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Abstract

Patients with leukemia often seek additional treatments not prescribed by their oncologist in an effort
to improve their cancer treatment outcome or to manage symptoms. Complementary therapies are
used in conjunction with traditional cancer treatments to decrease symptoms and side effects
associated with cancer or cancer treatment, and to improve patients’ overall quality of life.
Complementary therapies are distinct from so-called ‘alternative’ therapies, which are unproven,
ineffective and may postpone or interfere with mainstream cancer treatment. Complementary
therapies are pleasant, inexpensive, nonpharmacologic and effective. For patients with leukemia, the
complementary therapies that are always appropriate include mind—body interventions, such as self-
hypnosis, meditation, guided imagery and breath awareness. Massage and reflexology (foot massage)
decrease symptoms with effects lasting at least 2 days following treatment. Acupuncture is very
beneficial for symptom management without adverse consequences. Physical fitness with regular
exercise and healthy dietary habits can significantly decrease side effects of cancer treatments and
may prolong survival. Botanical extracts and vitamin supplements may interfere with active cancer
treatments, and should be discussed with the oncologist or pharmacist before use.
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Complementary versus alternative therapies

Patients with leukemia often seek additional treatments not prescribed by their oncologist in
an effort to improve their cancer treatment outcome or to manage symptoms. The term
‘complementary and alternative medicine’ has been in common use to describe therapies that
are not typically part of mainstream medicine. Unfortunately, the term is misleading because
it combines two very different approaches. ‘Alternative treatments’ are unproven or disproved
remedies promoted for use instead of gold-standard cancer care, and they have no role in the
treatment of cancer or other life-threatening illnesses [1]. Combining the terms
‘complementary’ and ‘alternative’ lends an unwarranted legitimacy to the alternative
treatments and taints the value of adjunctive, evidence-based complementary modalities.

There are no viable ‘alternatives’ to mainstream cancer care. The so-called “alternative
therapies’ are not effective and often delay receipt of needed treatment until the tumor has
advanced to a later stage, thus impacting survival. They should be avoided. Many over-the-
counter agents directly interfere with medical treatments by chemically blocking the action of
the cancer treatments, as seen with the use of many botanical extracts or antioxidants concurrent
with radiation or chemotherapy [2,3], or by stimulating cancer cell growth [4], as occurs with
botanical extracts such as cat’s claw and dragons blood, which have often been used by parents
in an effort to treat their child’s leukemia.

By contrast, complementary therapies are used in conjunction with mainstream medical
therapies and are evidence-based. They decrease side effects associated with cancer or its
treatment. These therapies do not directly treat the cancer. Rather, they decrease side effects
and improve quality of life. Complementary therapies are rational, evidence-based and cost
effective. They are pleasant and, importantly, provide patients with a sense of control.

Prevalence of complementary therapy use

The main complementary therapies include massage, acupuncture, mind—body interventions,
including self-hypnosis, meditation, yoga and tai chi/qgi gong, botanical and other supplements
plus fitness (nutrition and physical activity).

There is minimal specific information regarding patients with leukemia and their utilization of
complementary therapies. Approximately a third of children with cancer have leukemia;
however, the studies do not separate the results into different cancer types when reporting
complementary therapy use concurrent to cancer treatment. Only two reports specifically
discuss complementary therapy use in patients with leukemia. Gupta documented that 56% of
patients with leukemia in northern India used complementary therapies, with 33% using
Ayurveda [5]. Hensel et al. surveyed 247 chronic lymphocytic leukemia patients in Germany,
with 44% using complementary therapies [6]. Massage and mind—body therapies were not
utilized in this German cohort. In total, 26% used vitamin supplementation, 18% mineral
supplementation, 14% homeopathy, 9% mistletoe therapy and 7% used acupuncture. Patients
largely used these treatments without physician recommendations and 32% of patients received
their information through the internet. Of particular concern is the high percentage of patients
who reported using vitamin supplementation, as these products are not necessarily safe when
taken concurrent to cancer treatment. Mistletoe therapy is not legally available in the USA, but
is commonly used in Europe.

In the UK, complementary therapy use in adults with all cancers is similar to that of the general
population with approximately 33% of patients using these therapies [7]. While 33% reported
that they had used complementary therapies prior to diagnosis, 29% used them after the cancer
diagnosis. Of patients using the complementary therapies, 64% chose aromatherapy and
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reflexology treatments, both of which were offered at their cancer center. Another 23% of
patients used acupuncture, 22% herbal medications and 20% yoga.

When pediatric cancer patients are questioned regarding their use of complementary therapies,
30-80% used one or more complementary therapies in conjunction with traditional cancer care
[8-10]. Children have an especially high percentage of vitamin and nutritional supplement use,
with over 40% of patients consuming these products [11]. Parents most often state that they
want to “do everything possible” as the reason for including these therapies with the cancer
treatment [12]. The mind-body therapies were the second most commonly used
complementary therapies. In adolescents with cancer, 80% report to have used complementary
therapies in their lifetime, with 50% having used them in the previous month [11].

Many patients do not report their use of complementary therapies to the oncologist, with the
main reason being that the oncologist did not ask [6]. Of particular concern is that herbal teas,
plant extracts and therapeutic vitamins comprised the highest percentage of use in most patient
surveys, as these therapies risk directly interfering with cancer treatment [13,12]. The
complementary therapies of guided imagery, self-hypnosis, massage, acupuncture and physical
fitness do not have the same potential for adversely affecting the cancer treatment.

