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	Boswellia Serrata (frankincense).
	Plant from traditional Indian medicine. Contains anti-inflammatory compounds that inhibit NF-κB and may induce apoptosis and suppress proliferation in cancer cells. Preliminary evidence suggests efficacy in treating both tumor-associated cerebral edema and cerebral edema associated with radiotherapy. Representative clinical trials: NCT00243022, NCT04669119, NCT03149081, NCT04161833.
	[1-5]

	Omega-3 fatty acids (DHA/EPA).
	Traditionally supplemented as anti-inflammatory and cardioprotective. May have indirect anti-tumoral effects, including suppression of tumorigenesis, angiogenesis, and metastasis. Representative clinical trials: NCT01869764, NCT01823991, NCT00815685.
	[6-9]

	Cannabidiol (CBD) and related compounds.
	CBD is an anti-inflammatory agent. Shown to relieve pain and side effects of chemotherapy. CBG, a related compound, may have anti-tumoral effects, including inhibition of invasion. THC and analogues have also been studied, but CBD may be preferable due to lack of psychoactive effects. Representative clinical trials: NCT02255292, NCT00530764, NCT00674609, NCT01361607.
	[10-13]

	Resveratrol/pterostilbene.
	Phytochemicals typically studied as antioxidants and chemosensitizers. May induce apoptosis and inhibit metastasis. Representative clinical trials: NCT02261844, NCT00433576, NCT00455416.
	[14-16]

	Ursolic acid.
	Anti-inflammatory agent. Preliminary evidence suggests anti-tumoral activity, including pro-apoptotic effects and modulation of glutamine transport. Representative clinical trials: NCT04403568.
	[17-20]

	Nattokinase.
	Enzyme extracted from Nattō, a traditional Japanese fermented food. Contrary to its name, nattokinase is a serine protease. Anti-inflammatory, antithrombotic, antiangiogenic, and antifibrinolytic effects.
	[21-25]

	Serratiopeptidase.
	Protease produced by Serratia marcescens. Anti-inflammatory agent, hypothesized to assist in the wound-healing process.
	[26, 27]

	Polyphenols.
	Large family of naturally occurring phytochemicals. Polyphenols with anti-cancer effects include honokiol and genistein, EGCG via inhibition of GDH, hesperidin via regulation of gluconeogenesis, and caffeic acid via inhibition of GLS. Anti-tumoral activity can occur through a variety of mechanisms, such as antioxidant or anti-inflammatory effects. Representative clinical trials: NCT01928485, NCT03994055, NCT01426620, NCT03751592.
	[28-35]

	Flavonoids.
	Polyphenols found in plants. Several flavonoids (e.g., alpinumisoflavone, 4-O-methyl alpinumisoflavone) inhibit HIF-1α and may interact with HIF-1 target genes. Some compounds such as apigenin, kaempferol, myricetin and fisetin are being investigated for direct anti-tumoral effects and secondary cancer prevention. Representative clinical trials: NCT00609310, NCT05968677, NCT05178303, NCT05903456.
	[36-38]

	Quercetin.
	One of the most abundant dietary flavonoids. May synergize with temozolomide. Preliminary evidence shows direct pro-apoptotic effects, partly by induction of autophagy. Representative clinical trials: NCT05680662, NCT05724329.
	[39-41]

	Berberine.
	Antihyperglycemic, anti-inflammatory and antioxidant agent. May be pro-apoptotic in cancer cells and regulate cell cycle, autophagy, and metastasis. Representative clinical trials: NCT03486496, NCT03281096, NCT02226185.
	[42-45]

	Oral vitamin C (low plasma concentrations).
	Antioxidant agent. Vitamin C supplementation has been associated with lower mortality in breast cancer patients. Chemoprotective effects. Note that oral vitamin C results in much lower intermittent plasma concentrations, possibly with antioxidant rather than prooxidant activity. High-dose oral supplementation could enhance pharmacokinetics between intravenous infusions by exceeding the baseline homeostatic saturation levels. Representative clinical trials: NCT02868151, NCT03682029.
	[46-50]

	Sodium selenite.
	Selenium is a nutritionally essential element; however, anti-cancer activity has been examined primarily for sodium selenite, via prooxidative mechanisms. Evidence from pilot clinical studies suggests that sodium selenite could reduce tumor burden, potentiate chemotherapy, and reduce chemotherapy toxicity. May decrease proliferation and induce autophagy in glioma cells. Representative clinical trial: NCT02184533.
	[51-54]

