CANCER ;: PREVENTION AND TREATMENT
A NATUROPATHIC APPROACH HIGHLIGHTING INTRAVENOUS THERAPIES

Vitamin C references:

10.

1.

12.

13.

14.

15.

16.

17.

Agathocleous M., Meacham C. E., Burgess R. J., Piskounova E., Zhao Z., Crane G. M., et al.
(2017). Ascorbate regulates haematopoietic stem cell function and leukaemogenesis. Nature 549 476-481.
10.1038/nature23876 [PMC free article] [PubMed] [CrossRef]

Alexandrescu D. T., Dasanu C. A., Kauffman C. L. (2009). Acute scurvy during treatment with interleukin-
2. Clin. Exp. Dermatol. 34 811-814. 10.1111/j.1365-2230.2008.03052.x [PubMed] [CrossRef]

Anthony H. M., Schorah C. J. (1982). Severe hypovitaminosis C in lung-cancer patients: the utilization of
vitamin C in surgical repair and lymphocyte-related host resistance. Br. J. Cancer 46354-367.
10.1038/bjc.1982.211 [PMC free article] [PubMed] [CrossRef]

Belin S., Kaya F., Duisit G., Giacometti S., Ciccolini J., Fontes M. (2009). Antiproliferative effect of ascorbic
acid is associated with the inhibition of genes necessary to cell cycle progression. PLoS One4:e44009.
10.1371/journal.pone.0004409 [PMC free article] [PubMed] [CrossRef]

Blaschke K., Ebata K. T., Karimi M. M., Zepeda-Martinez J. A., Goyal P., Mahapatra S., et al.
(2013). Vitamin C induces Tet-dependent DNA demethylation and a blastocyst-like state in ES
cells.Nature 500 222-226. 10.1038/nature12362 [PMC free article] [PubMed] [CrossRef]

Block G., Norkus E., Hudes M., Mandel S., Helzlsouer K. (2001). Which plasma antioxidants are most
related to fruit and vegetable consumption? Am. J. Epidemiol. 154 1113—-1118. 10.1093/aje/154.12.1113
[PubMed] [CrossRef]

Camarena V., Wang G. (2016). The epigenetic role of vitamin C in health and disease. Cell Mol. Life
Sci. 73 1645-1658. 10.1007/s00018-016-2145-x [PMC free article] [PubMed] [CrossRef]

Cameron E. (1991). Protocol for the use of vitamin C in the treatment of cancer. Med. Hypotheses.36 190—
194.10.1016/0306-9877(91)90128-L [PubMed] [CrossRef]

Cameron E., Campbell A. (1974). The orthomolecular treatment of cancer. II. Clinical trial of high-dose
ascorbic acid supplements in advanced human cancer. Chem. Biol. Interact. 9 285-315. 10.1016/0009-
2797(74)90019-2 [PubMed] [CrossRef]

Cameron E., Campbell A. (1991). Innovation vs. quality control: an ’unpublishable’ clinical trial of
supplemental ascorbate in incurable cancer. Med. Hypotheses. 36 185-189. 10.1016/0306-9877(91)90127-K
[PubMed] [CrossRef]

Cameron E., Pauling L. (1976). Supplemental ascorbate in the supportive treatment of cancer: prolongation
of survival times in terminal human cancer. Proc. Natl. Acad. Sci. U.S.A. 73 3685-3689.
10.1073/pnas.73.10.3685 [PMC free article] [PubMed] [CrossRef]

Cameron E., Pauling L. (1978). Supplemental ascorbate in the supportive treatment of cancer: reevaluation
of prolongation of survival times in terminal human cancer. Proc. Natl. Acad. Sci. U.S.A. 75 4538-4542.
10.1073/pnas.75.9.4538 [PMC free article] [PubMed] [CrossRef]

Campbell E. J., Dachs G. U. (2014). Current limitations of murine models in oncology for ascorbate
research. Front. Oncol. 4:282. 10.3389/fonc.2014.00282 [PMC free article] [PubMed] [CrossRef]
Campbell E. J., Vissers M. C., Bozonet S., Dyer A., Robinson B. A., Dachs G. U. (2015). Restoring
physiological levels of ascorbate slows tumor growth and moderates HIF-1 pathway activity in Gulo(-/-)
mice. Cancer Med. 4 303-314. 10.1002/cam4.349 [PMC free article] [PubMed] [CrossRef]

Campbell E. J., Vissers M. C., Dachs G. U. (2016a). Ascorbate availability affects tumor implantation-take
rate and increases tumor rejection in Gulo-/- mice. Hypoxia (Auckl.) 4 41-52.[PMC free article] [PubMed]
Campbell E. J., Vissers M. C., Wohlrab C., Hicks K. O., Strother R. M., Bozonet S. M., et al.
(2016b). Pharmacokinetic and anti-cancer properties of high dose ascorbate in solid tumours of ascorbate-
dependent mice. Free Radic. Biol. Med. 99 451-462. 10.1016/j.freeradbiomed.2016.08.027 [PubMed]
[CrossRef]

