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PILOT STUDY

ABSTRACT

Context o Five herbs—Urtica dioica (stinging nettle),
Boswellia serrata, Equisetum arvense, Allium sativum, and
Apium graveolens—have been demonstrated to have
activity at several anti-inflammatory pathways and have
analgesic properties that are effective in treating chronic
musculoskeletal pain.

Objectives « The study intended to evaluate the clinical
efficacy of a proprietary blend of U dioica, B serrata,
E arvense, A sativum, A graveolens, and thiamine (vitamin B,),
or “the blend,” in the treatment of chronic musculoskeletal
pain.

Methods o The research team performed a prospective
case study.

Setting « The study took place at the National Center for
Whole Psychiatry in Chevy Chase, MD, USA.
Participants: Participants were patients who had
experienced baseline persistent musculoskeletal pain for
at least 4 mo in =1 body parts without relief from
traditional treatments.

Intervention e Participants were provided with a 14-d
supply of the study’s medication. Two 350-mg capsules
were administered 2 x/d with food. The participants were
instructed not to alter or add any therapies for their
pain-associated condition for the 14 d of the study.
Outcome Measures  The primary outcome measure was
the change on a subjectively scored visual analogue scale
(VAS), similar to the Western Ontario and McMaster
Universities Osteoarthritis Index. The VAS was used to
assess pain and the impact of motion and mobility at each
location with pain. Each patient was administered the
VAS rating scale to assess physical function and pain
status at baseline and at the end of 14 d or postintervention.

Robert Hedaya, MD, DLFAPA, is a clinical professor of
psychiatry at Georgetown University Medical Center in
Washington, DC, and he is the founder of Functional
Herbals, LLC, and the National Center for Whole Psychiatry
in Chevy Chase, Maryland.
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Patients were seen for follow-up at a minimum of 2 wk
and underwent an interview, with the VAS rating scale
being readministered.

Results « A total of 13 patients, involving 27 pain sites,
qualified for the study, 5 males and 8 females with a
median age of 58 y. The primary sites of pain were (1) the
knees—?5 sites (18.5%), (2) the shoulders—6 sites (16.6%),
and (3) the back (sciatica)—5 sites (18.5%), with
11 miscellaneous locations (40.7%) making up the rest of
the sites, including the neck, jaw, foot, heel, and coccyx. The
mean disease duration was 5.61 y, with a range of 4 mo to
20 y. The average VAS pain subscale score was 58.04 at
baseline and 23.33 at follow-up. The mean difference
between the 2 scores was 34.71 (confidence interval [CI],
26.16-47.01). A significant reduction in the pain scores had
occurred by the follow-up assessment (t=7.23, P<.05). The
average VAS subscale score for functional mobility was
56.67 atbaseline and 28.70 at follow-up. The mean difference
between the 2 mobility scores was 27.97 (CI, 17.86-38.88).
A significant improvement in the ability to move had
occurred in the affected areas by the follow-up assessment
(t=5.97, P<.05). No adverse effects were reported.
Conclusions « A clinically significant reduction in
perceived pain and improvement in functional mobility
had occurred for the intervention group as related to their
chronic joint, back, and muscle pain. The complex of
5 herbs, plus vitamin B , was well tolerated, and the results
suggest that the blend should be considered to be a
valuable alternative treatment in the management of
chronic musculoskeletal pain. (Altern Ther Health Med.
2017;23(1):14-19.)
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hronic pain is a predominant manifestation of disease

that results in impaired mobility, emotional stress,

loss of function, and reduced quality of life. It is
estimated that up to 12% of the adult population suffers from
some form of chronic pain.’ Such pain is frequently refractory
to treatment, and its prevalence continues to increase, with
epidemiological studies reporting that up to 20% of those
with chronic pain are refractory to standard, traditional
therapies such as nonprescription analgesics, or prescription
COX inhibitors and opioids.> It is estimated that those
conditions result in $60 billion in lost productivity each year
and will likely increase as individuals live longer and survive
with medical conditions that are treatable.’

The World Health Organization reports that of those
individuals with chronic pain, 50% identify the limbs and
joints and 33% the lower back as the source of pain. Joint and
back pain is most commonly caused by arthritic conditions
and is typically managed according to the guidelines of the
American College of Rheumatology,® the American College of
Physicians, and the American Pain Society.® However, no
consensus guidelines exist for the treatment of patients who do
not respond to, cannot tolerate, or are not appropriate
candidates for traditionally recommended treatments.

Furthermore, even when standard treatments are
effective, the side effects and risks are significant. Up to 50%
of patients treated with nonsteroidal anti-inflammatory
drugs (NSAIDs) or opioids experience gastrointestinal side
effects.” Opioid treatments are associated with frequent
adverse effects, including abuse, mental impairment,
tolerance, nausea, and constipation, resulting in more than
20% of users discontinuing the medication® and approximately
40% being nonadherent to a physician’s recommended dose.’

