2003 FRACP Pharm Q7

St John’s wart has the most significant clinical effect on:

a) warfarin

b) digoxin

c) cimetidine

d) theophylline

e) cyclosporine
answer: e)
Drug interactions – The German Commission E makes no mention of drug interactions with hypericum extract [42]. However, there are mounting data from in vitro and human studies which suggest that St. John's wort activates the hepatic cytochrome P450 system, thereby potentially reducing the plasma concentration of concomitantly administered drugs [34,43,44]. Cases of hypericum extracts lowering theophylline, cyclosporine, indinavir, digoxin, simvastatin, irinotecan, and warfarin concentrations have been reported [45-49]. There have also been case reports of breakthrough bleeding in women taking oral contraceptive pills, presumably due to lowering of ethinylestradiol concentrations.

Several cases of combinations of hypericum extracts and serotonin reuptake inhibitors (sertraline and nefazodone) resulting in symptoms of serotonin excess (agitation, hyperthermia, diaphoresis, tachycardia, and neuromuscular disturbances including rigidity) also have been reported in elderly individuals [50]. Use of St. John's wort should be avoided in combination with other antidepressants until a definitive mechanism of action is elucidated to avoid the potential for the serotonin syndrome  [51]. (See "Drug fever", section on Serotonin syndrome.) A three-week wash-out period prior to switching from an SSRI or MAO inhibitor to St. John's wort is prudent [52]. On the other hand, avoidance of foods containing tyramine is considered unnecessary with St. John's wort due to its limited MAO inhibitory activity [17,53].

St John's wort may induce the cytochrome P-450 enzyme system, although there is conflicting information about this claim. Specifically, data indicates probable interactions between St John's wort and the HIV-1 protease inhibitor indinavir (Piscitelli, 2000) and between St John's wort and the antirejection medication cyclosporine (Ruschitzka, 2000). Additionally, enzyme induction may result in decreased estrogen levels in individuals taking oral contraceptives (Yue, 2000). While the FDA has issued a public health advisory regarding this issue, the authors recommend considerable caution be exercised before adding St John's wort to any medication regimen containing a cytochrome P-450 3A substrate. 

Specific medication examples reported to interact with St John's wort include: Antirejection medications, HIV-1 protease inhibitors, oral contraceptives, cardiac glycosides, other antidepressants, sedatives (including narcotics), sibutramine, migraine medications, lithium, other medications altered by a specific liver enzyme system, and anything that affects the neurotransmitter serotonin.

Any medication metabolized by the cytochrome P-450 isoenzyme 3A system should not be used in combination with St John's wort unless under the supervision of a physician

Cyclosporin:

ETHANOL / NUTRITION/HERB INTERACTIONS 

Food: Grapefruit juice increases absorption; unsupervised use should be avoided. 

Herb/Nutraceutical: Avoid St John's wort; as an enzyme inducer, it may increase the metabolism of and decrease plasma levels of cyclosporine; organ rejection and graft loss have been reported. Avoid cat's claw, echinacea (have immunostimulant properties).

Warfarin:

Herb/Nutraceutical: St John's wort may decrease warfarin levels. Alfalfa contains large amounts of vitamin K as do many enteral products. Coenzyme Q10 may decrease response to warfarin. Avoid cat's claw, dong quai, bromelains, evening primrose, feverfew, red clover, horse chestnut, garlic, green tea, ginseng, ginkgo (all have additional antiplatelet activity).