Carr A., Frei B. (1999a). Does vitamin C act as a pro-oxidant under physiological conditions?FASEB
J. 13 1007-1024. [PubMed]



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5910063/
https://www.ncbi.nlm.nih.gov/pubmed/28825709
https://dx.doi.org/10.1038%2Fnature23876
https://www.ncbi.nlm.nih.gov/pubmed/19094121
https://dx.doi.org/10.1111%2Fj.1365-2230.2008.03052.x
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2011112/
https://www.ncbi.nlm.nih.gov/pubmed/7126425
https://dx.doi.org/10.1038%2Fbjc.1982.211
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2634969/
https://www.ncbi.nlm.nih.gov/pubmed/19197388
https://dx.doi.org/10.1371%2Fjournal.pone.0004409
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3893718/
https://www.ncbi.nlm.nih.gov/pubmed/23812591
https://dx.doi.org/10.1038%2Fnature12362
https://www.ncbi.nlm.nih.gov/pubmed/11744516
https://dx.doi.org/10.1093%2Faje%2F154.12.1113
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4805483/
https://www.ncbi.nlm.nih.gov/pubmed/26846695
https://dx.doi.org/10.1007%2Fs00018-016-2145-x
https://www.ncbi.nlm.nih.gov/pubmed/1787808
https://dx.doi.org/10.1016%2F0306-9877(91)90128-L
https://www.ncbi.nlm.nih.gov/pubmed/4430016
https://dx.doi.org/10.1016%2F0009-2797(74)90019-2
https://www.ncbi.nlm.nih.gov/pubmed/1787807
https://dx.doi.org/10.1016%2F0306-9877(91)90127-K
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC431183/
https://www.ncbi.nlm.nih.gov/pubmed/1068480
https://dx.doi.org/10.1073%2Fpnas.73.10.3685
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC336151/
https://www.ncbi.nlm.nih.gov/pubmed/279931
https://dx.doi.org/10.1073%2Fpnas.75.9.4538
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4196513/
https://www.ncbi.nlm.nih.gov/pubmed/25353008
https://dx.doi.org/10.3389%2Ffonc.2014.00282
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4329013/
https://www.ncbi.nlm.nih.gov/pubmed/25354695
https://dx.doi.org/10.1002%2Fcam4.349
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5085285/
https://www.ncbi.nlm.nih.gov/pubmed/27800507
https://www.ncbi.nlm.nih.gov/pubmed/27567539
https://dx.doi.org/10.1016%2Fj.freeradbiomed.2016.08.027
https://www.ncbi.nlm.nih.gov/pubmed/10336883

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

Carr A., Wohlrab C., Young P., Bellomo R. (2018). Stability of intravenous vitamin C solutions: a technical
report. Crit. Care Resuscita (in press). [PubMed]

Carr A. C., Frei B. (1999b). Toward a new recommended dietary allowance for vitamin C based on
antioxidant and health effects in humans. Am. J. Clin. Nutr. 69 1086—1107. [PubMed]

Carr A. C.,, Maggini S. (2017).Vitamin C and immune function. Nutrients 9:E1211.
10.3390/mu9111211 [PMC free article] [PubMed] [CrossRef]

Carr A. C., McCall C. (2017). The role of vitamin C in the treatment of pain: new insights. J. Transl.
Med. 15:77. 10.1186/s12967-017-1179-7 [PMC free article] [PubMed] [CrossRef]

Carr A. C., Vissers M. C. M., Cook J. S. (2014). The effect of intravenous vitamin C on cancer- and
chemotherapy-related fatigue and quality of life. Front. Oncol. 4:283. 10.3389/fonc.2014.00283[PMC free
article] [PubMed] [CrossRef]

Casciari J. J., Riordan H. D., Miranda-Massari J. R., Gonzalez M. J. (2005). Effects of high dose ascorbate
administration on L-10 tumor growth in guinea pigs. P R Health Sci. J. 24 145-150. [PubMed]

Cha J., Roomi M. W., Ivanov V., Kalinovsky T., Niedzwiecki A., Rath M. (2011). Ascorbate depletion
increases growth and metastasis of melanoma cells in vitamin C deficient mice. Exp. Oncol. 33 226-230.
[PubMed]

Cha J., Roomi M. W., Ivanov V., Kalinovsky T., Niedzwiecki A., Rath M. (2013). Ascorbate
supplementation inhibits growth and metastasis of B16FO melanoma and 4T1 breast cancer cells in vitamin
C-deficient mice. Int. J. Oncol. 42 55-64. 10.3892/ij0.2012.1712 [PMC free article][PubMed] [CrossRef]
Cha J., Roomi M. W., Kalinovsky T., Niedzwiecki A., Rath M. (2016). Lipoprotein(a) and vitamin C impair
development of breast cancer tumors in Lp(a)t, Gulo-/- mice.nt. J. Oncol 49 895-902.
10.3892/ij0.2016.3597 [PMC free article] [PubMed] [CrossRef]

