
•  Vaccinium macrocarpon-cultivated in Washington 

• Long history of use  

• The mechanism was thought to be urine acidification 

• Now E. coli (other pathogens also) adhesion inhibitors 
are known to be present but not in other juices. Several 
proanthocyanidins are likely the active compounds 

• Need about 8-16 oz (240-480ml) of juice (not drink or 
cocktail) 

• Less evidence for efficacy of cranberry capsules although 
adherence to a juice regimen can be difficult 







N=153; 300ml/d of juice; Avorn et al. JAMA 
1994;271:751-754. 



Kontiokari et al. BMJ 2001;322:1571  n=150  50ml (7.5g) of cranberry 
concentrate (diluted)(also had some logenberry juice) 

First 
UTI in 
12 
months 





Study in older women 

McMurdo, M. E. T. et al. J. Antimicrob. Chemother. 2009 63:389-395; doi:10.1093/jac/
dkn489  n-135 women over 45; at least 2 prior UTI  
in 12 mos; used capsules 500mg extract (Cran-Max) 

Time to first recurrence of UTI 











Enterolactone (example of a lignan) 



Isoflavone Pharmacology 
• Isoflavones (IF) act a weak estrogenic compounds. Are essentially 
SERMs  

• IF are competitive inhibitors of estrogen. If estrogen is high 
(premenopause), then will displace; if low (postmenopause) then will 
be an estrogen agonist. 

• Bind to estrogen receptor B (bone,vascular) better than ER-A 
(reproductive) 

• Have effects other than receptor action. Decrease aromatase, 3 B 
and17B-hydroxysteroid dehydrogenase, enzymes that convert precursor 
steroids to potent estradiol. 

• Are antioxidants 



Isoflavones (continued) 

Product     mg isoflavones/100g 

Raw soybeans     ~100 

Soy protein      100-300 

Soy milk      10 

Soy flour      199 

Cooked soybeans     55 

Tempeh      44 

Tofu       31 

Soy noodles      9 



Soy Effects on Cancers 

• Long consumption of soy associated with lower rates of breast, 
endometrial and prostate cancers. 

• Animal studies show that high soy protein in diets will reduce 
incidence and development of several cancers 

• Breast cancer 

• No long term prospective studies 

• In vitro, genistein and daidzein stimulate breast cancer 
growth in low conc but inhibit at high conc. 

• In mice, genistein increased growth rate of estrogen 
dependant and estrogen independent implanted tumors and 
antogonizes tamoxifen but at high concentrations the reverse 
was true. 

• In mice, genistein or soy given prior to the cancer will 
protect 



Trock et al. J. Nat. Cancer 
Inst 2006;98:459-471 



Yan and Sptiznagel, Int. J. Cancer 2005;117: 667-669 
Prostate cancer risk vs intake 



Soy Effects on Heart Disease Risks 

• Soy diets associated with normalization of lipid profiles 

• Decreased  total cholesterol (~9%), LDL (~13% decrease), 
increased HDL(small), triglycerides (~10% decrease) improved 
artierial dilation and compliance  

• Soy modestly lowers BP 

• In animal studies, soy without isoflavones did not affect lipids  

• FDA now allows foods with 6.25g of soy protein per serving to 
state “consuming 25g of soy protein daily, as part of a diet low in 
saturated fat and cholesterol, may reduce the risk of heart disease” 

• May need 20-50g/day of soy in diet for benefit; intake is low in 
Western countries and not correlated with cardio risk 

• Isoflavones alone may not work as well 



Reynolds et al. Am J Cardiol 
2006;98:633-40. 

47 studies included 



Rivas et al. J. Nutr 2002;132:1900-1902 

Soy milk vs cow’s milk for 3 mos; n=40 



Soy and Menopausal and Postmenopausal problems 

• can soy replace HRT? 

• Hot flashes and other symptoms: soy flour as well as higher 
doses of soy isoflavones (100mg/d) have been tested. The 
results are generally positive for mild benefit. A big placebo 
effect is seen in the published studies.  

• Osteoporosis- Studies show only a very small increase, at 
best, in bone mineral density with soy or isoflavone 
supplements. 



Copyright restrictions may apply.


Nelson, H. D. et al. JAMA 2006;295:2057-2071. 

Hot flashes in menopausal women 



Copyright restrictions may apply.


Nelson, H. D. et al. JAMA 2006;295:2057-2071. 

