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Herpes simplex viruses (HSV) infect an extraordinary number
of people. In one study looking at a large sample of the U.S. popula-
tion from 1976 to 1994, 68% of the population 12 years and older
had HSV-1 antibodies with little change during the period of the
study.! Although HSV infections are rarely life threatening, they
are associated with a high morbidity, and the rashes they cause are
usually quite painful. Genital herpes ulcers may be a risk factor for
transmission of human immunodeficiency virus (HIV).2 In pa-
tients who develop severe immune suppression, HSV encephalitis
can occur and is life threatening. Exposure of neonates to geni-
tal HSV can cause serious disease such as keratitis.> Though acy-
clovir and related drugs (famciclovir, valacyclovir) are now widely
available to suppress HSV, cheap and effective natural prevention
and treatment options are still sorely needed. This is particularly a
concern as the risk of development of drug resistance exists with
single-chemical agents. A recent study in The Netherlands, for
example, found that 7% of immunocompromised patients had
acyclovir-resistant HSV infections.* Clinical aspects of HSV and
infections by these viruses are reviewed in the box, Clinical Review
of Herpes Simplex.

Mints Against Herpes

Various members of the Lamiaceae (mint) family of herbs
offer safe and effective topical treatment for HSV outbreaks.
The best-studied mint, Melissa officinalis (lemon balm), has
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been shown to be effective as a concentrated extract in a cream
base for relieving symptoms of acute herpes labialis in one
open-controlled and three double-blind clinical trials.™ The
most recent and largest of these studies also found that pro-
longed use of the product increased the interval between acute
outbreaks.” It has, unfortunately, not been tested directly in
comparison to acyclovir or related drugs. What is clear is that,
except for some generic brands of acyclovir from some suppli-
ers, lemon balm cream is significantly less expensive.

Lemon balm leaf contains a variety of compounds that have
shown anti-HSV activity in vitro. Earlier studies suggested
that rosmarinic, caffeic, and ferulic acids were responsible for
blocking activity of HSV-1.? More recently, the terpenoids of
lemon balm have been shown to inhibit HSV-2 replication.!®

In another double-blind clinical trial, a cream formula that
combined aqueous extracts of the mint family plant Safvia of-
Jcinalis (sage) leaf with Rbeum palmatum (Chinese rhubarb)
root was just as effective as acyclovir cream and significantly
more effective than sage cream by itself at healing herpes la-
bialis.!'! Average time to complete healing with the combined
cream was 6.7 days, compared to 6.5 days for acyclovir. No
significant adverse effects were reported. The trial was fairly
large (total 145 immunocompetent participants), making the
results fairly strong. The mechanisms of action of sage have not
been clarified though this herb is definitely antioxidant and
has a long history of use for treating infections of all sorts.12
An early study was reported to have found that rhubarb cream
alone was ineffective.3

No other clinical trials of mint family plants were identified.
Other potentially useful herbs in this category to consider are
Prunella vulgaris (heal all) aerial parts, Thymus serpyllum (wild
thyme) leaf, Nepeta cataria (catnip) leaf, Origanum vulgare (oreg-
ano) leaf, and Mentha spp. (mint) leaf. In one study of traditional
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Types of herpes viruses

HSV-1—primarily infects patients by direct contact with saliva
above the waist, but can cause genital infections. The virus goes
dormant in sensory ganglion cells of trigeminal ganglia in the
brainstem. An infection can be reactivated by stress (physical
or mental), immune suppression, menses and other hormonal
shifts, and/or environmental fluctuations.

HSV-2—infects patients by direct sexual contact below the
waist, but can cause oral lesions. Transmission of both types can
occur when there are no visible lesions present. Goes dormant in
sacral or lumbar ganglia. Reactivation similar to HSV-1.