Chen M. F.,, Yang C. M., Su C. M., Hu M. L. (2014). Vitamin C protects against cisplatin-induced
nephrotoxicity and damage without reducing its effectiveness in C57BL/6 mice xenografted with Lewis lung
carcinoma. Nutr. Cancer 66 1085-1091. 10.1080/01635581.2014.948211 [PubMed] [CrossRef]

Chen P., Stone J., Sullivan G., Drisko J. A., Chen Q. (2011). Anti-cancer effect of pharmacologic ascorbate
and its interaction with supplementary parenteral glutathione in preclinical cancer models.Free Radic. Biol.
Med. 51 681-687. 10.1016/].freeradbiomed.2011.05.031 [PubMed] [CrossRef]

Chen Q., Espey M. G., Krishna M. C., Mitchell J. B., Corpe C. P., Buettner G. R., et al
(2005). Pharmacologic ascorbic acid concentrations selectively kill cancer cells: action as a pro-drug to
deliver hydrogen peroxide to tissues. Proc. Natl. Acad. Sci. U.S.A.102 13604—-13609.
10.1073/pnas.0506390102 [PMC free article] [PubMed] [CrossRef]

Chen Q., Espey M. G., Sun A. Y., Lee J. H., Krishna M. C., Shacter E., et al. (2007). Ascorbate in
pharmacologic concentrations selectively generates ascorbate radical and hydrogen peroxide in extracellular
fluid in vivo. Proc. Natl. Acad. Sci. U.S.A. 104 8749-8754. 10.1073/pnas.0702854104[PMC free
article] [PubMed] [CrossRef]

Chen Q., Espey M. G., Sun A. Y., Pooput C., Kirk K. L., Krishna M. C., et al. (2008). Pharmacologic doses
of ascorbate act as a prooxidant and decrease growth of aggressive tumor xenografts in mice.Proc. Natl.
Acad. Sci. U.S.A. 105 11105-11109. 10.1073/pnas.0804226105 [PMC free article][PubMed] [CrossRef]
Chirino Y. I., Pedraza-Chaverri J. (2009). Role of oxidative and nitrosative stress in cisplatin-induced
nephrotoxicity. Exp. Toxicol. Pathol. 61 223-242. 10.1016/j.etp.2008.09.003 [PubMed] [CrossRef]

Choi M. A, Kim B. S., Yu R. (1999). Serum antioxidative vitamin levels and lipid peroxidation in gastric
carcinoma patients. Cancer Lett. 136 89-93. 10.1016/S0304-3835(98)00312-7 [PubMed] [CrossRef]
Cieslak J. A., Cullen J. J. (2015). Treatment of pancreatic cancer with pharmacological ascorbate.Curr.
Pharm.  Biotechnol. 16 759-770. 10.2174/138920101609150715135921 [PMC free article][PubMed]
[CrossRef]

Cieslak J. A., Sibenaller Z. A., Walsh S. A., Ponto L. L., Du J., Sunderland J. J., et al. (2016). Fluorine-18-
Labeled thymidine positron emission tomography (FLT-PET) as an index of cell proliferation after
pharmacological ascorbate-based therapy. Radiat. Res. 18531-38. 10.1667/RR14203.1 [PMC free
article] [PubMed] [CrossRef]

Cimmino L., Dolgalev 1., Wang Y., Yoshimi A., Martin G. H., Wang J., et al. (2017). Restoration of TET2
function blocks aberrant self-renewal and leukemia progression. Cell 170 1079.¢20—1095.€20.
10.1016/j.cell.2017.07.032 [PMC free article] [PubMed] [CrossRef]

Clement M. V., Ramalingam J., Long L. H., Halliwell B. (2001). The in vitro cytotoxicity of ascorbate
depends on the culture medium used to perform the assay and involves hydrogen peroxide.Antioxid. Redox
Signal. 3 157-163. 10.1089/152308601750100687 [PubMed] [CrossRef]