Complementary therapies for leukemia symptom relief

Massage

Many of the symptoms associated with both the acute and chronic leukemias are decreased by
the complementary therapies, including the symptoms of fatigue, nausea, stress, decreased
appetite, bone and joint pain, fevers and sweats. In addition, symptoms associated with
chemotherapy and radiation therapy to treat leukemia are very responsive to the complementary
therapies of massage, acupuncture, mind—body interventions, physical fitness and good
nutrition. While many of the clinical trials evaluating specific complementary therapies did
not include leukemia patients, the symptoms addressed by the treatments are common to
patients with leukemia, and the study results can be extrapolated into the leukemia patient
population.

Massage has been demonstrated to be very beneficial for decreasing symptoms of pain, nausea,
fatigue, anxiety and insomnia in clinical trials [14,15]. Massage techniques range from light
touch to deeper tissue pressure and include reflexology treatments involving only foot massage.
The choice of technique is dependent on the patient’s clinical condition. Although there are no
studies evaluating the platelet level required for deep tissue massage, thrombocytopenia is a
relative contraindication to deep tissue massage and, in this setting, light-touch massage or
reflexology may be a better treatment option. Those who are frailer and who are near the end
of life may tolerate the reflexology treatment rather than full body massage. Symptom
management is achieved equally through the reflexology and the full body massage, with an
average decrease in symptom intensity by 50% for all presenting complaints, and the relief
lasted at least 48 h post massage/reflexology treatment [14]. The massage treatments have a
very favorable risk—benefit ratio and very low risk of adverse side effects.

Acupuncture

Acupuncture is part of the ancient Chinese traditional system of medicine and has been used
for millennia. The acupuncture points used are based on the theory that energy or ‘qi’ is thought
to flow along multiple channels or “meridians’, which approximately correspond to tissue
planes. Disease occurs when these energy channels become blocked. Insertion of the thin,
sterile, filiform needles superficially into these acupuncture points is thought to release the
blocked energy, thereby restoring health.
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There is minimal risk of injury from acupuncture treatments, with reports of less than one
adverse event in over 10,000 acupuncture treatments [16]. Acupuncture needles are 38-40
gauge and filiform, as opposed to the 21-25 gauge hollow needles used for phlebotomy. The
acupuncture needles are only inserted approximately a quarter inch or less depending on the
exact insertion site, and, therefore, acupuncture is considered safe during acute anticoagulation
with Coumadin® or heparin. Thrombocytopenia is not a contraindication unless the platelet
count is below 50,000. There is one report of acupuncture ear studs causing auricular
hematomas during acute dilutional thrombocytopenia [17]; however, acupuncture has also
been safely administered repeatedly during acute pregnancy-induced thrombocytopenia for
analgesia [18]. Electroacupuncture should be avoided during anticoagulation or acute
thrombocytopenia, although there are no reports demonstrating acute toxicity.

Research has demonstrated acupuncture to be beneficial for many cancer-related symptoms
[16]. Certain chemotherapy agents, such as paclitaxel, can cause neuropathy. This
chemotherapy-associated peripheral neuropathy has favorably responded to acupuncture
treatments [13]. Chemotherapy dose reduction is at times necessary to prevent further
neuropathy progression. Decreasing the neuropathy symptoms through acupuncture can
maximize the chemotherapy delivered to a patient, thereby increasing the chance for successful
cancer outcome.

Nausea prevention and treatment is also very successful with weekly acupuncture [12]. Optimal
timing of the acupuncture treatments is 1-2 days prior to the chemotherapy infusion, and
continues weekly throughout the chemotherapy. Xerostomia, or extreme dry mouth. following
head and neck radiation therapy is also very responsive to acupuncture treatments with
increased salivation compared with control [19,20]. Acupuncture also decreases the vasomotor
symptoms of hot flashes [21,22] and decreases pain [23].

The mind-body practices, such as meditation, self-hypnosis, guided imagery and music
therapy, have been demonstrated to decrease cancer-related symptoms [24]. A recent trial
examined a 15-min presurgical self-hypnosis session compared with empathetic listening in
women who were undergoing excisional breast biopsy or lumpectomy. The self-hypnosis
group experienced decreased nausea, pain, fatigue and discomfort when compared with the
control group. In addition, the self-hypnosis group required less time in the operating room
and the recovery room, less anesthesia and was more cost effective, saving the hospital nearly
US$800 per patient through decreased resource utilization [25].

Music therapy has been demonstrated to be effective in decreasing mood disturbance in patients
undergoing stem cell transplantation [26], with significantly decreased anxiety and depression
in those who received music therapy compared with usual care. Music therapy involves more
than simply listening to music. Music therapy is delivered by professional musicians who have
received advanced training in music therapy. Rather than using words as in psychotherapy,
music is utilized. Music bypasses many higher cortical centers, and allows people who are
frailer or who do not have access to words to derive benefit from the music therapy.

Sahler et al. examined music therapy in conjunction with guided imagery for persons receiving
stem cell transplantation [27]. In contrast to the results seen by Cassileth et al. [24], the
combined music therapy with guided imagery participants encountered difficulty in adhering
to the imagery. The researchers concluded that the patients were often too ill to actively focus
on the imagery. A more passive and receptive intervention may be more appropriate for those
patients who are very ill and who are frail.
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Botanical & nutritional supplements

A large percentage of cancer patients, as well as the German Chronic Lymphocytic Leukemia
(CLL) patients patients, surveyed used botanical and nutritional supplements in conjunction
with their cancer treatments. In contrast to the aforementioned complementary therapies, which
are appropriate for all patients with leukemia, botanical and nutritional supplements may be
contraindicated depending on the therapy used and the cancer treatments received.