Signs and symptoms

Herpes labialis or genitalis can manifest with a prodromal
tingle or itch for 1-2 days followed by crops of painful, fluid-filled
vesicles on erythematous bases. The vesicles burst after 5-7
days creating yellow-crusted lesions that heal 12-21 days after
the outbreak begins without treatment. Scarring may occur if
outbreaks affect the same area repeatedly.

Initial infection may cause more severe symptoms and fever
and systemic myalgia.

The virus can also cause ophthalmitis or central nervous system
(CNS) disease in neonates or immunosuppressed people.

Diagnosis

Diagnosis is made generally by clinical examination but can
be confirmed by rising viral titers, Tzanck smear, or viral culture
when presentation is unusual.

Mexican HSV remedies, Mentha piperata (mint) and Ocimum
basilicum Lineo (basil) displayed the strongest activity in vitro.!*
A study of aqueous extracts of a number of mints (lemon balm,
peppermint, heal all, rosemary, sage, and thyme) all showed
strong antiviral activity against HSV-1 in vitro. This study con-
cluded that the mints exert their effect on HSV before adsorp-
tion and should work well topically.® Another study of basil
fractions found that its ursolic acid had the strongest activity
against HSV-1 in vitro.1® We often combine lemon balm with
another mint-family plant in our antiherpes topical formulas.
Heal all has a long history of use for viral infections and its
anti-HSV mechanisms have been studied more closely than
those of other mints. In guinea pigs, a cream made from a semi-
purified fraction (lignin—polysaccharide complex) from heal all
significantly reduced skin lesions and inhibited viral binding and
penetration into host cells.!” Heal all inhibits HSV by a different
mechanism than acyclovir, potentially via suppression of antigen
expression.'® Polysaccharides seem critical to the antiherpetic ef-
ficacy of this herb and have also been shown to block HSV entry
into cells, possibly through receptor blockade.!® However, other
constituents in mints may be equally important to their activity.

The Role of Tannins

Tannins come in two forms, condensed and hydrolyzable.
Condensed tannins are large flavonoid polymers, whereas hy-
drolyzable tannins have a glucose core with attached gallic
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or ellagic acid units. Older studies focused on the tannins in
mints as important antiviral constituents.?%2!

More-recent laboratory studies have found that simple
hydrolyzable tannins are potent antiherpetic agents and
act by blocking viral adsorption to human cells.?? Many
tannin-rich herbs have been shown to inhibit HSV in vit-
ro. For instance, Punica granatum (pomegranate) pericarp
blocked HSV replication as well as adsorption.?® Geranium
sanguineum (bloody cranesbill) aqueous root extract, rich in
tannins, blocked HSV replication and cytopathogenicity in
vitro and delayed vesiculation when administered orally to
guinea pigs after primary infection.?* A close relative of this
herb is frequently used in the West, Geranium maculatum
(cranesbill), in a similar fashion. Crataegus sinaica (Chinese
hawthorn) contains proanthocyanidins, flavonoid oligomers
that are precursors to condensed tannins, and was shown to
inhibit HSV activity in vitro.?> Other species of hawthorn
(C. aronia, C. monogyna, and C. pseudobeterophylla) also have
shown strong HSV inhibitory activity in vitro.2® There are
others but these suggest that tannins have relevant anti-
HSV activity.

One clinical trial investigating a method of assessing efficacy
of antiherpes drugs studied a topical combination of isolated
tannic acid and salicylic acid.?” The authors found that the
study medication greatly speeded reduction in size of lesions
compared to baseline, whereas placebo was much weaker in
this regard. Although this proof-of-concept study was small
and did not use true between-group comparisons, it does give
some initial sense that tannins can be therapeutically useful
when applied topically.

In clinical practice, it is observed that tannin-rich herbs
are particularly useful topically when vesicles are starting to
burst and weep. The tannins adsorb proteins in the exudates
and help relieve symptoms. We often include tannin-rich
herbs in topical formulas for these effects as well as their
antiviral effects.