Trials of Red Clover Isoflavone Extracts 

Red clover isoflavones (Promensil) 



Howes et al. Maturitas. 2006;55:203-11  



Ma et al. Clinical 
Nutrition 
2008;27:57-74 

10 studies on Bone 
Mineral Density in 
menopausal 
women 



Liu et al. Bone 2009;44:948-953 



Risks and Interactions 

• Can be allergenic for some 

• Soy isoflavones can inhibit thyroid synthesis 

• Soy use in breast cancer patients 

• Dietary soy may be OK but probably best to avoid 
supplements.  

• Studies generally show no benefit of soy vs 
placebo in hot flashes associated with breast cancer 
therapy with tamoxifen (e.g., Van Patten et al. J 
Clin Oncol 2002;20:1449-1455). 

• Drug Interactions- not to be given with tamoxifen; 
isoflavones inhibit CYP in vitro but probably not in vivo 





Other herbals used for menopausal symptoms 

Red clover- contains lignans and isoflavones; some studies show 
benefit for menopausal symptom relief, others no benefit 

Black cohosh- does not affect endometrium but may relieve hot 
flushes and other menopausal symptoms; may build bone; may not 
be contraindicated in breast cancer and treatment regimens. More 
later 

Flaxseed and Flaxseed oil – some evidence for benefit 

Evening primrose oil- not consistent evidence for benefit 

Chasteberry- helps in PMS but ? for menopause 

Dong quai- no observed benefit in one good study 

Yam- is a scam 

Topical progesterone- works but risks same as HRT? 







Alliin is a major component found in fresh and dried (carefully) 
garlic. Allicin is odiferous and pharmacologically active 



Ajoene and like allylsulfides are major components of garlic oil 



S-allylcysteine and like compounds are major components of aged garlic 







Stevinson et al. Ann Int Med 133:420-429, 2000    





Khoo YS and Aziz Z  J Clin Pharm Ther. 2009 Apr;34:133-45  

Total cholesterol 



Khoo YS and Aziz Z  J Clin Pharm Ther. 2009 Apr;34:133-45 

LDL cholesterol 



Khoo YS and Aziz Z  J Clin Pharm Ther. 2009 Apr;34:133-45 

HDL cholesterol 



Khoo YS and Aziz Z  J Clin Pharm Ther. 2009 Apr;34:133-45 
triglycerides 
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Gardner, C. D. et al. Arch Intern Med 2007;167:346-353. 

Six-month percent change (mean and SE) relative to the end of the run-in phase in participants 
with available data 



Kanner et al. J Am 
College Nutr 
2001;20:225-231. 

N=42 

EC garlic powder tab 
standardized to 2.4mg 
allicin/tab 

Dose:2 BID or 9.6mg 
allicin/d for 12 weeks 

Diet modification run-in 
period of 1-2 weeks prior 
to study 





Ried et al. BMC 
Cardiovasc Disord 
2008;8:13 

















Carraro et al., Prostrate 29:231-240, 1996 



From Wilt et al. JAMA 280:1604-1609, 1998 



Gerber et al. Urology 2001;58:960-965 



Bent et al. NEJM 2006;354:557-566  n=255 Rx for 12 mos. Used Indena 
carbon dioxide extract product yielding 160mg/capsule (91% fatty 
acids). One BID. 



Shi et al. J Urol. 
2008;179:610-5.  

N=92 ; 3 months 







Pygeum and BPH 

•  not as well studied as saw palmetto  

• extract of the bark of an evergreen tree (Prunus africana) 
found in Africa 

•  tree nearly endangered so use is not to be encouraged 

•  saw palmetto is cultivated 

•  studies support its use for BPH (e.g. Wilt et al. Cochrane 
Database Syst Rev. 2002;(1):CD001044);  takes a few months 
to work 

•  products should be standardized to contain 14% triterpenes 
and 0.5% docosanol 

•  dose: 100mg qd is therapeutically equivalent to 50mg BID 

•  no special safety problems; better than Saw palmetto?? 
Combination products with Saw palmetto better?? 











•  >30 double blind, placebo controlled trials evaluating ginkgo have been 
published. Most early studies show ginkgo to be better than placebo. The 
recent NIH funded GEM study (n=3069) showed no prevention 
properties.  One similar large trial in Europe has yet to be completed. 



Pittler MH, Ernst E. Ginkgo biloba extract for the treatment of cognitive 
impairment and dementia: a meta-analysis of randomized trials. Am J 
Med 2000;108(4):276-281.  









Dodge et al. Neurology 2008;70:1809-1817   n=118  2yr (used Thorne Research GBE 80mg 
TID; all over 85 years of  age 
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DeKosky, S. T. et al. JAMA 2008;300:2253-2262. 