	Gingerols.
	Antioxidant, antiproliferative and anti-inflammatory through a variety of signaling pathways. A clinical trial noted reduction in chemotherapy-induced nausea. Representative clinical trials: NCT00040742, NCT01887314, NCT00064272.
	[55-58]

	Alpha-lipoic acid (ALA).
	Endogenously produced compound that is necessary for mitochondrial reactions. Antioxidant and anti-inflammatory via inhibition of NF-κB. May inhibit invasion and metastasis. May potentiate chemotherapy. Reported to reduce chemotherapy-induced neuropathy and cardiotoxicity. Representative clinical trials: NCT01313117, NCT00477607, NCT03908528, NCT05023863.
	 [59-61]

	Curcumin.
	Anti-inflammatory polyphenol, primary active ingredient in turmeric. Delivery to the brain is generally low due to poor blood-brain barrier permeability but can be enhanced by nanoparticle delivery. A clinical trial found improvements in muscle mass in patients with cachexia. May reduce side effects of chemoradiotherapy. Representative clinical trials: NCT03211104, NCT04208334, NCT01917890, NCT01042938.
	 [62-65]

	Sulforaphane.
	Compound found in cruciferous vegetables. In preclinical studies, shown to induce cell cycle arrest and apoptosis, inhibit cancer stem cells via modulation of NF-κB, PI3K/Akt signaling and other mechanisms. Ongoing clinical research focuses on both cancer prevention and intervention. Representative clinical trials: NCT02970682, NCT00894712, NCT00982319, NCT00982319, NCT01879878.
	[66-68]

	Hydroxycitric acid (from Garcinia cambogia).
	May potentiate chemotherapy. Anti-cancer effects likely mediated by inhibition of ATP citrate lyase. One pilot study evaluated a combination of α-lipoic acid and hydroxycitrate together with a ketogenic diet, radiation, and chemotherapy in glioblastoma.
	[69-72]

	Thymoquinone.
	Bioactive compound from Nigella sativa. May induce apoptosis, inhibit NF-κB, and metastasis, through a variety of signaling pathways. Novel formulations with enhanced bioavailability are being developed.
	[73-75]

	Withania Somnifera (Ashwagandha).
	Traditional use as an adaptogen. Withanone appears to be the primary active ingredient with anti-cancer effects. Note that formulations can vary widely in composition (e.g., leaf extracts vs root extracts). Representative clinical trials: NCT04092647, NCT00689195, NCT05610735.
	[76-78]

	Mushroom extracts.
	Mushroom extracts include Agaricus blazei, Ganoderma lucidum, Agaricus bisporus, and Lentinula edodes. Effects may be partially mediated by immunostimulatory polysaccharides, especially β-glycans, which also act as antioxidants. Representative clinical trials: NCT02603016, NCT04519879, NCT00779168, NCT00970021.
	[79-83]

	Garlic extracts.
	Beyond traditional antithrombotic, antiarthritic, hypoglycemic, and hypolipidemic uses, anti-cancer effects may be mediated by a variety of bioactive sulfur and organic compounds, as well as allicin and its metabolites. Representative clinical trials: NCT00079170, NCT00455416.
	[84]

	N-acetylcysteine (NAC).
	NAC acts as an antioxidant both directly by scavenging ROS and indirectly via production of glutathione. Note that NAC supplementation is typically recommended outside prooxidative strategies such as chemoradiotherapy. Representative clinical trials: NCT02094625, NCT03492047, NCT05539053, NCT05611086.
	[85-88]

	Echinacea.
	Contains compounds with anti-inflammatory and antioxidant properties. May be effective in managing chemoradiotherapy-induced oral mucositis. Immunomodulatory effects. Representative clinical trials: NCT01674374, NCT03959410.
	[89, 90]

	Polypodium leucotomos.
	Anti-inflammatory and antioxidant agent that is usually used for its photoprotective effects. Preclinical studies have focused primarily on prevention of photocarcinogenesis and immunomodulation.
	[91-93]

	Vitamin D.
	Vitamin D deficiency is common among cancer patients. Higher plasma vitamin D levels have been associated with improved survival in colorectal cancer. Anti-cancer benefits from vitamin D supplementation may require daily dosing, as some clinical trials did not find benefit with intermittent schedules. Representative clinical trials: NCT01516216, NCT03472833, NCT04442412, NCT04094688.
	[94-97]