https://www.ncbi.nlm.nih.gov/pubmed/30153779
https://www.ncbi.nlm.nih.gov/pubmed/10357726
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5707683/
https://www.ncbi.nlm.nih.gov/pubmed/29099763
https://dx.doi.org/10.3390%2Fnu9111211
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5391567/
https://www.ncbi.nlm.nih.gov/pubmed/28410599
https://dx.doi.org/10.1186%2Fs12967-017-1179-7
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4199254/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4199254/
https://www.ncbi.nlm.nih.gov/pubmed/25360419
https://dx.doi.org/10.3389%2Ffonc.2014.00283
https://www.ncbi.nlm.nih.gov/pubmed/16116933
https://www.ncbi.nlm.nih.gov/pubmed/22217712
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3583641/
https://www.ncbi.nlm.nih.gov/pubmed/23175106
https://dx.doi.org/10.3892%2Fijo.2012.1712
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4948959/
https://www.ncbi.nlm.nih.gov/pubmed/27573077
https://dx.doi.org/10.3892%2Fijo.2016.3597
https://www.ncbi.nlm.nih.gov/pubmed/25157954
https://dx.doi.org/10.1080%2F01635581.2014.948211
https://www.ncbi.nlm.nih.gov/pubmed/21672627
https://dx.doi.org/10.1016%2Fj.freeradbiomed.2011.05.031
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1224653/
https://www.ncbi.nlm.nih.gov/pubmed/16157892
https://dx.doi.org/10.1073%2Fpnas.0506390102
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1885574/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1885574/
https://www.ncbi.nlm.nih.gov/pubmed/17502596
https://dx.doi.org/10.1073%2Fpnas.0702854104
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2516281/
https://www.ncbi.nlm.nih.gov/pubmed/18678913
https://dx.doi.org/10.1073%2Fpnas.0804226105
https://www.ncbi.nlm.nih.gov/pubmed/18986801
https://dx.doi.org/10.1016%2Fj.etp.2008.09.003
https://www.ncbi.nlm.nih.gov/pubmed/10211945
https://dx.doi.org/10.1016%2FS0304-3835(98)00312-7
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4895694/
https://www.ncbi.nlm.nih.gov/pubmed/26201606
https://dx.doi.org/10.2174%2F138920101609150715135921
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4720529/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4720529/
https://www.ncbi.nlm.nih.gov/pubmed/26720803
https://dx.doi.org/10.1667%2FRR14203.1
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5755977/
https://www.ncbi.nlm.nih.gov/pubmed/28823558
https://dx.doi.org/10.1016%2Fj.cell.2017.07.032
https://www.ncbi.nlm.nih.gov/pubmed/11291594
https://dx.doi.org/10.1089%2F152308601750100687

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

Cossey L. N., Rahim F., Larsen C. P. (2013). Oxalate nephropathy and intravenous vitamin C. Am. J. Kidney
Dis. 61 1032-1035. 10.1053/j.ajkd.2013.01.025 [PubMed] [CrossRef]

Creagan E. T., Moertel C. G., O’Fallon J. R., Schutt A. J., O’Connell M. J., Rubin J., et al. (1979). Failure of
high-dose vitamin C (ascorbic acid) therapy to benefit patients with advanced cancer. A controlled trial. V.
Engl. J. Med. 301 687-690. 10.1056/NEJM197909273011303 [PubMed] [CrossRef]

D’Andrea G. M. (2005). Use of antioxidants during chemotherapy and radiotherapy should be avoided. C4
Cancer J. Clin. 55 319-321. 10.3322/canjclin.55.5.319 [PubMed] [CrossRef]

de Grooth H. J., Manubulu-Choo W. P., Zandvliet A. S., Spoelstra-de Man A. M. E., Girbes A. R., Swart E.
L., etal. (2018). Vitamin-C pharmacokinetics in critically ill patients: a randomized trial of four intravenous
regimens. Chest 153 1368—1377. 10.1016/j.chest.2018.02.025 [PubMed] [CrossRef]

Doskey C. M., Buranasudja V., Wagner B. A., Wilkes J. G., Du J., Cullen J. J,, et al. (2016). Tumor cells
have decreased ability to metabolize H>O,: implications for pharmacological ascorbate in cancer
therapy. Redox Biol. 10 274-284. 10.1016/j.redox.2016.10.010 [PMC free article] [PubMed] [CrossRef]
Du J, Cieslak J. A., II, Welsh J. L., Sibenaller Z. A., Allen B. G., Wagner B. A., et al
(2015). Pharmacological ascorbate radiosensitizes pancreatic cancer. Cancer Res. 75 3314-3326.
10.1158/0008-5472.CAN-14-1707 [PMC free article] [PubMed] [CrossRef]

Du J., Cullen J. J., Buettner G. R. (2012). Ascorbic acid: chemistry, biology and the treatment of
cancer. Biochim. Biophys. Acta 1826 443-457. 10.1016/j.bbcan.2012.06.003 [PMC free article][PubMed]
[CrossRef]

Du J., Martin S. M., Levine M., Wagner B. A., Buettner G. R., Wang S. H., et al. (2010). Mechanisms of
ascorbate-induced cytotoxicity in pancreatic cancer. Clin. Cancer Res. 16 509-520. 10.1158/1078-
0432.CCR-09-1713 [PMC free article] [PubMed] [CrossRef]

Ebata K. T., Mesh K., Liu S., Bilenky M., Fekete A., Acker M. G, et al. (2017). Vitamin C induces specific
demethylation of H3K9me2 in mouse embryonic stem cells via Kdm3a/b. Epigenet. Chromat. 10:36.
10.1186/s13072-017-0143-3 [PMC free article] [PubMed] [CrossRef]