Potential risks of using botanical supplements—The consumption of large quantities
of supplements may interfere with obtaining adequate nutrition through decreased food intake,
especially for children [10,28]. In addition, the metabolism of these supplements may not be
similar in children compared with adults, leading to increased toxicity. The botanical extracts
are a complex mixture of chemical structures, which can have unpredictable effects on the
immune system. There is ongoing research through the National Institute of Health funding
regarding botanical use as immunomodulators. Outside of a well-designed clinical trial, using
botanical extracts in patients with leukemia for affecting the immune system is not advised
[10].

Patients can interpret in vivo or animal studies as definitive evidence and begin using the
product before any safety and efficacy data are available from human studies [29]. The
aggressive marketing of botanical products and nutritional supplements to cancer patients can
add to the confusion and convince patients that these products are safe to use when there may
not be scientific evidence of safety. Unfortunately, some of the popular botanical therapies that
parents are giving to children with leukemia can actually increase growth of the cancer cells.
A study evaluating cat’s claw, dragon’s blood and mistletoe in childhood leukemia cells
showed high resistance to these products. There was increased leukemic cell survival by 45%
for mistletoe, 96% by cat’s claw and 83% for dragon’s blood [4].

Another risk of using botanical extracts in cancer treatment is that many of these products are
advertised to “boost the immune system”. While this may sound positive, boosting the immune
system may be detrimental for persons who are receiving immunosuppression through
corticosteroids, methotrexate or other medications [30]. Corticosteroids are commonly used
with chemotherapy for leukemia. Patients taking unregulated botanicals to boost their immune
system may directly interfere with their chemotherapy. There is also at least a theoretical risk
for leukemia patients of inducing cancer recurrence through stimulating the immune system
[10].

In addition, these agents are not regulated by the US FDA and, as such, there are issues of
quality control, possible heavy metal contamination, endotoxin presence and stability issues
that can make using these products problematic. The United States Pharmacopeia (USP) is an
independent agency with offices in Rockville, (MD, USA), Hyderabad (India), and Shanghai
(China). The USP verifies the identity, strength, purity and quality of dietary supplement
finished products, dietary supplement ingredients and pharmaceutical ingredients. Products
that bear the USP seal have been verified to contain what is stated on the label. This verification,
however, does not address issues of safety and efficacy. A minority of manufacturers have the
USP verification, as this process is not required by any federal agency.

Potential benefits of botanicals—Shanafelt et al. from the Mayo Clinic reported that,
after their initial in vitro report of epigallocatechin gallate (EGCG) extract inducing apoptosis
in leukemic B cells from CLL patients, a large number of their patients began using EGCG
despite no evidence regarding clinical efficacy and no available data regarding possible
toxicity, or optimal dosing or schedule. This increased patient use resulted in a case series using
EGCG in early CLL patients [29] and a newly released dose-escalation trial examining EGCG
extracts in asymptomatic stage (e.g., stage Il patients with CLL) [31]. The Phase I study used
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decaffeinated green tea extract administered in increasing doses up to 2000 mg twice daily.
There were few dose-limiting toxicities, with two out of 33 patients experiencing a grade 3
toxicity. More than 75% of the patients who were receiving between 1200 and 2000 mg twice
daily experienced at least a partial response, defined as reduction in the absolute lymphocyte
count of greater than 20% from the pretreatment level for at least 2 months. Less than 20% of
those receiving 400-1000 mg twice daily achieved a biologic response. The mechanism of
action is unknown and there are multiple possible theories under investigation.

While these EGCG extract results are encouraging for early-stage CLL patients, it is important
to note that these patients were not receiving any concurrent cancer treatment aside from the
EGCG extract. Another recent study demonstrated that EGCG extract completely blocks
bortezomib activity, rendering the agent useless in its anti-tumor activity [32].

The medicinal mushrooms show promise from in vitro, ex vivo and animal models for
increasing cancer cell death and decreasing tumor growth. The Agaricus mushroom has shown
promising results in in vitro studies using human myeloid leukemia cell lines regarding
decreasing leukemic cell growth [33]. Additional research evaluating various medicinal
mushrooms and their immunomodulatory properties are ongoing, but until clinical trial results
are available and more data is present regarding safety and potential toxicity, it is prudent for
leukemia patients to avoid using these supplements.

Multivitamin use & potential risks

Currently US$20 billion are spent annually on nutritional and botanical supplements in the
USA [101]. Much of this is in the hope of preventing or curing disease. The most common
complementary therapy for many cancer patients is multivitamin and multimineral use.
Unfortunately, clinical trials that have examined the use of high dose single vitamin and nutrient
supplement for cancer prevention and cancer treatment have not shown benefit [34-36]. The
Selenium and Vitamin E Cancer Prevention Trial (SELECT) was stopped early owing to
adverse outcomes with increased risk of prostate cancer in the vitamin E group and increased
incidence of diabetes in the selenium group [36]. The Physicians Health study examining
vitamin C and E for cancer prevention also did not show any benefit [35]. A recent publication
demonstrated reduced activity of bortezomib in healthy volunteers taking 1000 mg of vitamin
C orally. The results were confirmed in a xenograft model of human multiple myeloma in
severe combined immune-deficient (SCID) mice [37]. This suggests that oral doses of vitamin
C that are routinely consumed in over-the-counter supplements clinically block the effects of
boronate class proteasome inhibitors. Similar effects of ECGC blocking bortezomib activity
was mentioned previously [32].

The 2008 World Cancer Research Fund/American Institute for Cancer Research (WCRF/
AICR) formal recommendations are to meet our nutritional needs through food products alone
rather than through vitamin and mineral supplements; supplements are also not advised for
cancer prevention [38]. The marketing for these nutritional supplements is very strong and the
public can easily be convinced to purchase and consume these products.

