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St. John’s wort

Summary

St. John’s wort (Hypericum perforatum) is a plant that grows in parts of North America, Europe, Asia
and North Africa. This herb contains many active compounds, including hypericin, pseudohyperlcm
and hyperforin, some of which may help people better cope with anxiety and mild to moderate

depression.

Why do HIV positive people use this
supplement?

C To fight HIV and hepatitis C virus?

In 1989, researchers found that two extracts of
St. John’s wort had anti-HIV activity in lab
experiments with cells and viruses. Hypericin’s
antiviral activity in the test tube, however,
depends on its interaction with light. An
American clinical trial of intravenous hypericin
tound no anti-HIV benefit, and 50% of subjects
left that study after eight weeks because of
toxicity. Similarly, another American study of
intravenous hypericin for the treatment of
hepatitis C virus (HCV) infection did not detect
any significant anti-HCV effect of the herb.
Most people who use St. John’s wort aren’t
using it, or its extracts, for its antiviral activity,
perhaps because no clinical benefit has been
shown in controlled studies.

C To relieve anxiety and mild depression

Extracts of St. John’s wort are being studied and
used as a treatment for anxiety and mild to
moderate depression. Controlled studies that
compared the herb with prescription anti-
depressants or fake St. John’s wort (placebo)
found that its extracts can help relieve feelings of

anxiety and mild depression in some people.
Subjects using the plant’s extracts also reported
tewer side effects than did those on standard
antidepressant therapy. Readers should note that
most of these studies didn’t go beyond six
weeks, and some used relatively low doses of
prescription antidepressants.

Is it really depression?

People with HIV/AIDS (PHAs) who feel that
they may be experiencing symptoms of
depression should have this confirmed by a
doctor. Moreover, treatment of depression, as
with every other illness, should be done under
medical supervision, even if an herbal extract
such as hypericin is being used. Readers should
note that certain medical conditions can trigger
the onset of depression and anxiety. These
conditions may include the following:

* imbalanced levels of thyroid hormones
e Jow levels of testosterone in men
e diabetes

* Jow intake of B-complex vitamins,
particularly B}, and folic acid (folate)
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As well, many medications can cause depression
in a small number of people. Examples of these
drugs include the following:

¢ lipid-lowering drugs
e corticosteroids

* interferons

Side effects

St. John’s wort can make people more sensitive
to sunlight. Users may therefore develop
sunburn, rash, headache, tiredness and other
symptoms of photosensitivity. Taking St. John’s
wort with other drugs that can cause
photosensitivity, such as Bactrim/Septra
(trimethoprim-sulfamethoxazole), may increase
the risk of developing this side effect.

Apart from photosensitivity, reports from some
clinical trials suggest that St. John’s wort and its
extracts may be associated with the following
side effects:

e dry mouth

* fatigue

*  mild nausea

e dizziness or confusion

Overall, side effects from St. John’s wort are
milder than those from prescription
antidepressants, according to studies that
compared these two types of treatments. In
some cases, side effects associated with St. John’s
wort were similar to those seen with placebo.

Warning

St. John’s wort may reduce the effectiveness of
anti-HIV and other drugs by interfering with
enzymes in the liver and intestine that break
down medications. This speeds up the body’s
elimination of these drugs and consequently
lowers levels of these drugs in the blood.

According to one study, the use of St. John’s
wort can cause a significant decrease in indinavir
(Crixivan) levels in the blood, ranging from 49
percent to 99 percent. In addition to reducing
the efficacy of indinavir, a drop this large in the
drug’s level may increase the risk of resistance.
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Given its effect on liver enzyme activity, it is
possible that St. John’s wort may also reduce the
levels of other protease inhibitors (PIs) and/or
non-nukes (non-nucleoside reverse transcriptase
inhibitors, or NNRTIs) in the blood. This may
result in the development of strains of HIV that
are resistant to PIs and non-nukes. Indeed,
doctors have also found that St. John’s wort can
reduce levels of the non-nuke nevirapine
(Viramune) in PHAs. If you develop these drug-
resistant strains of HIV, it means that these
drugs will no longer work for you. It is therefore
essential for PHAs who are taking anti-HIV
drugs to tell their doctors if they are using St.
John’s wort or any other herbal supplement.
Other drugs that can be affected by St. John’s
wort include the following:

