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St. John’s Wort (Hypericum perforatum)
James Meschino DC, MS, ROHP

General Features

St. John’s wort is a perennial plant that is common to Europe and the United States (especially
abundant in northern California and southern Oregon). It derives its unusual name from the
fact that it tends to flower around the feast of St John. In Old English, a plant was known as a
“wort”, hence the name St. John’s wort. The plant has a notable reputation throughout history
as a treatment for emotional and nervous disorders. In the early 1900’s, German researchers
began studying St. John’s wort, seeking to identify the physiological mechanisms through
which it imparts its antidepressant effects. 213  As such, it has received a great deal of
attention from the research community during the last century, making it one of the best-
documented herbal agents. In Germany, St. John’s wort is the most commonly prescribed
antidepressant, and is covered by the national health-care system for this application. 2 An
abundance of evidence exists to support the use of St John’s wort in cases of mild to moderate
depression. 21314 Stydies indicate that a standardized grade of this herbal product is at least
as effective as any other type of antidepressant medication, and in general, produces fewer and
milder side effects. 2 However, in cases of severe depression (major depression), where
patients may feel suicidal, are unable to cope with daily life, or feel paralyzed by anxiety,
and/or are incapable of getting out of bed, unable to sleep, uninterested in eating, St John’s
wort is not an appropriate intervention. These cases require the attention of a trained
specialist, possibly hospitalization, and it should be noted that St, John’s wort has been shown
to be ineffective in trials involving this type of severely depressed patient. Furthermore, other
medications (e.g., imipramine) have been shown to be effective in these cases, and may be
required in order to save the person’s life. 1>*° In North America, the medial profession does
not commonly recommend or prescribe St. John’s wort for mild to moderate depression, but
rather rely on a variety of other drugs such as serotonin reuptake inhibitors, tricyclic
antidepressants and MAO-inhibitors. It should be acknowledged that it is unsafe to use St
John’s wort in conjunction with any other antidepressant drug, as St. John’s wort may
potentiate the action of these medications on brain neurotransmitter levels, and produce
potentially life-threatening side effects such as serotonin syndrome. A number of adverse
reactions of this nature have been reported, and often involve a person self-medicating with St.
John’s wort, without the knowledge of their attending physician, who has prescribed another
antidepressant drug. 161718

Principle Active Constituents

Possibly Hyperforin and Flavonoids: The active constituents of St. John’s wort are found in
the leaves and the flowers of the plant. For many years it was assumed that hypericicin and
pseudohypericin acted similar to monoamine oxidase inhibitor (MAO-inhibitors) drugs and
were responsible for its antidepressant properties via this action.™? In recent years this has
been shown to be invalid and evidence now exists to suggest that hyperforin and flavonoids
from the leaves and flowers of the plant may be the real antidepressant agents. 1 192021 yet,
two double-blind studies using St. John’s wort extracts, containing low hyperforin content,
found it to be effective in treating depression. 222 Test tube studies indicate that the active
constituents (although not completely identified) in St. John’s wort extract act by inhibiting
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the reuptake of the neurotransmitters serotonin, norepinephrine, and dopamine and thus,
increase brain levels of these important chemical messengers. 24

Clinical Application and Mechanism of Action

1. Mild and Moderate Depression

The official German Commission E Monograph lists psychovegetative disturbances,
depressive states, fear, and nervous disturbances as clinical indications for the use of St.
John’s wort extract. At least 26 studies demonstrate that St. John’s wort is effective in the
treatment of mild to moderate depression.>®"8° Symptoms of mild to moderate depression
include depressed mood, lack of energy, sleep problems, anxiety, appetite disturbance,
difficulty concentrating, poor stress tolerance and chronic irritability. Studies on St.
John’s wort and other antidepressant drugs use the Hamilton Depression Index (HAM-D)
to evaluate patient response. The HAM-D is a set of questions that can help establish the
severity of depression and is a useful tool to track improvement through a rating scale
system. An overview of all studies involving the use of St. John’s wort extract for mild to
moderate depression reveals that it is effective in approximately 55% of cases. As with
other antidepressants it usually requires up to 4-6 weeks to show a significant
improvement in the patient’s symptoms. 2

St. John’s wort has been tested against placebo and against standard antidepressant drugs
in a significant number of clinical trials, involving patients with mild to moderate
depression. In double-blind placebo-controlled trials totaling more than 1,000 patients, St.
John’s wort extract has shown that it can significantly reduce HAM-D scores when
compared to placebo. % In one study HAM-D scores dropped by at least 50% in 70% of
the subjects taking St. John’s wort (and in 24% of patients in the placebo group). ¢ Not
all studies have shown success however, but the same is true for prescription
antidepressants that are in use today, such as sertraline, which in some studies has not
shown a benefit. This is common in the area of depression where no real precise method is
available to measure the benefit of an intervention, such as a blood test for a proven
biomarker of disease progression or improvement. 2”28 In general, the evidence to
support the use of St. John’s wort for the treatment of mild to moderate depression appears
to be as substantial as the use of other prescription drugs. 11121314

Short-term double-blind studies (6 — 8 weeks) testing St. John’s wort against fluoxetine
(Prozac) demonstrated that St. John’s wort is equally, or more effective, than fluoxetine in
treating patients with mild to moderate depression, and produced fewer and less severe
side effects. 2930 St John’s wort has also been shown to be as effective as sertraline
(Zoloft) and imipramine in the treatment of moderate depression, in other head-to-head
trials. 3132

It should be noted once again that St. John’s wort does not represent a treatment option for
severe depression, and that a study testing St. John’s wort against imipramine showed that

imipramine was a more effective treatment for patients presenting with severe depression.
15

2. Anxiety and Insomnia

In many of the studies testing St. john’s wort as a treatment for depression, many patients
reported an improvement in anxiety and insomnia, associated with their depression. 24

3. Seasonal Affective Disorder (SAD)
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One small controlled trial showed that St. John’s wort was effective in the treatment of
SAD. ¥ This may be due to its ability to raise brain levels of serotonin. Further studies are
required to substantiate this preliminary report.