Antioxidant controversy

Many of the multivitamin supplements available today through health food stores, pharmacies
and nutritional supplement retailers contain doses of individual vitamins well above the current
recommended daily intake or recommended daily allowance set by the Food and Nutrition
Board of the National Academy of Sciences. Certain cancer treatment regimens that work
through generating reactive oxygen species (ROS) can have decreased efficacy when combined
with a high dose of vitamin supplementation. Specifically, the high antioxidant-containing
vitamins A, C and E can interfere by blocking ROS.
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A randomized clinical trial among 540 head and neck cancer patients examining the effects of
a-tocopherol (400 1U/day) and B-carotene (30 mg/day) supplements concurrent to radiation
therapy demonstrated decreased effectiveness of the radiation therapy and more aggressive
tumors in those who were receiving the antioxidants [2]. Similar results were found from the
jB-carotene studies in male smokers, demonstrating an 18—-28% increased incidence in lung
cancers in the group who received p-carotene compared with placebo [39,40]. Additional
analysis of the B-Carotene and Retinol Efficacy Trial (CARET) showed a benefit for increased
fruit and vegetable intake only in the placebo arm. The placebo participants in the top quintile
of fruit intake had a risk ratio of 0.63 for lung cancer and the risk ratio was 0.68 for cruciferous
vegetable intake. Those who had increased intake of B-carotene through supplements did not
benefit from higher fruit and cruciferous vegetable intake [41].

Concerns have been demonstrated by vitamin C adversely affecting chemotherapy agents by
decreasing the production of ROS. A prominent meta-analysis of antioxidant use concurrent
to chemotherapy and radiation therapy consensus is that outside of a well-designed clinical
research trial, the use of antioxidants in conjunction with chemotherapy and radiation therapy
is not advised [42].

Fitness: nutrition & physical activity

The importance of healthy nutrition also cannot be overemphasized. The WCRF/AICR 2008
Summary of Food, Nutrition, Physical activity and the Prevention of Cancer: a Global
Perspective recommendations regarding diet and physical fitness stress the importance of
increasing plant foods and decreasing animal foods in our diet [38]. According to the WCRF
data, approximately a third of the cancers in Western, high-income countries are attributable
to factors relating to food, nutrition and physical activity [43]. Changing the patterns of
behavior through increasing education, as well as other means, will be of great benefit in cancer
prevention [44]. Diets that are rich in cured meat or smoked meat and fish have been associated
with an increased risk for childhood leukemia, while consumption of increased vegetables and
bean-curd were associated with a decreased risk [45].

The benefits of increased adherence to a plant-based diet similar to the Mediterranean style
diet have been shown in a number of studies and in one recent meta-analysis involving 1.5
million patients [46]. Those people who had increased adherence to the Mediterranean diet had
a 9% reduction in overall mortality, 9% reduction in cardiovascular mortality, 6% reduction
in cancer mortality and 13% decreased incidence of Parkinson’s and Alzheimer’s disease.
Unfortunately, most people do not comply with the Mediterranean diet recommendations
[47,48].

Children with acute lymphoblastic leukemia (ALL) are at increased risk for cardiovascular
disease and obesity as complications of their cancer treatment [49]. Increased adherence to
dietary recommendations regarding the Mediterranean plant-based diet may decrease the risk
for these complications [46]. Unfortunately, many survivors do not follow these dietary
recommendations. In a group of 72 adult survivors of childhood ALL surveyed regarding their
dietary patterns, no study participant reported complete adherence to any of the guidelines set
forth by the WCRF/AICR, the Dietary Approaches to Stop Hypertension (DASH) diet, or the
2005 USA Department of Agriculture food guide [49]. Approximately half of the participants
reported consuming at least five servings of fruits and vegetables per day, adhering to the AICR
recommendations; however, the consumption of both sugar and sodium were above the AICR
guidelines and consumption of whole grains was inadequate.

An analysis of dietary adequacy was undertaken in patients who received treatment for B-cell
lymphoma at the MD Anderson Cancer Center [50] and 94% of participants were found to
have either excessive or inadequate intakes of nutrients, including folate, vitamin A, iron,
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selenium and calcium. Of particular concern is that high dietary vitamin A intake may increase
the risk of lung cancer in smokers [39,40], while selenium may increase the risk of prostate
cancer in men [36].

The decreased level of activity present in children who have leukemia has been studied
extensively [51-59]. Implementing physical fitness programs, both during the acute
hospitalization phase [60,61] and following the cancer treatment, may be beneficial for
decreasing side effects, such as osteoporosis, decreased muscle tone and slowing the weight
gain often associated with postcancer treatment [43,51,53,62—65]. These programs will also
assist in establishing healthy lifestyle habits for decreasing secondary cancer risks in this
population.

A 3-week in-patient walking program intervention consisting of 12 min of daily walking
significantly improved fatigue, and decreased symptoms of distress and depression in patients
undergoing bone marrow transplantation [60]. Another study evaluating the effects of
increased fitness on decreasing osteoporosis for children undergoing treatment for ALL [61]
did not show any benefit; however, the exercise intervention group did regain their pretreatment
weight through significantly faster weight loss compared with the control group. The authors
postulated that the lack of improvement in bone mineral density was due to the low level of
patient adherence to the fitness program and recommended that future studies find methods to
increase patient participation.

Expert commentary

The complementary therapies are of great value for decreasing leukemia-related symptoms
and these therapies are safe to use concurrent to cancer treatment. Complementary therapies
have been investigated regarding symptom control; however, we do not always have optimal
dosing determined for these therapies. For example, is it better to administer acupuncture on
a weekly basis for chemotherapy-induced peripheral neuropathy, or will twice-weekly
treatments be more effective? How many sessions are required before we determine the
intervention as effective or ineffective? Is there a difference between specific meditation
techniques versus self-hypnosis in pain management? Are all physical fitness interventions
equal for decreasing cancer-related symptoms? How many minutes should a person exercise
at one setting in order to derive the maximum benefit from the intervention? Are three 60-min
sessions weekly the same regarding symptom management as six 30-min sessions? Do we need
to cycle our physical exercise with small bursts of physical activity alternating with periods of
rest, or can we exercise continuously and derive the same benefits from, for example, immune
system enhancement and increased natural Killer cell activity? These areas will be addressed
in future research to further refine our recommendations to patients and the general population.