Emri S., Kilickap S., Kadilar C., Halil M. G., Akay H., Besler T. (2012). Serum levels of alpha-tocopherol,
vitamin C, beta-carotene, and retinol in malignant pleural mesothelioma. Asian Pac. J Cancer Prev. 13 3025—
3029. 10.7314/APJCP.2012.13.7.3025 [PubMed] [CrossRef]

Englard S., Seifter S. (1986). The biochemical functions of ascorbic acid. Annu. Rev. Nutr. 6 365—-406.
10.1146/annurev.nu.06.070186.002053 [PubMed] [CrossRef]

Espey M. G., Chen P., Chalmers B., Drisko J., Sun A. Y., Levine M., et al. (2011). Pharmacologic ascorbate
synergizes with gemcitabine in preclinical models of pancreatic cancer. Free Radic. Biol. Med. 50 1610—
1619. 10.1016/j.freeradbiomed.2011.03.007 [PMC free article] [PubMed] [CrossRef]

Fain O., Mathieu E., Thomas M. (1998). Scurvy in patients with cancer. BMJ. 316 1661-1662.
10.1136/bm;j.316.7145.1661 [PMC free article] [PubMed] [CrossRef]

Fritz H., Flower G., Weeks L., Cooley K., Callachan M., McGowan J., et al. (2014). Intravenous vitamin C
and cancer: a systematic review. Integr. Cancer Ther. 13 280-300. 10.1177/1534735414534463 [PubMed]
[CrossRef]

Fujita K., Shinpo K., Yamada K., Sato T., Niimi H., Shamoto M., et al. (1982). Reduction of adriamycin
toxicity by ascorbate in mice and guinea pigs. Cancer Res. 42 309—316. [PubMed]

Gao P., Zhang H., Dinavahi R., Li F., Xiang Y., Raman V., et al. (2007). HIF-dependent antitumorigenic
effect of antioxidants in vivo. Cancer Cell 12 230-238. 10.1016/j.ccr.2007.08.004[PMC  free
article] [PubMed] [CrossRef]

Gillberg L., Orskov A. D., Liu M., Harslof L. B. S., Jones P. A., Gronbaek K. (2017). Vitamin C — A new
player in  regulation of the cancer  epigenome. Semin. Cancer  Biol. 51 59-67.
10.1016/j.semcancer.2017.11.001 [PubMed] [CrossRef]

Goncalves T. L., Benvegnu D. M., Bonfanti G., Frediani A. V., Rocha J. B. (2009). Delta-Aminolevulinate
dehydratase activity and oxidative stress during melphalan and cyclophosphamide-BCNU-etoposide (CBV)
conditioning regimens in autologous bone marrow transplantation patients.Pharmacol. Res. 59 279-284.
10.1016/j.phrs.2008.12.005 [PubMed] [CrossRef]

Gonzalez M. J., Miranda Massari J. R., Duconge J., Riordan N. H., Ichim T. (2012). Schedule dependence
in cancer therapy: intravenous vitamin C and the systemic saturation hypothesis. J. Orthomol. Med. 27 9—
12. [PMC free article] [PubMed]

Grasso C., Fabre M. S., Collis S. V., Castro M. L., Field C. S., Schleich N., et al. (2014). Pharmacological
doses of daily ascorbate protect tumors from radiation damage after a single dose of radiation in an



https://www.ncbi.nlm.nih.gov/pubmed/23548555
https://dx.doi.org/10.1053%2Fj.ajkd.2013.01.025
https://www.ncbi.nlm.nih.gov/pubmed/384241
https://dx.doi.org/10.1056%2FNEJM197909273011303
https://www.ncbi.nlm.nih.gov/pubmed/16166076
https://dx.doi.org/10.3322%2Fcanjclin.55.5.319
https://www.ncbi.nlm.nih.gov/pubmed/29522710
https://dx.doi.org/10.1016%2Fj.chest.2018.02.025
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5106370/
https://www.ncbi.nlm.nih.gov/pubmed/27833040
https://dx.doi.org/10.1016%2Fj.redox.2016.10.010
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4537815/
https://www.ncbi.nlm.nih.gov/pubmed/26081808
https://dx.doi.org/10.1158%2F0008-5472.CAN-14-1707
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3608474/
https://www.ncbi.nlm.nih.gov/pubmed/22728050
https://dx.doi.org/10.1016%2Fj.bbcan.2012.06.003
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2807999/
https://www.ncbi.nlm.nih.gov/pubmed/20068072
https://dx.doi.org/10.1158%2F1078-0432.CCR-09-1713
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5506665/
https://www.ncbi.nlm.nih.gov/pubmed/28706564
https://dx.doi.org/10.1186%2Fs13072-017-0143-3
https://www.ncbi.nlm.nih.gov/pubmed/22994705
https://dx.doi.org/10.7314%2FAPJCP.2012.13.7.3025
https://www.ncbi.nlm.nih.gov/pubmed/3015170
https://dx.doi.org/10.1146%2Fannurev.nu.06.070186.002053
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3482496/
https://www.ncbi.nlm.nih.gov/pubmed/21402145
https://dx.doi.org/10.1016%2Fj.freeradbiomed.2011.03.007
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1113239/
https://www.ncbi.nlm.nih.gov/pubmed/9603754
https://dx.doi.org/10.1136%2Fbmj.316.7145.1661
https://www.ncbi.nlm.nih.gov/pubmed/24867961
https://dx.doi.org/10.1177%2F1534735414534463
https://www.ncbi.nlm.nih.gov/pubmed/7053858
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2084208/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2084208/
https://www.ncbi.nlm.nih.gov/pubmed/17785204
https://dx.doi.org/10.1016%2Fj.ccr.2007.08.004
https://www.ncbi.nlm.nih.gov/pubmed/29102482
https://dx.doi.org/10.1016%2Fj.semcancer.2017.11.001
https://www.ncbi.nlm.nih.gov/pubmed/19162187
https://dx.doi.org/10.1016%2Fj.phrs.2008.12.005
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4031610/
https://www.ncbi.nlm.nih.gov/pubmed/24860238