Intriguing Antivirals from China

Numerous other herbs have shown potential as antiherpes
treatments. As mentioned above, Chinese rhubarb root is one
of these that has been shown to be effective, combined with
sage, for treating patients with herpes labialis. Though Chi-
nese rhubarb contains tannins that might explain its activity,
most research has focused on the anthraquinones in this plant,
which are most renowned for their cathartic laxative proper-
ties in higher doses. One study found that anthraquinones
from Chinese rhubarb as well as several other herbs, including
Frangula purshiana (cascara sagrada) bark, Rhamnus frangula
(alder buckthorn) root, Senna alexandrina (cassia) leaf, and Aloe
barbadensis latex, were virucidal to HSV and other enveloped
viruses in vitro.?® Injection of an ethanolic extract of Chinese
rhubarb, presumably low in tannins (as the compounds are
quite toxic when present in high concentrations in the body),
in mice infected with HSV, was as effective as acyclovir in one



Chinese study.?’ Ethanol extract of Chinese rhubarb blocked
HSV attachment and penetration in vitro.3

Melia azedarach (China tree, chinaberry) root bark and
fruit are traditional Chinese remedies for many infectious
diseases. A limonoid compound from the leaves of this tree
was shown to inhibit HSV in vitro.3! A protein from the
leaves, meliacine, has been more extensively studied and
shown to interfere with HSV DNA synthesis and viral
maturation and envelope formation.3? This protein inhib-
ited formation of herpetic keratitis in a mouse study when
applied topically, whereas placebo had no protective ef-
fect.33 A compound in the fruit, 28-deacetylsendanin, has
been shown to block HSV replication and to reduce HSV
thymidine kinase production.3* Another study concluded
that chinaberry compounds not only inhibit replication but
also act as immunomodulators.3> We believe whole-herb
extracts of this plant need to be studied to find out if syner-
gy among the various constituents provide equally or more-
effective results. At least one study of an aqueous extract of a
close relative, Melia toosendan, has shown that it can prevent
viral attachment in vitro.3?

Other Antiherpetic Herbs

'The volatile oil of Melaleuca alternifolia (tea tree) leaf is
popular as an antifungal. However, in vitro, it is also a potent
blocker of HSV adsorption.3¢ Tepinen-4-ol was found to be a
stronger antiherpetic than total volatile oil of tea tree, appar-
ently because other terpenoids in the mixture were reducing
its water solubility significantly.3” A preliminary, single-blind
clinical trial of a gel product containing 6% tea tree volatile
oil in immunocompetent patients with recurrent herpes la-
bialis found some improvement with the gel but statistical
significance compared to placebo was not achieved.’® This is
not surprising given the very small sample size of the study
(n =20). Further study of tea tree and other antiviral volatile
oils is warranted to determine their efficacy.

Propolis is a mixture of compounds harvested by bees from
the resin of various trees, most notably members of the Sali-
caceae (willow) family. Propolis mixtures have been shown
more active against HSV in vitro than single propolis fla-
vonoids.>? A minor caffeic-acid derivative in propolis has
been shown to inhibit HSV DNA synthesis in vitro.*’ In a
single-blind clinical trial, topical application of 3% propo-
lis ointment was found to be significantly more effective
than acyclovir or placebo at resolving lesions and symptoms
of genital herpes in men and women.*! Unlike acyclovir or
placebo, the propolis ointment was also effective at treating
vaginal superinfections in those women with intravaginal or
cervical herpetic lesions. These promising results should be
confirmed in larger clinical trials.