What is confused by the general public and ignored by the nutritional supplement marketers
is that there is a difference between primary cancer prevention and cancer treatment. While
antioxidants are beneficial for protecting cells from oxidative damage and for primary cancer
prevention, this does not necessarily translate into directly benefiting all cancer patients. The
antioxidant fruit juice marketing for noni, gogi, acai and mangosteen, for example, imply that
the antioxidants will protect only the healthy cells and not the cancer cells, which is not
necessarily what occurs. There are no adequate human studies examining these claims for the
fruit juices. The studies that have examined high doses of antioxidants in conjunction with
chemotherapy or radiation therapy have either not shown benefit or have shown harm. In
patients who are at increased risk for cancer, high dose antioxidants have also been
demonstrated benefit, such as the B-carotene lung cancer prevention studies in male smokers,
where the group receiving the B-carotene had an 18% increased incidence of lung cancer
compared with the placebo group.
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Regarding botanical supplements and cancer prevention and/or treatment, additional research
is urgently needed to determine the efficacy and toxicity of these agents. The purity and
consistency of these products is not guaranteed, unless the botanical source is grown and
harvested through controlled conditions, which is not always the case. All research should
incorporate stability testing and exert quality control to ensure that the product used has batch-
to-batch standardization in order to replicate the research results in a clinical setting. Plant
source verification is also important. The issue of bioavailability is a key component for all
botanical research. Simply following serum levels of a botanical compound may also not be
indicative of the mechanism of action or of the botanical’s bioavailability, as the
pharmacodynamics may depend on a mechanism other than serum transport.

The medicinal mushrooms hold great promise for immune modulation; however, their use must
be closely monitored. It may not always be in a patients’ best interest to broadly stimulate the
immune system, especially for patients with leukemia. Altering one aspect of the immune
system has a cascade effect, which can produce unexpected results. A botanical supplement
may have very different immunomodulatory effects with different doses and serum
concentrations, and the maximum tolerated dose may not necessarily provide the optimal
desired effect [66].

Translating in vitro experimental results into animal models and human clinical results requires
careful interpretation of the experimental data. Unlike pharmaceutical drugs, which consist of
one chemical structure, the botanical extracts can contain hundreds if not thousands of chemical
constituents. The botanical agents may have unpredictable clinical results based on factors not
necessarily related to their proposed mechanism of action or chemical constituents. One such
example is the EGCG and vitamin C inactivation of bortezomib; although the mechanism of
action of bortezomib does not use an antioxidant mechanism, these two supplements do block
bortezomib activity.

Five-year view

Over the next 5 years, research will continue regarding the importance of nutrition not only
notonly in cancer treatment, but also in primary and secondary cancer prevention. Public health
safety issues, such as establishing adequate and optimal serum levels of various nutritional
compounds, will be increasingly addressed. While ensuring nutritional adequacy is important,
avoiding toxicity is also of paramount interest, especially with widespread food fortification.
Folate supplementation is one such example, while supplementation has decreased neural tube
defects, excessive inadvertent consumption of folate is possible through overeating fortified
products. Avoiding the potential for overdose and subsequent adverse health outcomes is of
vital importance.

Increased regulation of the marketing and advertising of nutritional supplements will also be
important issues. Simply because a product is available over the counter without a prescription,
does not ensure its safety for use in all persons. The adverse effects of high-dose multivitamin
supplementation will probably be increasingly encountered, as the prevalence of multivitamin
and multimineral use is very high. It is possible that an increase in the adverse effects of the
antioxidant supplements will result in increased cancers and other chronic diseases.

The potential role of folate, calcium, vitamin D and other nutritional ingredients in cancer
prevention and altering modifiable risk factors for decreasing cancer recurrence are gaining
increasing attention from the scientific community, as well as the general public. The
importance of lifestyle modification for increasing physical fithess and mind—body therapies
for stress reduction will also be more widely emphasized in the next few years. As we have
additional scientific data regarding the cost—effectiveness of regular physical fitness, mind—
body, acupuncture and massage therapies, the healthcare system will probably expand
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insurance coverage for these therapies. Self-hypnosis is increasingly covered through health
insurance, as this intervention has been shown to be cost effective, as well as effective for
decreasing patient symptoms. The opportunity for reimbursement for these services will
increase patient access and improve care for patients with leukemia.

Key issues

e Complementary therapies provide symptom relief during the active leukemia
treatment and improve quality of life for cancer patients.

e The so called ‘alternative’ therapies are not effective and have great potential to
interfere with traditional cancer treatments.

e Achieving adequate nutritional intake through foods and not through the use of
supplements is very important for decreasing side effects of treatment and
improving overall survival for cancer patients.

¢ Routine physical fitness plays an important role in maintaining physical strength
and decreasing side effects from the leukemia treatments.

¢ Maintaining healthy lifestyle habits through good nutrition and regular physical
fitness can reverse many of the leukemia treatment-related side effects and can
decrease the risk of cardiovascular complications from the leukemia treatments.

*  Mind-body practices, acupuncture and massage are very beneficial for decreasing
side effects of cancer treatments.

e Botanical and nutritional supplements have the potential to interfere with cancer
treatments and are to be used only with the supervision of the oncologist.