* cyclosporine (Neoral, Sandimmune)
* birth control pills

* ecstasy and other street drugs

* methadone

* Viagra

Drug interactions

Due to its antidepressant properties, St. John’s
wort and its extracts can potentially cause
unpleasant or dangerous reactions when taken
with certain other drugs (as can other
antidepressants). These drugs include
prescription antidepressants such as, but not
limited to, the following:

 amitriptyline (Elavil), imipramine (Tofranil)

» Effexor (venlafaxine), Luvox (fluvoxamine),
Paxil (paroxetine), Prozac (fluoxetine),
Serzone (nefazadone), Zoloft (sertraline)

Other medications that have the potential for
similar interactions include:

e amphetamines

* narcotic pain relievers such as morphine, and
other drugs containing codeine, such as
Percocet, Percodan and Tylenol-containing
drugs available only with a prescription

e over-the-counter flu and cold remedies



Available forms and usage

St. John’s wort is usually sold in tablet, capsule
and liquid form in drug stores and health food
stores. Tablets and capsules sold in North
America tend to contain 0.3 percent hypericin.
However, since manufacturing processes can
vary widely, as can the concentration of
ingredients in different preparations, people
who intend to use this herb should ask their
health care providers for advice on brands and
dosages.

REFERENCES :
Anonymous. Septra. Compendium of Phavmaceutical
Specialities 2001;1417-1419.

Barone GW, Gurley BJ, Ketel BL and Abul-Ezz SR.
Herbal supplements: a potential for drug interactions in
transplant recipients. Transplantation 2001;71(2):239-
241.

Chatterjee SS, Bhattacharya SK, Wonnemann M, et al.
Hyperforin as a possible antidepressant component of
hypericin extracts. Life Sciences 1998;63(6):499-510.

Cupp MJ. Herbal remedies: adverse effects and drug
interactions. American Family Physician 1999; March.

de Maat MMR, Hoetelmans RMW, Math tRA, et al. Drug
interaction between St John's wort and nevirapine. AIDS
2001;15(3):420-421.

De Smet PAGM and Nolen WA. St. John's wort as an
antidepressant. British Medical Journal 1996;
313:241-242.

Diirr D, Stieger B, Kullak-Ublick GA, et al. St John's wort
induces intestinal P-glycoprotein/MDR1 and intestinal and
hepatic CYP3A4. Clinical Pharmacology and Therapeutics
2000;68(6):598-604.

Ernst E, Rand JI, Barnes J and Stevinson C. Adverse effect
profile fo the herbal antidepressant St. John's wort
(Hypericum perforatum L.). European Journal of
Pharmacology 1998;54(8):589-594.

Ernst E. Second thoughts about safety of St John's wort.
Lancet 1999;354(9195):2014-2016.

Gulick RM, McAuliffe V, Holden-Wiltse J, et al. Phase I
studies of hypericin, the active compound in St. John's
Wort, as an antiretroviral agent in HIV-infected adults.
AIDS Clinical Trials Group Protocols 150 and 258. Annals
of Internal Medicine 1999:16;130(6):510-514.

Harrington RD, Woodward JA, Hooton TM and Horn
JR. Life-threatening interactions between HIV-1 protease
inhibitors and the illicit drugs MDMA and
gamma-Hydroxybutyrate. Archives of Internal Medicine
1999;159:2221-2224.

Hudson B, Harris L and Towers GH. The importance of
light in the anti-HIV effect of hypericin. Antiviral Research
1993;20(2):173-178.

Jacobson JM, Feinman L, Liebes L, et al. Pharmaco-
kinetics, safety, and antiviral effects of hypericin, a
derivative of St. John's wort plant, in patients with chronic
hepatitis C virus infection. Antimicrobial Agents and
Chemotherapy 2001;45(2):517-524

Johne A, Brockmoller J, Bauer S, et al. Pharmacokinetic
interaction of digoxin with an herbal extract from St John's
wort (Hypericum perforatum). Clinical Pharmacology and
Therapeutics 1999;66:338-345.

Josey ES and Tackett RL. St. John's wort: a new alternative
for depression? International Jouwrnal of Clinical
Phavmacology and Thevapeutics 1999;37(3):111-119.

Kerb R, Brockmmoller J, Staffeldt B, et al. Single-dose and
steady-state pharmacokinetics of hypericin and pseudo-
hypericin. Antimicrobial Agents and Chemotherapy
1996;40(9):2087-2093.

Lantz MS, Buchalter E and Giambanco V. St. John's wort
and antidepressant drug interactions in the elderly. Journal
of Geriatric Psychiatry and Neurology 1999;12(1):7-10.

