 
condition associated with bleeding or combined with blood thinning 
agents such as warfarin (Coumadin), Plavix, aspirin, or other 
pharmacological blood thinners.  Do have your blood fibrinogen levels 
monitored. 

iii. Garlic extract to yield 3200 mcg allicin/day 
2. Other side effects 

a. Cataracts.  “As women age, they are more likely to develop cataracts (clouding of the 
lens inside the eye). Women taking tamoxifen appear to be at increased risk for 
developing cataracts. Other eye problems, such as corneal scarring or retinal changes, 
have been reported in a few patients.”  National Cancer Institute 2010. 

i. Luteolin and zeaxanthin are associated with decreased risks of cataracts in 
healthy women.2.  In addition, green tea catechins, anthocyanins (found in 



2 
 

grape seed extracts, red grapes, blueberries, and other deep red and purple 
fruits), resveratrol, and Ginkgo biloba, have been shown to ameliorate ocular 
oxidative stress.2   Deficient glutathione levels contributing oxidative stress in 
the eye lens may also be involved.3  Nutrients to increase glutathione levels 
and activity include alpha lipoic acid, vitamins E and C, and selenium. 
Cataract patients also tend to be deficient in vitamin A and the carotenes, as 
well as   lutein and zeaxanthin. The B vitamin riboflavin appears to play an 
essential role as a precursor to flavin adenine dinucleotide (FAD), a co-factor 
for glutathione reductase activity.3 It is not known if any of these antioxidants 
will decrease the risk of cataracts in women in tamoxifen. 

b. Menopausal symptoms in premenopausal women.4  These include hot flashes, vaginal 
dryness, joint pain, and leg cramps.  Some women experience irregular menstrual 
periods, headaches, fatigue, nausea and/or vomiting, vaginal itching, irritation of the 
skin around the vagina, and skin rash. As with menopause, not all women who take 
tamoxifen have these symptoms. (National Cancer Institute). 

c. Bone Density.  Taxmoxifen lowers bone density in premenopausal women, but raises 
it in post-menopausal women.5  This is because tamoxifen has a weaker positive 
effect on the bone than the normal levels of estrogen in premenopausal women.  If 
you are premenopausal, it is important to: 

i. Get at least 1,000 mg of calcium between diet and supplements 
ii. Have adequate magnesium (through a test of red blood cell magnesium 

levels), which may require magnesium supplementation. 
iii. Have adequate vitamin D levels (at minimum 32 ng/L, although above 50 

ng/L is better for women with a history of cancer). 
d. Heart disease 

i. Elevated triglycerides.  Tamoxifen therapy is found to cause high blood 
triglycerides by reducing activity of lipolytic (fat breakdown) enzymes on 
triglycerides, thereby increasing the risk of cardiovascular disease.6  It’s 
important to avoid diets high in refined carbohydrates and concentrated simple 
sugars, since these increase triglycerides in the blood.   Coenzyme Q10 also 
may help lower these levels. 

e. Exacerbation of fibroids, endometriosis, and endometrial polyps. 
i. “For women taking tamoxifen, recent data strongly support the estrogen 

agonist role of tamoxifen as a causal factor for the increased risk of 
endometriosis, but also of leiomyomata, endometrial polyps, and endometrial 
hyperplasia.”7   

ii. If you have now or have had similar problems, please discuss the use of 
tamoxifen with your gynecologist and oncologist so that you can be monitored 
for a possible worsening of symptoms.  
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Genetics and Food, Herb, and Drug Interactions 

Tamoxifen needs to be 
activated in the body in 
order to be effective.  
There are two enzymes 
that are involved in 
activating it.  The most 
important is P450 Cyp 
2D6.  Women who are 
fast metabolizers get 
more benefit from 
tamoxifen than women 
who are slow or 
intermediate 
metabolizers.  The other 
one is P450 Cyp 3A4.   