References

Papers of special note have been highlighted as:
« of interest
«¢ of considerable interest

1ee. Vickers AJ, Kuo J, Cassileth BR. Unconventional anticancer agents: a systematic review of clinical
trials. J Clin Oncol 2006;24(1):136-140. [PubMed: 16382123]Cogent analysis of clinical trials
using unconventional anticancer therapies, including botanicals, high-dose nutritional supplements,
off-label pharmaceuticals and animal products

2. Bairati I, Meyer F, Gélinas M, et al. Randomized trial of antioxidant vitamins to prevent acute adverse
effects of radiation therapy in head and neck cancer patients. J Clin Oncol 2005;23(24):5805-5813.
[PubMed: 16027437]

3. Bairati I, Meyer F, Jobin E, et al. Antioxidant vitamins supplementation and mortality: a randomized
trial in head and neck cancer patients. Int J Cancer 2006;119(9):2221-2224. [PubMed: 16841333]

4. Styczynski J, Wysocki M. Alternative medicine remedies might stimulate viability of leukemic cells.
Pediatr Blood Cancer 2006;46(1):94-98. [PubMed: 16047362]

5. Gupta M, Shafig N, Kumari S, Pandhi P. Patterns and perceptions of complementary and alternative
medicine (CAM) among leukaemia patients visiting haematology clinic of a north Indian tertiary care
hospital. Pharmacoepidemiol Drug Saf 2002;11(8):671-676. [PubMed: 12512243]

6. Hensel M, Zoz M, Ho AD. Complementary and alternative medicine in patients with chronic
lymphocytic leukemia. Support Care Cancer 2009;17(1):47-52. [PubMed: 18458963]

7. Corner J, Yardley J, Maher EJ, et al. Patterns of complementary and alternative medicine use among
patients undergoing cancer treatment. Eur J Cancer Care 2009;18(3):271-279.

Expert Rev Anticancer Ther. Author manuscript; available in PMC 2010 July 1.




1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Wesa and Cassileth

Page 11

8. Sencer SF, Kelly KM. Bringing evidence to complementary and alternative medicine for children with
cancer. J Pediatr Hematol Oncol 2006;28(3):186-189. [PubMed: 16679947]

9. Fernandez C, Pyesmany A, Stutzer C. Alternative therapies in childhood cancer. N Engl J Med
1999;340(7):569-570. [PubMed: 10026058]

10e. Kelly KM. Bringing evidence to complementary and alternative medicine in children with cancer:
focus on nutrition-related therapies. Pediatr Blood Cancer 2008;50(2 Suppl):490-493. [PubMed:
18064645]Succinct review of pediatric cancer nutritional supplements use and special issues
encountered with these agents in pediatric oncology

11. Fernandez CV, Stutzer CA, MacWilliam L, Fryer C. Alternative and complementary therapy use in
pediatric oncology patients in British Columbia: prevalence and reasons for use and nonuse. J Clin
Oncol 1998;16(4):1279-1286. [PubMed: 9552026]

12. Ezzo J, Vickers A, Richardson MA, et al. Acupuncture-point stimulation for chemotherapy-induced
nausea and vomiting. J Clin Oncol 2005;23(28):7188-7198. [PubMed: 16192603]

13. Wong R, Sagar S. Acupuncture treatment for chemotherapy-induced peripheral neuropathy — a case
series. Acupunct Med 2006;24(2):87-91. [PubMed: 16783284]

14. Cassileth BR, Vickers AJ. Massage therapy for symptom control: outcome study at a major cancer
center. J Pain Symptom Manage 2004;28(3):244-249. [PubMed: 15336336]

15. Stringer J, Swindell R, Dennis M. Massage in patients undergoing intensive chemotherapy reduces
serum cortisol and prolactin. Psychooncology 2008;17(10):1024-1031. [PubMed: 18300336]

16e. Sagar SM. Acupuncture as an evidence-based option for symptom control in cancer patients. Curr

Treat Options Oncol 2008;9(2-3):117-126. [PubMed: 18688727]Review of acupuncture clinical
trials for symptom control in oncology patients

17. Lehmann C, Pavlovic D, Dinse M, Usichenko TI. Hemorrage after auricular acupuncture due to
postoperative dilutional thrombocytopenia. Anesth Analg 2006;103(5):1333-1334. [PubMed:
17056985]

18. Cummings M, Liu D, Ooman S. Acupuncture for acute postoperative pain relief in a patient with
pregnancy-induced thrombocytopenis. Acupuncture in Medicine 2005;23(2):83-85. [PubMed:
16025789]

19. Deng G, Hou BL, Holodny Al, Cassileth BR. Functional magnetic resonance imaging (fMRI) changes
and saliva production associated with acupuncture at LI-2 acupuncture point: arandomized controlled
study. BMC Complement Altern Med 2008;8:37. [PubMed: 18606019]

20. Garcia MK, Chiang JS, Cohen L, et al. Acupuncture for radiation-induced xerostomia in patients with
cancer: a pilot study. Head Neck. 200910.1002/hed.21110(Epub ahead of print)

21. Deng G, Vickers A, Yeung S, et al. Randomized, controlled trial of acupuncture for the treatment of
hot flashes in breast cancer patients. J Clin Oncol 2007;25(35):5584-5590. [PubMed: 18065731]

22. Borud EK, Alraek T, White A, et al. The acupuncture on hot flushes among menopausal women
(ACUFLASH) study, a randomized controlled trial. Menopause 2009;16(3):484-493. [PubMed:
19423996]

23.Chong L-Y, Treasure T. Acupuncture to relieve the pain of thoracotomy: commentary on randomized,
controlled trial. J Thorac Cardiovasc Surg 2008;136(6):1470-1471. [PubMed: 19114191]