Alternative therapies, such as acupuncture and massage,
have become widely used by patients when traditional
medical treatments for chronic pain are not effective,
medically contraindicated, poorly tolerated, or simply
refused.’® The traditional herbs Urtica dioica,
Boswellia serrata, Equisetum arvense, Allium sativum, and
Apium graveolens have been demonstrated to have activity at
several anti-inflammatory pathways.

U dioica (stinging nettle) has been shown to be clinically
effective in the treatment of arthritis.'>'? Boswellia has been
shown to be effective in reducing pain from osteoarthritis,**>
surgical tendon repair,'® and repetitive-use arthritis,” as well
as in human mechanical pain models.”® E arvense reduces
inflammation, produces antinociceptive actions,'*” and has
been shown to reduce neuronal pain transmission signals."
A sativum bulb powder has specifically been shown to have
analgesic effects in animal pain models. A graveolens
extracts reduce inflammation and improve arthritic
conditions.” The family of B vitamins is essential for proper
nerve-cell function, and combinations of vitamins B,, B, and
B, have been reported to have analgesic effects and reduce
pain associated with lumbar vertebral disease,” back pain,**
and diabetic neuropathy.”

Urtica dioica

The proposed benefits of U dioica in the treatment of
pain and inflammation may be due to components found in
the extract of the leaf. In 2 studies, a fraction of an aqueous
extract containing polysaccharides demonstrated prolonged
anti-inflammatory activity in a rat-paw edema test.”**
Specific polysaccharidesisolated from that fraction stimulated
T-lymphocyte proliferation or influenced the complement
system. An ethanolic extract was found to suppress human
leukocyte elastase (HLE). HLE is one of the most destructive
enzymes released by polymorphonuclear granulocytes,
which migrate into tissues during the inflammatory process.?

The water-soluble fraction of stinging-nettle leaf extract
(IDS 23, Rheuma-Hek, Strathmann GmbH & Co KG, Hamburg,
Germany) was shown to provide a dose-dependent inhibition of
a phytohemagglutinin-stimulated production of T-helper type 1
(Th,)-specific interleukin (IL) 2 and of interferon-gamma in
peripheral-blood mononuclear cells.” It has been demonstrated
to inhibit the action of leukotriene and prostaglandin syntheses,”
reduce the formation of tumor necrosis factor a (TNF-a),
influence T-helper-derived cytokine patterns,” reduce the
stimulation of IL-1B in lipopolysaccharide-stimulated human
whole blood,® and inhibit the action of nuclear factor kB
(NF-xB)." A hydroalcoholic extract of stinging nettle was found
to lower levels of IL-6 and high-sensitivity C-reactive protein
(hs-CRP), but it lacked significant effects on TNF-a.*!

Stinging nettle has been used safely for up to
2 years.”” Stinging nettle root extract (Bazoton-uno) was
shown to be safe and effective in a randomized, controlled,
long-term study of benign prostatic syndrome.”

Boswellia

Multiple pentacyclic triterpenic acids, referred to as
boswellic acids, have been isolated from resins of the Boswellia
species and identified as possessing anti-inflammatory
properties.* Acetyl-11-keto- boswellic acid from Boswellia has
been identified as one of the primary anti-inflammatory
triterpenoid acids in Boswellia resin extract. Acetyl-11-f
boswellic acid is a highly specific inhibitor of 5-lipoxygenase, an
enzyme for leukotriene biosynthesis.*>** Animal research has
shown that it inhibits the release of leukotrienes B, (LTB,).*****
Additional studies have found that Boswellia inhibits HLE.*

For mice with colitis induced by trinitrobenzene sulfonic
acid, high doses of Boswellia extracts were found to be
effective at reducing inflammatory responses. In a
randomized, double-blind, placebo-controlled, crossover
trial of 30 patients, the safety and efficacy of B serrata for
individuals with osteoarthritis of the knee was studied.* The
findings revealed a statistical reduction in pain and improved
function of the affected joint and limb.

Equisetum arvense

E telmateia contains antioxidants with significant
inhibitory actions against damaging free-radicals.*' E arvense
also contains (-sitosterol, campesterol, and isofucosterol,
which provide anti-inflammatory steroidal effects.*?
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Allium sativum

The pharmacological effects of A sativum (garlic) are
attributed to its allicin, ajoene, and S-allyl-L-cysteine
sulfoxide (ACSO).* Specifically, ACSO possesses significant
antioxidant and anti-inflammatory properties. Recent
research has demonstrated that ACSO can reduce
mitochondrial production of proinflammatory superoxide
anions and harmful cellular activations of cytokines.*

Allicin supplementation has been studied to examine
the effects of exercise induced muscle damage.* That study
found that allicin supplementation for 14 days reduced
plasma creatine kinase, muscle-specific creatine kinase, and
IL-6 as well as decreased subjectively assessed muscle
soreness after exercise. That study’s allicin supplementation
resulted in reduced, exercise-induced plasma creatine kinase,
muscle-specific creatine kinase, IL-6, and perceived muscle
soreness after exercise when compared with a placebo. No
adverse effects were reported.