Genotyping has the potential for identification of women who have these different CYP2D6 
phenotypes (fast, intermediate, slow) and for whom the use of tamoxifen is associated with 
poorer outcomes.8  It is estimated that about 10 percent of women with breast cancer have a 
variation that keeps their bodies from properly metabolizing tamoxifen.  According to Dr. Susan 
Love, “At the 2007 San Antonio Breast Cancer Symposium, researchers from the University of 
Michigan and Mayo Clinic in Rochester, Minn., presented data showing that women who 
inherited this variation of the 2D6 gene were almost twice as likely to have their breast cancer 
recur, even though they were more likely to complete their tamoxifen treatment.”  It is the 
women who have little or no side effects who are most likely to have this genetic variation.  The 
test costs about $300. Some, but not all, insurance companies are covering the cost. You should 
sure to check with your insurance company to find out their specific policy about this genetic test 
before having it done. 
(http://www.dslrf.org/breastcancer/content.asp?CATID=19&L2=3&L3=7&L4=0&PID=&sid=1
32&cid=1146, 2008) 

In addition, there are a number of medications that may actually inhibit Tamoxifen’s activation.  
These include a number of popular antidepressants.  The antidepressants that do not interfere 
with tamoxifen are:  Effexor (vanlavaxine), Celexa (citalopram), Lexapro (escitalopram).  
However, there are non-pharmacological ways (such as amino acid therapy and/or methylfolate) 
to deal with depression. 
 
Strong CYP2D6 Inhibitors 
 

Moderate CYP2D6 Inhibitors 
 

Generic Names Brand Names 
Fluoxetine Prozac® 
Paroxetine Paxil®* 
Qunidine Cardioquin® 
Bupropion Wellbutrin® 
*Paxil use has actually been the most strongly associated 
with an increase of breast cancer recurrence in 
tamoxifen users, probably because it irreversibly 
interferes with Cyp2D6 metabolism.9 

Generic Names Brand Names 
Duloxetine Cymbalta® 
Sertraline Zoloft® 
Diphenhydramine Benadryl® 
Thioridazine Mellaril® 
Amiodarone Cordarone® 
Trazodone 
Cimetidine Tagamet® 
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1. CYP2D6 Inducers 
a. Dexamethasone (a steroid anti-inflammatory) and rifampin (an antibiotic) are the only 

drugs known to enhance CYP2D6 activity 
2. CYP2D6 Inhibitors 

a. Antidepressants 
i. Certain SSRIs (serotonin reuptake inhibitors), such as Paxil, Prozac, or Zoloft 

can compete with tamoxifen for activation.  A U.S study presented at the 
American Society of Clinical Oncology's annual meeting in 2009 found that 
after two years, 7.5 percent of women who took only tamoxifen had a 
recurrence, compared with 16 percent who took Paxil, Prozac, or Zoloft—
drugs considered to be the most potent CYP2D6 inhibitors.  That difference 
translates to a 120 percent increase in the risk of breast cancer recurrence.  

ii. Patients taking the so-called weaker antidepressants, Celexa (citalopram), 
Lexapro (escitalopram), and Luvox (fluvoxamine), did not have an increased 
risk of recurrence.i 

b. Tagament (cimetidine) is a moderate CYP2D6 inhibior and should be avoided. 
c. Herbs 

i. Goldenseal appears to be a potent CYP2D6 inhibitor in humans. 10  Thus 
goldenseal should only be used for very short times or not used at all. 

ii. Kava may be a CYP2D6 inhibitor.  However another study in humans showed 
no effect on CYP2D6 10.  Nevertheless, it may be better to avoid kava during 
tamoxifen therapy until this issue is resolved. 

iii. Ashwaganda when fed to mice did reduce CYP2D6 activity.  However, this 
may not apply to humans.  I suggest using only low doses as part of a more 
complex herbal formula, or using a different herbal adrenal or thyroid support. 

iv. Black cohosh appears to weakly inhibit CYP2D6, but the authors concluded 
that the amount was not clinically relevant 11.  In addition, a German study of 
over 1,000 breast cancer survivors taking black cohosh showed a significant 
prolonged survival over those not taking black cohosh.12   

v. Siberian ginseng and milk thistle have no effect on CYP2D6 and should be 
fine. 

vi. Saint John’s Wort, which is a potent CYP3A inducer, does not appear to have 
any effects on CYP2D6 when used in the typical amounts for depression.10, 13   

3. CYP3A Inhibitors 
a. Foods 

i. Grapefruit is a strong inhibitor of this enzyme, so it may be better to avoid 
grapefruit while on tamoxifen. 

b. Herb 
i. Rhodiola inhibits Cyp3A in vitro.14  However, many herbs that show effects in 

cell cultures, do not show effects in humans.  Until more is known, use 
cautiously. 