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

intracranial mouse glioma model. Front. Oncol. 4:356. 10.3389/fonc.2014.00356[PMC __free
article] [PubMed] [CrossRef]

Guemouri L., Artur Y., Herbeth B., Jeandel C., Cuny G., Siest G. (1991). Biological variability of superoxide
dismutase, glutathione peroxidase, and catalase in blood. Clin. Chem. 37 1932—-1937. [PubMed]
Gunes-Bayir A., Kiziltan H. S. (2015). Palliative vitamin C application in patients with radiotherapy-resistant
bone metastases: a retrospective study. Nutr. Cancer 67 921-925. 10.1080/01635581.2015.1055366
[PubMed] [CrossRef]

Gupta A., Bhatt M. L., Misra M. K. (2009). Lipid peroxidation and antioxidant status in head and neck
squamous cell carcinoma patients. Oxid. Med. Cell Longev. 2 68-72. 10.4161/0xim.2.2.8160 [PMC free
article] [PubMed] [CrossRef]

Gustafson C. B., Yang C., Dickson K. M., Shao H., Van Booven D., Harbour J. W, et al. (2015). Epigenetic
reprogramming of melanoma cells by vitamin C treatment. Clin. Epigenet. 7:51. 10.1186/s13148-015-0087-
z [PMC free article] [PubMed] [CrossRef]

Haffner M. C., Chaux A., Meeker A. K., Esopi D. M., Gerber J., Pellakuru L. G, et al. (2011). Global 5-
hydroxymethylcytosine content is significantly reduced in tissue stem/progenitor cell compartments and in
human cancers. Oncotarget 2 627-637. 10.18632/oncotarget.316[PMC free article] [PubMed] [CrossRef]
Harris H. R., Orsini N., Wolk A. (2014). Vitamin C and survival among women with breast cancer: a meta-
analysis. Eur. J Cancer 50 1223-1231. 10.1016/j.ejca.2014.02.013 [PubMed] [CrossRef]

Herst P. M., Broadley K. W., Harper J. L., McConnell M. J. (2012). Pharmacological concentrations of
ascorbate radiosensitize glioblastoma multiforme primary cells by increasing oxidative DNA damage and
inhibiting G2/M arrest. Free Radic. Biol. Med. 52 1486-1493. 10.1016/j.freeradbiomed.2012.01.021
[PubMed] [CrossRef]

Hirota K., Semenza G. L. (2005). Regulation of hypoxia-inducible factor 1 by prolyl and asparaginyl
hydroxylases. Biochem. Biophys. Res. Commun. 338 610-616. 10.1016/j.bbrc.2005.08.193 [PubMed]
[CrossRef]

Hirsila M., Koivunen P., Gunzler V., Kivirikko K. 1., Myllyharju J. (2003). Characterization of the human
prolyl 4-hydroxylases that modify the hypoxia-inducible factor.J. Biol. Chem. 278 30772-30780.
10.1074/jbc.M304982200 [PubMed] [CrossRef]

Hoffer L. J., Levine M., Assouline S., Melnychuk D., Padayatty S. J., Rosadiuk K., et al. (2008). Phase I
clinical trial of iv. ascorbic acid in advanced malignancy. Ann. Oncol. 19 1969-1974.
10.1093/annonc/mdn377 [PubMed] [CrossRef]

Hoffer L. J., Robitaille L., Zakarian R., Melnychuk D., Kavan P., Agulnik J., et al. (2015). High-dose
intravenous vitamin C combined with cytotoxic chemotherapy in patients with advanced cancer: a Phase I-
IT clinical trial. PLoS One 10:¢0120228. 10.1371/journal.pone.0120228 [PMC free article][PubMed]
[CrossRef]