Hypericum perforatum (St. John's wort) is a traditional
treatment for herpes and other viral infections. A number
of in vitro studies have found that various species in the
Hpypericum genus inhibit HSV, though one study conclud-
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ed this activity was much weaker than the other two.**™#
Different extracts, concentrations, cell models, and timings
of application could easily explain the variability of these
preclinical studies. St. John’s wort has also shown wound-
healing activity that makes the herb particularly suitable for
topical administration.*¢

'The final group of antiviral herbs we mention are various
algae (seaweeds) that contain sulfated polysaccharides such
as Prionitis lyallii (red dulse). It is believed that these com-
pounds act by blocking viral adsorption to cells. For a list
of selected studies on various red algae and seaweeds that
have been shown to have antiherpetic effects, see Table 1.
We have encountered many patients with excellent results
both from topical and oral preparations of various red-algae
products. Unfortunately, no clinical trials were located but
are urgently needed.

It should be emphasized that, although most recent HSV
studies investigate topical preparations or the antiviral ac-
tivities of plants in vitro, most practitioners use plants both
internally and topically in HSV. Although there are some
studies indicating the benefit of orally administered herbs to
prevent or mitigate HSV eruptions, most of these studies are
in relatively obscure foreign journals and their abstracts pro-
vide little information. Reportedly, an orally administered St.
John’s wort extract (LI 160) showed some benefit in two pla-
cebo-controlled, double-blind studies.*” It was also reported
that an infusion of various Japanese herbs was an “effective
treatment for herpes genitalis and herpes labialis.”*® In addi-
tion, studies indicate that a number of herbs and botanicals
arrested or delayed the formation of vesicles and prolonged
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Echinacea spp. (echinacea).

survival times when administered to animals coinfected with
HSV and HIV.4->2

We have frequently used herbs internally with some suc-
cess, often in formulas that include both lemon balm and
St. John’s wort. If a patient notices the onset of an acute
outbreak and begins taking a combination of antivirals
right away, he or she can sometimes abort the attack en-
tirely. Other patients have significantly extended the time
between attacks or had much milder attacks by using a for-
mula that includes both antiviral and adaptogenic herbs
(see below).

Finally, another area ripe for further research is the use of
herbs as synergists to pharmaceutical antivirals or as a treat-
ment in drug-resistant HSV infections. There are preliminary
studies that indicate that several herbs potentiated the action
of acyclovir in in vitro and in vivo studies.>3

Immune Therapies for Herpes

A complete, holistic treatment of a patient with HSV re-
quires the use of herbs that directly interfere with HSV and
herbs that support the immune system. This is particularly im-
portant in patients who are immunosuppressed due to chemo-
therapy or HIV infection. Of course, patients who are on im-
munosuppressive drugs must be approached much more cau-
tiously as immunomodulating herbs may interfere with these
drugs and cause organ rejection.

In this context, we suggest herbs that have a tonic (or long-
term) immune-building effect rather than herbs that are typi-
cally used for acute issues. Echinacea spp. is an example of the
latter. Besides being a macrophage stimulator, various extracts
of various species have been shown to be anti-HSV in vitro,
with the presence of alkenes and alkylamides being most as-
sociated with inhibition.”* A clinical trial compared the leaf
and flower juice of Echincea purpurea, which is relatively low
in alkylamides compared to the root of E. angustifolia or E.
pallida, with placebo in a double-blind, crossover trial.>> Over
1 year’s time, there was no difference in the number or severity
of infections found between the groups.

In contrast are herbs that have a broader effect on the immune
system mediated by their effects on CD4+ T helper lymphocytes,
such as Astragalus membranaceus root.In a clinical trial conducted
in China, patients with herpetic keratitis were treated with ei-
ther astragalus or ribavirin with uncertain blinding conditions.*®
Subjects who received astragalus had a definite improvement in
immune parameters not seen during ribavirin treatment. Results
on actual progression of the infection were not reported, as the
full text of this Chinese-language study was not available for
complete assessment. A topical formulation of astragalus com-
bined with interferon has been shown to be more effective than
interferon alone at inhibiting HSV in vitro.>” At fairly high
concentrations, astragalus is directly anti-HSV in vitro.’ Taken

Table 1. Selected Antiherpetic Seaweeds

Name Origin Research

Pterocladia capillacea Uruguay Blocks HSV adsorption in vitro*

Grymnogongrus griffithsiae Brazil Blocks HSV adsorption in vitro and in murine vaginal

and Cyrptonemia crenulata model

Nothogenia fastigiata Argentina Blocks HSV adsorption in vitro*

Bostrychia montagnei South American coast Blocks HSV adsorption in vitro, no effect on blood
clotting®

Gracilaria corticata India Inhibits HSV adsorption

HSV, herpes simplex virus.