Cumulative Dementia Rates by Treatment 

GEM study; 2000-2008 in 5 US academic centers; n=3069; 120mg EGb 761 BID 



Copyright restrictions may apply.


DeKosky, S. T. et al. JAMA 2008;300:2253-2262. 

Cumulative Adherence to Assigned Study Tablets by Scheduled 6-Month Follow-up Visit 
(Excluding Death and Incident Dementia) 
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DeKosky, S. T. et al. JAMA 2008;300:2253-2262. 

Specific Serious Adverse Events 



McCarney et al.   Int J Geriatr Psychiatry. 2008 Dec;23(12):1222-30  

OBJECTIVES: Doubt over the cost-effectiveness of  the cholinesterase inhibitors in 
dementia has renewed interest in alternative treatments such as Ginkgo biloba. We aimed 
to determine the effectiveness and the safety profile of  Ginkgo biloba for treating early 
stage dementia in a community setting. METHODS: We conducted a community-based, 
pragmatic, randomised, double-blind, parallel-group trial where participants were given a 
standardised extract of  Ginkgo biloba (120 mg daily) or a placebo control for 6 months. 
Our primary outcomes were cognitive functioning (ADAS-Cog) and participant and carer-
rated quality of  life (QOL-AD). RESULTS: We recruited 176 participants, mainly through 
general practices. In the ANCOVA model with baseline score as a co-variate (n = 176), 
Ginkgo did not have a significant effect on outcome at six months on either the ADAS-
Cog score (p = 0.392), the participant-rated QOL-AD score (p = 0.787) nor the carer-
rated QOL-AD score (p = 0.222). CONCLUSION: We found no evidence that a 
standard dose of  high purity Ginkgo biloba confers benefit in mild-moderate 
dementia over 6 months.  



N=262 
Ginkgold 
60mg BID 
x 6 weeks 



N=203 >60 
years old, 40mg  
Ginkoba TID x 6 
weeks 



Birks J, Grimley Evans J. Ginkgo biloba for cognitive impairment and dementia. 
Cochrane Database of  Systematic Reviews 2008, Issue 1. Art. No.: CD003120.  

There is no convincing evidence that Ginkgo biloba is 
efficacious for dementia and cognitive impairment 
Ginkgo biloba appears to be safe in use with no excess adverse effects 
compared with placebo. Many of  the early trials used unsatisfactory 
methods, were small, and publication bias cannot be excluded. 
Overall, evidence that Ginkgo has predictable and clinically significant 
benefit for people with dementia or cognitive impairment is 
inconsistent and unreliable. Of  the four most recent trials to report 
results, three found no difference between Ginkgo biloba and 
placebo, and one reported very large treatment effects in favour of  
Ginkgo biloba. 





Adapted from Vasa 27:106-110,1998 



Pittler and Ernst. Am J Med 108:276-281, 2000 



1: Nicolai et al. Cochrane Database Syst Rev. 2009 Apr 15;(2):CD006888.  Ginkgo biloba for 
intermittent claudication. 

CONCLUSIONS: Overall, there is no evidence that Ginkgo biloba has a clinically 
significant benefit for patients with peripheral arterial disease.  







Ginkgo 





















Schulten et al. Arzneim-Forsch/Drug Research 2001;51:563   n=80  p<0.05 



More recent studies 

• Taylor et al. JAMA 2003;290:2824-2830. UW study in treating 
URI in children    n= 407  no benefit (used pressed juice product) 

• Yale and Liu  Arch Intern Med 2004;164:1237-1241.  Rx for 
colds in adults N=128  no benefit (used pressed juice) 

• Goel et al. J Clin Pharm Ther 2004;29:75-83  N=282 adults. 
Used potent product (Echinilin) and high loading dose. Echinilin, 
a water/ethanol extract of E. purpurea plants contained alkamides/
chicoric acid/polysaccharides in a concentration of 0.25/2.5/25  5 
mg/ml in 40% ethanol. Got big benefit from treatment. 

• Turner et al. N Engl J Med 2005;353:341-8. Used 3 different E. 
augustifolia root extracts. N=399 BUT only ~50/group.  Low dose 
used. All given rhinovirus 39.   





Goel et al. J Clin Pharm Ther 2004;29:75-83    N=282 echinilin 
standardized; 10 stat then 1 qid 



Goel et al. J 
Clin Pharm 
Ther 
2004;29:75-8
3 

N=282 
echinilin 
standardized; 
10 stat then 1 
qid 