Apium graveolens
One study has shown that A graveolens from celery
contains flavone aglycones, which can inhibit

2 proinflammatory mediators, TNF-a, and NF-«B.* The
objective of that study was to assess the efficacy, safety, and
tolerability of A graveolens for the treatment of patients with
chronic musculoskeletal pain.

METHODS
Participants

The participants in the current study were a series of
consecutive patients presenting with pain at the author’s
clinic, the National Center for Whole Psychiatry (Chevy
Chase, MD, USA).

To qualify for inclusion in the current prospective
analysis, a patient must have experienced baseline persistent
musculoskeletal pain for at least 4 months in 1 or more
locations on the body without adequate relief. A review of a
prospective participant records by the author determined if
he or she met the criteria for enrollment. To be included, the
patient must (1) have been older than 18 years, (2) not have
been lactating or pregnant, and (3) have had musculoskeletal
pain for more than 4 months.

Patients on anticoagulant therapy were excluded from the
study because the investigator was concerned that stinging
nettle, which contains significant amounts of vitamin K, might
decrease the effects of anticoagulant drugs such as warfarin
(Coumadin).”” Patients with gastrointestinal disorders were
excluded based on the results of a randomized controlled trial
in which 4 of 25 patients treated with a stinging-nettle
preparation withdrew from the study owing to side effects
such as constipation, diarrhea, and gastric disorder.*®

Procedures

The research team performed a prospective case study,
which intended to evaluate the clinical efficacy of a proprietary
blend of U dioica, B serrata, E arvense, A sativum,

A graveolens, and vitamin B, (DrH Rejoint Functional
Herbals, LLC, Chevy Chase, MD, USA) in the treatment of
chronic musculoskeletal pain.

Each patient subjectively completed a visual analogue
scale (VAS) similar to the Western Ontario and McMaster
Universities Osteoarthritis (WOMAC) Index to assess
physical function and pain status at baseline and
postintervention. The effectiveness of the blend was evaluated
on treatment day 14, by comparing the VAS data
postintervention to the baseline values. The primary outcome
measure was the change on the VAS, which was measured for
each location of pain. The effects of pain on the range of
motion (ROM) in the patient’s affected body region and on
mobility was also assessed.

The patients were seen for follow-up at 2 weeks
postintervention and underwent an interview, with the VAS
rating scale being readministered. In cases where the patient
was unable to return to the clinic for follow-up, a VAS was
mailed to the patient. The investigators collected symptom
reports at the posttreatment measurement that included an
assessment of side effects and adverse events.

During the study, the participants were instructed not to
change the type or dosage of medications or to begin any new
therapies for their chronic pain condition during the study.
They were authorized to continue any previously ongoing
therapies related to their general health as well as to their
chronic pain. Those ongoing therapies consisted of
psychotropic medications, counseling, prescription analgesic
medications, an anti-inflammatory diet, various nutritional
supplements, and meditation.

Intervention

All patients took two 350-mg capsules of the blend with
food twice per day. Participants were provided with a 14-day
supply of the study’s medication.

Outcome Measures

The VAS used was similar in design to the WOMAC
Index.**" The VAS consisted of subscales for pain and
functional mobility, which provided parallel, 60 mm-long
horizontal lines labeled pain and trouble moving the painful
area, respectively. Each line was marked from 0 to 100, divided
into 10 segments, and associated with a descriptive word at
each end (ie, none at one end and worst ever at the other).

The patients marked the point on the line that best
reflected the place on the scale that described their current
pain and immobility. The measurement between zero and the
point marked by a patient was compiled as a percentage of
the line’s total length and entered into the study’s data sheet
for compilation and computation.

Statistical Analyses
The individual scores were analyzed by an analysis of
variance with calculated statistical ¢ scores and P values.
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Figure 1. VAS Scores at Baseline and Postintervention
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Abbreviations: VAS, visual analogue scale.

RESULTS

A total of 13 patients, involving 27 pain sites, qualified
for the study. The study included 5 males and 8 females,
with a median age of 58 years and a range of 48 to 75 years.
The primary sites of pain were the (1) knees—5 sites
(18.5%), (2) shoulders—6 sites (16.6%), and (3) back
(sciatica)—5 sites (18.5%), with 11 miscellaneous locations
(40.7%) making up the rest of the sites, including the neck,
jaw, foot, heel, and coccyx.