	High-dose vitamin E (e.g., tocotrienols).
	Antioxidant agents. Reduction of side effects from chemoradiotherapy. Possible anti-angiogenic effects. Representative clinical trials: NCT00311116, NCT00583700, NCT02397486, NCT02399592.
	[98-101]

	Rhodiola Rosea.
	Adaptogen and anti-inflammatory from traditional Tibetan medicine. May exert anti-tumoral effects via regulation of immunocytes, inhibition of angiogenesis, and promotion of apoptosis.
	[102, 103]

	Silybum marianum (milk thistle).
	Typically used for liver protection and prevention of chemotherapy-induced toxicity. Anti-tumoral effects may be mediated by silybin, which acts as a GLUT inhibitor. Representative clinical trials: NCT00487721, NCT01129570, NCT01829178, NCT00055718.
	[104-107]

	Astragalus membranaceus.
	Traditional use to support renal function. Astragalus polysaccharides have shown promise in improving cancer-related fatigue and are approved for this indication in some countries. Astragalus membranaceus extracts are being studied for chemosensitization, chemoprotection and immunomodulation. Representative clinical trials: NCT01720550, NCT03314805, NCT01802021.
	[108-112]

	Se-methylselenocysteine.
	Pre-treatment with se-methylselenocysteine has been shown to potentiate chemotherapy while reducing various organ-specific toxicities and may allow for higher dosing of chemotherapeutic agents. May induce cell cycle arrest and apoptosis, likely via conversion to methylselenol. Representative clinical trials: NCT00829205.
	[113-115]

	Inositol phosphates.
	A combination of inositol and inositol hexaphosphate (IP6) has been studied for prevention of chemotherapy-related toxicity. Myo-inositol trispyrophosphate (ITPP) acts as an anti-hypoxic and anti-angiogenic agent and may potentiate chemotherapy. Representative clinical trials: NCT02528526, NCT05410314.
	[116, 117]

	Prebiotics and probiotics.
	Supplementation aims to maintain normal gut microbiome function or increase biodiversity. Reduction of chemoradiotherapy-induced toxicity to the intestinal mucosal barrier. The gut microbiome may play a role in the response to immune-based therapies, e.g., PD-1 blockade was less effective in patients pretreated with broad-spectrum antibiotics. Representative clinical trials: NCT05220124, NCT01473290, NCT03705442, NCT03642548.
	[118-120]

	High-dose melatonin.
	Proposed to inhibit HIF-1α stabilization in tumor cells and protect normal cells from oxidative stress. Relatively high doses have been tested in preclinical models to achieve direct anti-tumoral activity. Most clinical trials focused on sleep disturbances and quality of life though chemoprotective effects. Representative clinical trials: NCT01355523, NCT02430298, NCT01706627, NCT02506777.
	[121-124]

	Methylene blue.
	Approved clinical indication as a treatment for methemoglobinemia. Studied for neuroprotection by acting as an alternative electron carrier and redox modulator. However, its impact on mitochondrial SLP needs to be considered if targeting glutamine or TCA cycle metabolism. Representative clinical trials: NCT03469284, NCT05878405.
	[125-128]

	Oxaloacetate.
	TCA cycle intermediate that may modulate intracellular redox balance and bioenergetic flux. Suggested to act by stabilization of mitochondrial metabolism and glutamine scavenging. Representative clinical trials: NCT04450160, NCT04290897.
	[129-131]


Abbreviations: ALA, Alpha-Lipoic Acid; CBG, Cannabigerol; CBD, Cannabidiol; DHA, Docosahexaenoic Acid; EPA, Eicosapentaenoic Acid; EGCG, Epigallocatechin Gallate; GDH, Glutamate Dehydrogenase; GLS, Glutaminase; GLUT, Glucose Transporter; HIF-1α, Hypoxia-Inducible Factor 1-alpha; IP6, Inositol Hexaphosphate; ITPP, Myo-Inositol Trispyrophosphate; NAC, N-Acetylcysteine; NF-κB, Nuclear Factor Kappa B; PD-1, Programmed Cell Death Protein 1; ROS, Reactive Oxygen Species; SLP, Substrate-Level Phosphorylation; THC, Tetrahydrocannabinol.
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