Lavie F, Valentine F, Levin B et al. Studies of the
mechanisms of action of the antiretroviral agents hypericin
and pseudohypericin. Proceedings of the National Academy
of Sciences USA 1989;86(15):5963-5967.

Lenard ], Rabson A and Vanderoef R. Photodynamic
inactivation of infectivity of Human Immunodeficiency
Virus and other enveloped viruses using hypericin and rose
bengal:inhibition of fusion and syncytia formation.
Proceedings of the National Academy of Sciences USA
1993;90(1):158-162.

Linde K and Berner M. Commentary: Has hypericum
found its place in antidepressant treatment? British Medical
Journal 1999;319:1539.

Linde K, Ramirez G, Mulrow CD, et al. St John's wort for
depression - an overview and meta-analysis of randomised
clinical trials. Bwitish Medical Journal 1996,
31(7052):253-8.

Manji HK, Drevets WC and Charney DS. The cellular
neurobiology of depression. Nature Medicine 2001,
7(5):541-547.

Muller WE, Singer A, Wonnemann M, et al. Hyperforin
represents the neurotransmitter reuptake inhibiting
constituent of hypericum extract. Pharmcopsychiatry 1998,
31(Supplement 1):516-s21.

Nathan PJ. Hypericum perforatum (St. John’s wort): a
non-selective reuptake inhibitor? A review of the recent
advances in its pharmacology. Journal of Psycho-
pharmacology 2001;1:47-54.

Philipp M, Kohnen R and Hiller K-O. Hypericum extract
versus imipramine or placebo in patients with moderate
depression:randomized multicentre study of treatment for

CATIE supplement sheet — St. John's wort, 3



eight weeks. British Medical Journal 1999;
319:1534-1539.

Piscitelli S, Burstein A, Chaitt D, et al. Indinavir
concentrations and St. John's Wort. Lancet 2000;
355(9203):547-548.

Schulz V. Incidence and clinical relevance of the
itneractions and side effects of Hypericum preparations.
Phytomedicine 2001;8(2):152-160.

Sheldon RC, Keller MB, Gelenberg A, et al. Effectiveness
of St. John’s wort in major depression: a randomized
controlled trial. Journal of the American Medical
Association 2001;285(15):1978-1986.

Staffeldt B, Kerb R, Brockmoller J, et al. Pharmacokinetics
of hypericin and pseudohypericin after oral intake of the
hypericum perforatum extract LI 160 in healthy volunteers.
Journal of Gerviatric Psychiatry and Neurvology 1994;7
(Suppl 1):547-853.

Stevenson NR and Lenard J. Antiretroviral activities of
hypericin and rose bengal: photodynamic effects on Friend
leukemia virus infection of mice. Antiviral Research
1993;21(2):119-127.

Sean Hosein

DISCLAIMER

The Canadian AIDS Treatment Information Exchange
(CATIE) provides information resources to help people
living with HIV/AIDS who wish to manage their own
health care in partnership with their care providers. We
do not recommend or advocate particular treatments
and we urge users to consult as broad a range of
sources as possible. Although we update our material
regularly, users should be aware that information
changes rapidly. Additional information may be
available from CATIE at 1-800-263-1638 or on our
website at http://www.catie.ca. Users relying on the
information do so entirely at their own risk. Neither
CATIE nor Health Canada accept responsibility for any
damage that may result from the use or misuse of this
information. The views expressed herein are solely
those of the authors and do not necessarily reflect the
official policy of the Minister of Health Canada.
Decisions about particular treatments should be made
in consultation with a health-care professional
knowledgeable about HIV-related illnesses and the
treatments in question.

PERMISSION TO REPRODUCE

This document is copyrighted. It may be reprinted and
distributed in its entirety for non-commercial purposes
without prior permission, but permission must be
obtained to edit its content. The following credit must
appear on any reprint: This information was provided by the
Canadian AIDS Treatment Information Exchange
(CATIE). For move information, contact CATIE at 1-800-
263-1638.

Contact CATIE:
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by telephone
1-800-263-1638
(416) 203-7122

by fax

(416) 203-8284

by e-mail
info@catie.ca

on the Web
http://www.catie.ca
by mail

505-555 Richmond Street West, Box 1104

Toronto, Ontario M5V 3B1
Canada
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HIV/AIDS Care, Treatment and Support
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Canadian Strategy on HIV/AIDS.
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