The mean disease duration was 5.61 years, with a range
from 4 months to 20 years. The average VAS subscale score
for pain was 58.04 mm at baseline and decreased to
23.33 mm at follow-up. At the endpoint, the mean difference
between the 2 scores was 34.71 mm (confidence interval
[CI], 26.16-47.01). A significant reduction in the VAS pain
scores was found at a follow-up assessment (t=7.23, P<.05).
The average VAS subscale score for functional mobility was
56.67 at baseline and 28.70 at follow-up. At the endpoint, the
mean difference between the 2 scores was 27.97 (CI, 17.86-38.88).
A significant improvement was found in the patients’ ability
to move the affected joints at the follow-up assessment
(t=5.97, P<.05). See Figure 1. The mean reduction in the
pain score was 59.9% and the reduction in the limitations on
mobility was 49.4%. No adverse effects were reported.

DISCUSSION

The current study was designed to determine whether
administration of a proprietary blend of U dioica, B serrata,
E arvense, A sativum, A graveolens, and vitamin B, would
result in significant subjective improvements in patients with
chronic musculoskeletal pain. The study did in fact
demonstratea significant reduction in pain and improvements
in functional mobility. More important, the mean reduction
in pain scores in the study was greater than many average
scores for placebo effects that have been reported in clinical

analgesia trials.”>*® Assessing the ROM was not an objective
of the current study and, therefore, was not measured for the
study’s patients.

The secondary objective of the current study was to
assess any change in the pain associated with the movement
of the affected region of the body—shoulder, knee, back, or
other area—that contributed to limiting a patients ROM
and/or mobility. The study found that improved mobility was
a likely result because of a reduction in the pain associated
with the movement of the affected regions. Thus, the current
pilot study confirmed the researcher’s hypothesis that the
herbal blend would have analgesic and/or anti-inflammatory
properties that were associated with improvement in chronic
musculoskeletal pain and mobility.

The herbs in the blend have numerous biologically active
constituents, which act at multiple locations along
inflammatory and nociceptive pathways. Boswellia has
significant antioxidant properties and may act by limiting the
proinflammatory effects of free-radical excess, which are
both consequences and causes of chronic tissue injury.
Boswellia reduces leukocyte infiltration in arthritic joints and
reduces inflammation by inhibiting NK-«kB.*

U dioica has been shown to be clinically effective in the
treatment of arthritis, and it is thought that its strong
anti-inflammatory action is the result of stabilization of the
NF-kB complex.” In addition, U dioica is associated with
inhibition of cytosolic phospholipase A, * and also has
antioxidant properties.”®*

E arvense has been shown in animal models to have
strong antinociceptive and anti-inflammatory properties®
and an inhibitory effect on human T-cell proliferation, which
subsequently limits inflammatory processes.® In addition,
E arvense induces antinociceptive actions that are achieved
by a reduction of IL-2 and TNF-a activity.*®®

A graveolens has been shown to provide antioxidative,**2
central analgesic, and local-tissue anti-inflammatory
action®*® via inhibition of TNF-a and NF-xB.*® A sativum
has been shown to reduce proinflammatory cytokines, IL-1,
and IL-67° and to minimize intracellular oxidative stress
and NF-kB activation.”"”

Vitamin B, is an important cofactor in the biosynthesis
of both neurotransmitters and reducing substances that
prevent cellular oxidative damage.” The analgesic effects of
vitamin B, have been studied in several human clinical trials,
and benefits have been found in the treatment of peripheral
neuropathies as well as fibromyalgia.”

The current researcher concludes that the proprietary
blend was effective in patients with chronic musculoskeletal
pain and is a reasonable alternative for those individuals who
prefer nonpharmacological pain management; are
nonresponders to existing treatments; have renal or
cardiovascular risk factors precluding NSAID use; or cannot
tolerate NSAIDs, COX-2 inhibitors, or opioids.

The limitations of the current study are the relatively
small sample size, lack of a randomly assigned placebo arm,
and use of subjective assessments. Although measures of
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pain are generally subjective, future studies should use
objective measures for range of motion. Finally, the study’s
duration was limited, and it will be important to determine
how or whether the subjective benefits of the blend change
over time. Based on those limitations, it is clear that additional
studies are necessary to confirm the efficacy and safety of the
blend in patients with chronic musculoskeletal pain.

CONCLUSIONS

The study found significant improvements in the levels
of pain and functional mobility for patients administered a
proprietary blend for chronic musculoskeletal pain. Based on
its significant clinical effects, its excellent tolerance profile,
and the broad spectrum of its molecular anti-inflammatory
actions, the blend appears to be a valuable alternative to
NSAIDs, COX-2 inhibitors, and opioids in patients suffering
from refractory chronic musculoskeletal pain.

AUTHOR DISCLOSURE STATEMENT
Robert Hedaya is the chief executive officer of Functional Herbals and Old Chester
Health Care Products, LLC, the makers of the blend used in the current study.
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