24. Carlson LE, Bultz BD. Mind-body interventions in oncology. Curr Treat Options Oncol 2008;9(2—
3):127-134. [PubMed: 18704692]

25. Montgomery GH, Bovbjerg DH, Schnur JB, et al. A randomized clinical trial of a brief hypnosis
intervention to control side effects in breast surgery patients. J Natl Cancer Inst 2007;99(17):1304—
1312. [PubMed: 17728216]

26. Cassileth BR, Vickers AJ, Magill LA. Music therapy for mood disturbance during hospitalization for
autologous stem cell transplantation: a randomized controlled trial. Cancer 2003;98(12):2723-2729.
[PubMed: 14669295]

27. Sahler OJZ, Hunter BC, Liesveld JL. The effect of using music therapy with relaxation imagery in
the management of patients undergoing bone marrow transplantation: a pilot feasibility study. Altern
Ther Health Med 2003;9(6):70-74. [PubMed: 14618861]

28. Kelly KM. Complementary and alternative medicines for use in supportive care in pediatric cancer.
Support Care Cancer 2007;15(4):457-460. [PubMed: 17036225]

Expert Rev Anticancer Ther. Author manuscript; available in PMC 2010 July 1.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Wesa and Cassileth

Page 12

29. Shanafelt TD, Lee YK, Call TG, et al. Clinical effects of oral green tea extracts in four patients with
low grade B-cell malignancies. Leuk Res 2006;30(6):707—712. [PubMed: 16325256]

30. Werneke U, Earl J, Seydel C, et al. Potential health risks of complementary alternative medicines in
cancer patients. Br J Cancer 2004;90(2):408-413. [PubMed: 14735185]

31. Shanafelt TD, Call TG, Zent CS, et al. Phase | trial of daily oral polyphenon E in Patients with
asymptomatic Rai stage 0 to I chronic lymphocytic leukemia. J Clin Oncol 2009;27(23):3808-3814.
[PubMed: 19470922]

32. Golden EB, Lam PY, Kardosh A, et al. Green tea polyphenols block the anticancer effects of
bortozemib and other boronic acid-based proteasome inhibitors. Blood 2009;112(23):5927-5937.
[PubMed: 19190249]

33. Kim CF, Jiang JJ, Leung KN, Fung KP, Lau CBS. Inhibitory effects of agaricus blazei extracts on
human myeloid leukemia cells. J Ethnopharmacol 2009;122(2):320-326. [PubMed: 19162153]

34. Lin J, Cook NR, Albert C, et al. Vitamins C and E and  carotene supplementation and cancer risk:
a randomized controlled trial. J Natl Cancer Inst 2009;101(1):14-23. [PubMed: 19116389]

35. Gaziano JM, Glynn RJ, Christen WG, et al. Vitamins E and C in the prevention of prostate and total
cancer in men: the physicians’ health study Il randomized controlled trial. JAMA 2009;301(1):52-
62. [PubMed: 19066368]

36. Lippman SM, Klein EA, Goodman PJ, et al. Effect of selenium and vitamin E on risk of prostate
cancer and other cancers: the selenium and vitamin E cancer prevention trial (SELECT). JAMA
2009;301(1):39-51. [PubMed: 19066370]

37. Perrone G, Hideshima T, lkeda H, et al. Ascorbic acid inhibits antitumor activity of bortezomib in
vivo. Leukemia. 200910.1038/leu.2009.83(Epub ahead of print)

38ee. Wiseman M. The Second World Cancer Research Fund/American Institute For Cancer Research

Expert Report: food, nutrition, physical activity, and the prevention of cancer: a global perspective.
Proc Nutr Soc 2008;67(3):253-256. [PubMed: 18452640]Summary of the dietary and physical
activity recommendations for individuals and for public health goals

39. Goodman GE, Thornquist MD, Balmes J, et al. The B-carotene and retinol efficacy trial: incidence
of lung cancer and cardiovascular disease mortality during 6-year follow-up after stopping 3-carotene
and retinol supplements. J Natl Cancer Inst 2004;96(23):1743-1750. [PubMed: 15572756]

40. Tanvetyanon T, Bepler G. p-carotene in multivitamins and the possible risk of lung cancer among
smokers versus former smokers: a meta-analysis and evaluation of national brands. Cancer 2008;113
(1):150-157. [PubMed: 18429004]

41. Neuhouser ML, Patterson RE, Thornquist MD, et al. Fruits and vegetables are associated with lower
lung cancer risk only in the placebo arm of the p-carotene and retinol efficacy trial (CARET). Cancer
Epidemiol Biomarkers Prev 2003;12(4):350-358. [PubMed: 12692110]

42+« Lawenda BD, Kelly KM, Ladas EJ, etal. Should supplemental antioxidant administration be avoided

during chemotherapy and radiation therapy? J Natl Cancer Inst 2008;100(11):773-783. [PubMed:
18505970]Excellent meta-analysis of the clinical trials examining antioxidant administration
concurrent to radiation therapy in cancer treatment

43. Ogle KS, Swanson GM, Woods N, Azzouz F. Cancer and comorbidity: redefining chronic diseases.
Cancer 2000;88:653-663. [PubMed: 10649261]

44. Coups EJ, Ostroff JS. A population-based estimate of the prevalence of behavioral risk factors among
adult cancer survivors and noncancer controls. Prev Med 2005;40(6):702—-711. [PubMed: 15850868]
45. Liu CY, Hsu YH, Wu MT, et al. Cured meat, vegetables, and bean-curd foods in relation to childhood
acute leukemia risk: a population based case—control study. BMC Cancer 2009;9:15. [PubMed:
19144145]
46. Sofi F, Cesari F, Abbate R, Gensini GF, Casini A. Adherence to mediterranean diet and health status:
meta-analysis. BMJ 2008;337:1344.
47+. Demark-Wahnefried W, Pinto BM, Gritz ER. Promoting health and physical function among cancer
survivors: potential for prevention and questions that remain. J Clin Oncol 2006;24(32):5125-5131.
[PubMed: 17093274]Review of survivorship issues, research summary and clinical guidelines for
future directions
48. Pinto BM, Trunzo JJ. Health behaviors during and after a cancer diagnosis. Cancer 2005;104(11
Suppl):2614-2623. [PubMed: 16247806]

Expert Rev Anticancer Ther. Author manuscript; available in PMC 2010 July 1.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Wesa and Cassileth

49.