ii. Green tea may make a small reduction in CYP3A, but the investigators 
concluded that repeated green tea catechin administration is not likely to result 
in clinically significant effects on the disposition of drugs metabolized by 
CYP enzymes.15 

c. Drugs 
i. Diltiazem, which is a calcium channel blocker used to treat high blood 

pressure, angina, and certain heart rhythm disorders is a weak to moderate 
CYP3A inhibitor.   
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4. CYP3A Inducers 
a. Herbs 

i. Saint John’s Wort is a CYP3A inducer, and may be more potent in women. 
This may actually help activate Tamoxifen, although this has not been studied. 

ii. Garlic, quercetin, grapeseed, ginseng and kava may help to activate CYP3A.  
Since this was done in human liver cell cultures, it is not certain that these 
compounds will have any practical value when ingested by humans.  
Silymarin (milk thistle), curcumin, and apigenin have no effect on CYP3A 16, 

17, nor does Angelica (dong quai) or Scutellaria 18. 
b. Drugs 

i. Tamoxifen itself functions as an inducer of Cyp3A4.  This happens through a 
number of mechanisms.   

 
Supplements to take with Tamoxifen 

1. Coenzyme Q10 with riboflavin and niacin 
a. A few human studies suggest that CoQ10 (100 mg) with 10 mg of riboflavin (B2) 

and 50 mg of niacin (B3) has a number of favorable effects for women taking 
tamoxifen. 19-23  It lowered cancer markers in women already taking tamoxifen23, 
improved DNA repair19, lowered biochemical markers of angiogenesis21, and 
improved lipid profiles22.   

b. This amount of B2 and B3 are easily found in a B-complex or multivitamin.  
However, it is important to take a B-complex or multivitamin that has natural 
(folinic acid and methylfolate), not synthetic folic acid in it.  Such brands include 
ProThera, Designs for Health, and Pure Encapsulations brand of multivitamins.  
These are specialty products and not available at vitacost.com.   

2. Gamma linolenic acid (GLA) from evening primrose oil, black currant oil, or borage oil. 
a. May enhance the actions of tamoxifen.24, 25 

3. Fish oil.  
a. May reduce side effects of tamoxifen.1 
b. May support tissue sensitivity to tamoxifen.26   
c. May help prevent development of ER- tumors.27 

4. Green tea 
a. May synergize with tamoxifen.28-30 

 
Supplements that are NOT contraindicated with Tamoxifen 

1. Black Cohosh.  Black cohosh is used in Germany for the treatment of menopausal 
symptoms.  A study of breast cancer recurrence actually showed longer disease-free 
survival in over 1,000 women using black cohosh, including the women on 
Tamoxifen.12  Black cohosh may actually have independent antiproliferative effects on 
estrogen positive breast cancer cells31 and work synergistically with tamoxifen.32 

2. Melatonin.33 
3. American and Korean ginsengs34 
4. Indole-3-Carbinol 

a. In cells studies was synergistic with tamoxifen.28-30 
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b. In one animal study, exceptionally high dose I3C was found to increase 
harmful byproducts of I3C.  However, this dose was equivalent to 12,500mg 
of I3C for a 110# human, while current doses are closer to 200 to 400 mg 
daily.  Also, DIM, which is what I3C is converted to in the human GI track, 
was not shown to have an effect on tamoxifen metabolism. 35   

5. Selenium 
a. May increase antiestrogenic effect of tamoxifen.36-38 
b. Do have blood levels monitored.  With supplements and Brazil nuts, it is 

possible to get too much selenium.   

Supplements that ARE contraindicated with Tamoxifen 

1. Licorice root.  Licorice root has estrogenic activities and may potentiate estrogens and 
could stimulate estrogen receptors on cancer cells.1  Note:  This does NOT include DGL 
for heartburn and gastritis, in which the component that is active in cortisol and hormonal 
issues removed.   

2. Long-term use of phytoestrogenic herbs such as alfalfa, red clover,1 and rehmannia 
should be avoided until we understand more about their interactions with tamoxifen.  
However, since we now know that the phytoestrogens in soy are not problematic, it may 
be that the phytoestrogens in these herbs are helpful as well. 

Dietary considerations 

1. Flaxseeds 
a. Flaxseeds may work synergistically with tamoxifen.39 

2. Green tea. 
a. May synergize with tamoxifen.28-30 

3. Soy 
a. Three prospective epidemiological studies have looked at soy intake and breast 

cancer recurrence.  None of them have indicated that soy interferes with tamoxifen’s 
effectiveness 40, while one U.S. study suggests that a small portion of natural soy 
foods daily may even reduce the risk of recurrence.41 
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