Hosokawa Y., Monzen S., Yoshino H., Terashima S., Nakano M., Toshima K., et al. (2015). Effects of Xray
irradiation in combination with ascorbic acid on tumor control. Mol. Med. Rep. 12 5449-5454.
10.3892/mmr.2015.4108 [PubMed] [CrossRef]

Huijskens M. J., Wodzig W. K., Walczak M., Germeraad W. T., Bos G. M. (2016). Ascorbic acid serum
levels are reduced in patients with hematological malignancies. Results Immunol. 6 8-10.
10.1016/j.rinim.2016.01.001 [PMC free article] [PubMed] [CrossRef]

Hunnisett A., Davies S., McLaren-Howard J., Gravett P., Finn M., Gueret-Wardle D. (1995). Lipoperoxides
as an index of free radical activity in bone marrow transplant recipients. Prelimin. Obs. Biol. Trace Elem.
Res. 47 125-132. 10.1007/BF02790109 [PubMed] [CrossRef]

Jonas C. R., Puckett A. B., Jones D. P., Griffith D. P., Szeszycki E. E., Bergman G. F., et al. (2000). Plasma
antioxidant status after high-dose chemotherapy: a randomized trial of parenteral nutrition in bone marrow
transplantation patients. Am. J. Clin. Nutr. 72 181-189. 10.1093/ajcn/72.1.181 [PubMed] [CrossRef]
Jozwiak P., Ciesielski P., Zaczek A., Lipinska A., Pomorski L., Wieczorek M., et al. (2017). Expression of
hypoxia inducible factor lalpha and 2alpha and its association with vitamin C level in thyroid lesions. J.
Biomed. Sci. 24:83. 10.1186/s12929-017-0388-y [PMC free article] [PubMed] [CrossRef]

Kahn S. A., Lentz C. W. (2015). Fictitious hyperglycemia: point-of-care glucose measurement is inaccurate
during high-dose vitamin C infusion for burn shock resuscitation.J. Burn Care Res.. 36e67—71.
10.1097/BCR.0000000000000141 [PubMed] [CrossRef]

Kalita S., Verma A. K., Prasad S. B. (2014). Chlorambucil and ascorbic acid-mediated anticancer activity
and hematological toxicity in Dalton’s ascites lymphoma-bearing mice. Indian J. Exp. Biol.52 112-124.
[PubMed]



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4266032/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4266032/
https://www.ncbi.nlm.nih.gov/pubmed/25566497
https://dx.doi.org/10.3389%2Ffonc.2014.00356
https://www.ncbi.nlm.nih.gov/pubmed/1934468
https://www.ncbi.nlm.nih.gov/pubmed/26168394
https://dx.doi.org/10.1080%2F01635581.2015.1055366
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2763247/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2763247/
https://www.ncbi.nlm.nih.gov/pubmed/20357927
https://dx.doi.org/10.4161%2Foxim.2.2.8160
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4430922/
https://www.ncbi.nlm.nih.gov/pubmed/25977731
https://dx.doi.org/10.1186%2Fs13148-015-0087-z
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3248214/
https://www.ncbi.nlm.nih.gov/pubmed/21896958
https://dx.doi.org/10.18632%2Foncotarget.316
https://www.ncbi.nlm.nih.gov/pubmed/24613622
https://dx.doi.org/10.1016%2Fj.ejca.2014.02.013
https://www.ncbi.nlm.nih.gov/pubmed/22342518
https://dx.doi.org/10.1016%2Fj.freeradbiomed.2012.01.021
https://www.ncbi.nlm.nih.gov/pubmed/16154531
https://dx.doi.org/10.1016%2Fj.bbrc.2005.08.193
https://www.ncbi.nlm.nih.gov/pubmed/12788921
https://dx.doi.org/10.1074%2Fjbc.M304982200
https://www.ncbi.nlm.nih.gov/pubmed/18544557
https://dx.doi.org/10.1093%2Fannonc%2Fmdn377
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4388666/
https://www.ncbi.nlm.nih.gov/pubmed/25848948
https://dx.doi.org/10.1371%2Fjournal.pone.0120228
https://www.ncbi.nlm.nih.gov/pubmed/26238154
https://dx.doi.org/10.3892%2Fmmr.2015.4108
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4792862/
https://www.ncbi.nlm.nih.gov/pubmed/27014565
https://dx.doi.org/10.1016%2Fj.rinim.2016.01.001
https://www.ncbi.nlm.nih.gov/pubmed/7779538
https://dx.doi.org/10.1007%2FBF02790109
https://www.ncbi.nlm.nih.gov/pubmed/10871578
https://dx.doi.org/10.1093%2Fajcn%2F72.1.181
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5663109/
https://www.ncbi.nlm.nih.gov/pubmed/29084538
https://dx.doi.org/10.1186%2Fs12929-017-0388-y
https://www.ncbi.nlm.nih.gov/pubmed/25162951
https://dx.doi.org/10.1097%2FBCR.0000000000000141
https://www.ncbi.nlm.nih.gov/pubmed/24597143