50.

51

52.

53.

54.

Page 13

Robien K, Ness KK, Klesges LM, Baker KS, Gurney JG. Poor adherence to dietary guidelines among
adult survivors of childhood acute lymphoblastic leukemia. J Pediatr Hematol Oncol 2008;30(11):
815-822. [PubMed: 18989158]

Russell NC, Hoelscher DM, Lowenstein N. Patients previously treated for lymphoma consume

inadequate or excessive amounts of five key nutrients. J Soc Integr Oncol 2007;5(3):118-124.
[PubMed: 17761131]

. Moyer-Mileur LJ, Ransdell L, Bruggers CS. Fitness of children with standard-risk acute

lymphoblastic leukemia during maintenance therapy: response to a home-based exercise and nutrition
program. J Pediatr Hematol Oncol 2009;31(4):259-266. [PubMed: 19346877]

Ness KK, Baker KS, Dengel DR, et al. Body composition, muscle strength deficits and mobility
limitations in adult survivors of childhood acute lymphoblastic leukemia. Pediatr Blood Cancer
2007;49(7):975-981. [PubMed: 17091482]

Ness KK, Mertens AC, Hudson MM, et al. Limitations on physical performance and daily activities
among long-term survivors of childhood cancer. Ann Intern Med 2005;143(9):639-647. [PubMed:
16263886]

Rai SN, Hudson MM, McCammon E, et al. Implementing an intervention to improve bone mineral
density in survivors of childhood acute lymphoblastic leukemia: BONEII, a prospective placebo-
controlled double-blind randomized interventional longitudinal study design. Contemp Clin Trials
2008;29(5):711-719. [PubMed: 18586578]

55. San Juan AF, Chamorro-Vifia C, Maté-Mufioz JL, et al. Functional capacity of children with leukemia.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

Int J Sports Med 2008;29(2):163-167. [PubMed: 17879894]

San Juan AF, Chamorro-Vifia C, Moral S, et al. Benefits of intrahospital exercise training after
pediatric bone marrow transplantation. Int J Sports Med 2008;29(5):439-446. [PubMed: 17960520]

van Brussel M, Takken T, van der Net J, et al. Physical function and fitness in long-term survivors
of childhood leukaemia. Pediatr Rehabil 2006;9(3):267-274. [PubMed: 17050404]

Warner JT. Body composition, exercise and energy expenditure in survivors of acute lymphoblastic
leukaemia. Pediatr Blood Cancer 2008;50(2 Suppl):456-461. [PubMed: 18064643]

White J, Flohr JA, Winter SS, et al. Potential benefits of physical activity for children with acute
lymphoblastic leukaemia. Pediatr Rehabil 2005;8(1):53-58. [PubMed: 15799136]

Chang P-H, Lai Y-H, Shun S-C, et al. Effects of a walking intervention on fatigue-related experiences
of hospitalized acute myelogenous leukemia patients undergoing chemotherapy: a randomized
controlled trial. J Pain Symptom Manage 2008;35(5):524-534. [PubMed: 18280104]

Hartman A, te Winkel ML, van Beek RD, et al. A randomized trial investigating an exercise program
to prevent reduction of bone mineral density and impairment of motor performance during treatment
for childhood acute lymphoblastic leukemia. Pediatr Blood Cancer 2009;53(1):64-71. [PubMed:
19283791]

Galvao DA, Taaffe DR, Spry N, Newton RU. Exercise can prevent and even reverse adverse effects
of androgen suppression treatment in men with prostate cancer. Prostate Cancer Prostatic Dis 2007;10
(4):340-346. [PubMed: 17486110]

Hayes SC, Spence RR, Galvao DA, Newton RU. Australian association for exercise and sport science
position stand: optimising cancer outcomes through exercise. J Sci Med Sport 2009;(4):428-434.
[PubMed: 19428291]

Jarfelt M, Kujacic V, Holmgren D, Bjarnason R, Lannering B. Exercise echocardiography reveals
subclinical cardiac dysfunction in young adult survivors of childhood acute lymphoblastic leukemia.
Pediatr Blood Cancer 2007;49(6):835-840. [PubMed: 17610264]

Kelly KM, Thornton JC, Hughes D, et al. Total body bone measurements: a cross-sectional study in
children with acute lymphoblastic leukemia during and following completion of therapy. Pediatr
Blood Cancer 2009;52(1):33-38. [PubMed: 18816694]

Deng G, Lin H, Seidman A, et al. A Phase I/1l trial of a polysaccharide extract from Grifola

frondosa (Maitake mushroom) in breast cancer patients: immunological effects. J Cancer Res Clin
Oncol 2009;135(9):1215-1221. [PubMed: 19253021]

Expert Rev Anticancer Ther. Author manuscript; available in PMC 2010 July 1.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Wesa and Cassileth

Website

101. Institute, NM. Health and wellness trends database. www.nmisolutions.com/hwtd.html

Expert Rev Anticancer Ther. Author manuscript; available in PMC 2010 July 1.

Page 14