4. Viral Infections

St John’s wort demonstrates antiviral activity against herpes simplex type 1 and 2,
influenza A and B and vesicular stomatitis virus. Thus, it may have application for
patients with these problems, although no concrete statements can be made at this time.*®

Dosage and Standardized Grade

The standardized grade of St. John’s wort contains 0.3% hypericin content. A few new
products on the market are standardized to 2 —3% hyperforin content instead of hypericin.
These are taken at the same dosage as products standardized to 0.3% hypericin. 11121314
Depression (Mild to Moderate): 300 mgs, three times per day with meals for mild to moderate
depression. ! 11121314

Note that the use of 600 mgs, three times per day with meals for severe depression did prove
to be effective in a single trial, but the use of St. John’s wort in these cases is not widely
accepted at this time. 111121314

Adverse Side Effects, Toxicity and Contraindications

Animal studies do not suggest that St. John’s wort produces any significant toxicity, even
when taken in large amounts. *** In two human trials designed to record adverse side effects
from the use of St. John’s wort, only 2.4% of the 3,250 study subjects reported side effects,
which were primarily limited to mild stomach discomfort, allergic reactions-primarily rash,
fatigue, and restlessness. The second study revealed similar findings in a group of 313 users
of St. John’s wort, over a one-year period. ¥ Other infrequently reported adverse side
effects include dizziness and excess sedation. !

St. John’s wort has also been shown to speed up the detoxification of many drugs and thereby,
alters dose requirement of these medications, as discussed below. *2When taken alone (not
concurrently with other antidepressants) St. John’s wort is not reported to produce any
frequently encountered side effects 3°, however, the following precautionary statements should
be acknowledged:

1. St. John’s wort can produce a photosensitivity reaction resulting in skin rash upon
exposure to sunlight. It is a rare side effect.® This reaction is due to the presence of
hypericin, a chemical that is a napthodianthrone compound. Patients using this product
should avoid excessive exposure to direct sunlight, especially if they are fair-skinned.>®

2. Originally, it was thought that patients should avoid foods with a high tyramine content
(cheese, beer, pickled herring, and yeast) and drugs such as L-dopa and 5-
hydroxytryptophan, due to the fact that hypericin was considered a MAO-inhibitor, and
would thus, permit a dangerous rise in blood pressure if these agents were present at
significant concentrations in the blood stream. This was later shown to be invalid and
therefore, these restrictions and precaution no longer apply. 44142 Note that if the
tyramine ingested from these foods is not broken down in the intestinal tract by the MAO-
A enzyme, then severe high blood pressure will result. 404142

Drug-Nutrient Interactions
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Antidepressant drugs: St. John’s wort acts in the body like many other antidepressant
drugs, and has been shown to potentiate their effects, producing dangerous and severe side
effects. It is therefore recommended that patients not take St. John’s wort concurrently
with any other antidepressants, including the following:

« 5-hydroxytryptophan 3

« Serotonin re-uptake inhibitors (SSRIs) 4+
« MAO-inhibitors 440

« Tricyclic antidepressants 44°C

« Resperine °!

+ Barbituates and sedatives °!
Any attempt to combine the use of St” John’s wort with an antidepressant medication
should be supervised by a physician, trained in this area.!!

Medications that Cause Sun Sensitivity: St. John’s wort may increase the potential for
certain medications such as Sulfa drugs, Feldene and Prevacid to produce photosensitivity
reactions, resulting in a severe skin rash. This is most important for fair-skinned
individuals, who are most vulnerable. In these cases, sun light exposure to the skin must
be limited. 2

Alters the Rate of Detoxification of Other Drugs: St. John’s wort has been shown to alter
the rate of detoxification of other drugs thereby altering their dose requirement and in
cases where the therapeutic safety index is very narrow, as is the case with digitalis or
digixon. These drug-nutrient interaction can potentially be very dangerous. Evidence of
this nature exists to suggest that St. John’s wort should not be taken concurrently with the
following drugs:

. Digoxin and digitalis >

« Theophylline 53

« Immunosuppressive drugs ( e.g., cyclosporin) >

« Oral contraceptives- where it has caused breakthrough bleeding 5%

« Anesthetic drugs- refrain form taking St. John’s wort seven days prior to surgery
. Protease inhibitors %8

« Hormone replacement therapy *°

- Warfarin and Coumadin °®

57

Pregnancy and Lactation

During pregnancy and lactation, the only supplements that are considered safe include standard prenatal vitamin and mineral
supplements. All other supplements or dose alterations may pose a threat to the developing fetus and there is generally
insufficient evidence at this time to determine an absolute level of safety for most dietary supplements other than a prenatal
supplement. Any supplementation practices beyond a prenatal supplement should involve the cooperation of the attending
physician (e.g., magnesium and the treatment of preeclampsia.)
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