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BELIEVE BIG

Face It. Fight It. Overcome It."

Mistletoe Therapy - Frequently Asked Questions
for Conventional Medical Providers

Purpose:
To provide clear, evidence-based answers to common questions from conventional oncology physicians
regarding the safe and integrative use of mistletoe therapy in cancer care.

What is mistletoe?
Mistletoe (Viscum album) is a semiparasitic plant whose extracts have been studied for potential
anticancer effects. Laboratory studies have shown that mistletoe extracts can:

¢ Kill cancer cells in vitro [1-10]

¢ Down-regulate tumor progression genes such as TGF-beta and matrix metalloproteinases [11,12]
 Enforce natural killer (NK) cell-mediated tumor cell lysis

¢ Reduce tumor cell migration and invasion

e Stimulate immune cells both in vitro and in vivo [10-31]

e Improved QOL measures across all studies (Quality of Life)

Three components — viscotoxins, polysaccharides, and lectins — are thought to be largely responsible for

these effects. Viscotoxins are small proteins with cytotoxic and immune-stimulating potential, while lectins
are protein-carbohydrate complexes that can bind immune cells and induce biochemical responses. Other

synergistic compounds are likely present in Mistletoe still under study.

What is the proposed mechanism of action in cancer patients?

Primarily immune modulation (activation of NK cells, dendritic cells, and cytokine signaling), with
tumor-microenvironment effects (e.g., anti-inflammatory signaling) and direct cytotoxicity from lectins/
viscotoxins at certain doses. Preclinical work also suggests anti-angiogenic activity. Clinical use focuses on
QOL and treatment tolerance; disease-modifying effects remain an area of study.

Is mistletoe therapy intended to replace conventional cancer treatment?

No. Mistletoe therapy is not a replacement for surgery, chemotherapy, immunotherapy, or radiation. It is
used alongside standard treatments with the goal of improving quality of life, supporting immune function,
and mitigating treatment-related side effects. There is no evidence that Mistletoe inhibits other anti-cancer
applications.

What does the scientific evidence say?
Over 160 clinical studies and observational trials (particularly from Europe) suggest that mistletoe therapy
may:
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e Improve quality of life measures (energy, mood, appetite)

¢ Reduce chemotherapy-related fatigue and nausea

¢ Support immune modulation by stimulating NK cell activity and cytokine release
e Improve treatment tolerance and reduce hospitalization time

A Phase 1 clinical trial at The Johns Hopkins University School of Medicine, conducted in collaboration
with Believe Big, was published in the Cancer Research journal. Phase 2 is scheduled to begin this year.

How is it administered?

e Subcutaneous injection (most common): 2-3 times per week, escalate based on local reaction,
temperature response, and patient-reported QOL.

e Intravenous infusion: Used in specific clinical contexts, under physician supervision.
Treatment is individualized, with dosing tailored to patient tolerance and clinical goals.

Setting for administration?

¢ Clinic-administered for initiation, education, and IV protocols.

* Home self-injection (SC) is common after training and first-dose observation, with periodic clinical
follow-up.

Are there interactions with chemotherapy, immunotherapy, or radiation?

¢ Chemotherapy: No consistent evidence of reduced cytotoxic efficacy. Many centers co-administer
during chemotherapy to support tolerance. As with any immunomodulator, monitor closely with
myelosuppressive or narrow-therapeutic-index agents. Can be given concurrently; may reduce chemo-
related side effects without reducing efficacy.

e Immunotherapy: Use with checkpoint inhibitors (e.g., pembrolizumab, nivolumab) has been
documented without evidence of negative interaction, though close monitoring is advised. Case series and
clinical experience suggest concurrent use is feasible without blunting ICI activity. Because both influence
immune tone, monitor for immune-related AEs and adjust if exaggerated inflammatory responses occur.
¢ Radiation: May improve skin tolerance and reduce fatigue

Mistletoe’s mechanism of action involves immune modulation rather than direct cytotoxic interference
with conventional agents.

Any pharmacokinetic interactions?
No well-documented clinically significant PK interactions (CYP/P-gp) have been established.

What are the safety considerations?

¢ Generally well-tolerated

¢ Common, mild effects: Local redness/swelling at injection site, mild fever, or flu-like symptoms — often
interpreted as an immune response

e Rare: Allergic reaction or hypersensitivity

¢ Contraindications: Avoid in patients with uncontrolled hyperthyroidism, certain autoimmune
conditions, those receiving organ transplants (due to immune stimulation), or acute active infection.

When can it be initiated alongside conventional treatment?

Often before or during systemic therapy once baseline labs and goals are set. Many start 1-2 weeks
prior to chemo/radiation to gauge tolerance; others initiate between cycles. Coordinated with the treating
oncologist.

Who prescribes and oversees mistletoe therapy?
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In the U.S,, mistletoe is typically prescribed by physicians with integrative oncology training (MD/DO) and
naturopathic doctors where licensed, often in collaboration with the patient’s oncology team. Best practice
is co-management with clear communication.

Is mistletoe FDA-approved?
Not FDA-approved as a cancer drug. Viscum album appears in the Homeopathic Pharmacopoeia of the
United States. Use in oncology is off-label/adjunctive under clinician supervision.

How is it regulated and obtained in the U.S.?

Products are available through select distributors/clinics under existing regulatory pathways. Importation
and clinical use should follow federal and state regulations; institutions may have additional requirements
(e.g., P&T review).

Cost and insurance coverage?
Costs vary by brand, route, and dosing frequency. Many patients’ self-pay; some can use HSAs/FSAs.
Practitioners provide upfront cost estimates and frequency to support informed consent.

How should I counsel a patient already using mistletoe from another provider?

e Clarify goals of care (QOL vs. disease control).

¢ Reconcile product, dose, schedule, and monitoring plan.

e Check for contraindications, align with current therapy, and agree on shared follow-up

Where can I find reliable information or training?

« Believe Big - Mistletoe Training Resources: https://www.believebig.org

¢ National Cancer Institute (NCI) PDQ on Mistletoe: https://www.cancer.gov/about-cancer/treatment/
cam/hp/mistletoe-pdg

¢ The Mistletoe Book - https://www.themistletoebook.com/

e Clinical Evidence - https://www.mistletoe-therapy.org/scientific-information/clinical-evidence
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