Macromol 2004;34:63-71.

medicine 2001;8:53-58.

Macromol 2002;31:87-95.

References: *Pujol CA, Errea MI, Matulewicz MC, et al. Antiherpetic activity of S1, an algal-derived sulphated galactan. Phytother Res 1996;10:410-413.
Talarico LB, Zibetti RG, Faria PC, et al. Antiherpes simplex virus activity of sulfated galactans from the red seaweeds Gymnogongrus griffithsiae and Cryptonemia crenulata. Int J Biol

“Damonte EB, Matulewicz MC, Cerezo AS, et al. Herpes simplex virus-inhibitory sulfated xylogalactans from the red seaweed Nothogenia fastigiata. Chemotherapy 1996;42:57-64.
SDuarte ME, Noseda DG, Noseda MD, et al. Inhibitory effect of sulfated galactans from the marine alga Bostrychia montagnei on herpes simplex virus replication in vitro. Phyto-

Mazumder S, Ghosal PK, Pujol CA, et al. Isolation, chemical investigation and antiviral activity of polysaccharides from Gracilaria corticata (Gracilariaceae, Rhodophyta). Int J Biol
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together, these studies suggest that more work should be done
to determine whether astragalus would be a good immune tonic
for preventing or treating herpes infections.

Adaptogens are herbs that are used to strengthen individu-
als contending with chronic conditions. They include plants
such as Eleutherococcus senticosus (eleuthero) root, Rhodiola rosea
(goldenroot) root, medicinal mushrooms, Schisandra chinensis
(wu wei) fruit, and others. We highly recommend the inclusion
of individually chosen adaptogenic herbs to lessen the severity
and frequency of outbreaks in patients with HSV.

Clinical Application

Several herbal medicines have been shown to be effective and
safe for treatment of patients with herpes simplex in clinical
trials, most notably lemon balm, sage, Chinese rhubarb, propo-
lis, and tea tree. These antiviral herbs, or ones similar to them,
form an important basis for natural regimens for patients with
herpes. Tannin-rich herbs are also frequently used topically to
help relieve symptoms, and have many documented anti-HSV
effects. We have also had many good results using several an-
tiherpetic herbs internally as well as topically, though this has
not yet been the subject of rigorous clinical trials.

We have generally found that creams are acceptable and can
be effective for relieving herpes outbreaks, but that topical ap-
plication of tinctures can be even more immediately helpful.
This is because ethanol has a drying effect that quickly reduces
pain. Unfortunately, this is not as cosmetically acceptable and
may even stain the skin for several hours’ time, and thus most
patients opt to apply tincture in the evening when not at work
and to use cream throughout the day. It cannot be sufficiently
stressed that multiple applications of any topical herbal com-
pounds are necessary for full efficacy, and that they should be
started as soon as prodromal symptoms are noted or lesions
appear, whichever comes first. Oils and ointments are not as
effective and may actually spread the lesions.

Added to topical antivirals are various adaptogenic, immu-
nomodulating herbs that potentiate the patient’s own ability to
fight the virus. While not as well-documented to be effective,
we have consistently found them to be helpful. They are par-
ticularly vital in immunosuppressed patients, but should not be
combined with immunosuppressive drugs.

We have found that a full herbal protocol coupled with nutri-
tional recommendations and stress reduction can cost-effectively
and safely help most patients with herpes infections. |
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