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

Kawada H., Sawanobori M., Tsuma-Kaneko M., Wasada I., Miyamoto M., Murayama H., et al. (2014). Phase
I clinical trial of intravenous L-ascorbic acid following salvage chemotherapy for relapsed B-cell non-
Hodgkin’s lymphoma. Tokai J. Exp. Clin. Med. 39 111-115. [PubMed]

Khanzode S. S., Khanzode S. D., Dakhale G. N. (2003). Serum and plasma concentration of oxidant and
antioxidants in patients of Helicobacter pylori gastritis and its correlation with gastric cancer.Cancer
Lett. 195 27-31. 10.1016/S0304-3835(03)00147-2 [PubMed] [CrossRef]

Khanzode S. S., Muddeshwar M. G., Khanzode S. D., Dakhale G. N. (2004). Antioxidant enzymes and lipid
peroxidation in different stages of  breast cancer. Free  Radic. Res. 38 81-85.
10.1080/01411590310001637066 [PubMed] [CrossRef]

Kiziltan H. S., Bayir A. G., Demirtas M., Meral 1., Taspinar O., Eris A. H., et al. (2014). Ascorbic-acid
treatment for progressive bone metastases after radiotherapy: a pilot study. Altern. Ther. Health
Med. 20(Suppl. 2), 16-20. [PubMed]

Klose R. J., Kallin E. M., Zhang Y. (2006). JmjC-domain-containing proteins and histone
demethylation. Nat. Rev. Genet. 7 715-727. 10.1038/nrg1945 [PubMed] [CrossRef]

Koivunen P., Hirsila M., Gunzler V., Kivirikko K. 1., Myllyharju J. (2004). Catalytic properties of the
asparaginyl hydroxylase (FIH) in the oxygen sensing pathway are distinct from those of its prolyl 4-
hydroxylases. J. Biol. Chem. 279 9899-9904. 10.1074/jbc.M312254200 [PubMed] [CrossRef]

Kroeze L. 1., van der Reijden B. A., Jansen J. H. (2015). 5-hydroxymethylcytosine: an epigenetic mark
frequently deregulated in cancer. Biochim. Biophys. Acta 1855 144—154. 10.1016/j.bbcan.2015.01.001
[PubMed] [CrossRef]

Kudo Y., Tateishi K., Yamamoto K., Yamamoto S., Asaoka Y., Ijichi H., et al. (2012). Loss of 5-
hydroxymethylcytosine is accompanied with malignant cellular transformation. Cancer Sci. 103670-676.
10.1111/.1349-7006.2012.02213.x [PubMed] [CrossRef]

Kuiper C., Dachs G. U., Munn D., Currie M. J., Robinson B. A., Pearson J. F., et al. (2014a). Increased tumor
ascorbate is associated with extended disease-free survival and decreased hypoxia-inducible factor-1
activation in human colorectal cancer. Front. Oncol 4:10. 10.3389/fonc.2014.00010 [PMC  free
article] [PubMed] [CrossRef]

Kuiper C., Vissers M. C., Hicks K. O. (2014b). Pharmacokinetic modeling of ascorbate diffusion through
normal and tumor tissue. Free Radic. Biol. Med. 77 340-352. 10.1016/j.freeradbiomed.2014.09.023
[PubMed] [CrossRef]

Kuiper C., Molenaar I. G., Dachs G. U., Currie M. J., Sykes P. H., Vissers M. C. (2010). Low ascorbate
levels are associated with increased hypoxia-inducible factor-1 activity and an aggressive tumor phenotype
in endometrial cancer. Cancer Res. 70 5749—5758. 10.1158/0008-5472.CAN-10-0263 [PubMed] [CrossRef]
Kuiper C., Vissers M. C. (2014). Ascorbate as a co-factor for Fe- and 2-oxoglutarate dependent
dioxygenases: physiological activity in tumor growth and progression. Front. Oncol. 4:359.
10.3389/fonc.2014.00359 [PMC free article] [PubMed] [CrossRef]

Lawenda B. D., Kelly K. M., Ladas E. J., Sagar S. M., Vickers A., Blumberg J. B. (2008). Should
supplemental antioxidant administration be avoided during chemotherapy and radiation therapy? J. Natl.
Cancer Inst. 100 773—783. 10.1093/jnci/djn148 [PubMed] [CrossRef]

Lawton J. M., Conway L. T., Crosson J. T., Smith C. L., Abraham P. A. (1985). Acute oxalate nephropathy
after massive ascorbic acid administration. Arch. Intern. Med. 145 950-951.
10.1001/archinte.1985.00360050220044 [PubMed] [CrossRef]

Lee J,, Lee G., Park J. H., Lee S., Yeom C. H., Na B., et al. (2012). Proteomic analysis of tumor tissue in
CT-26 implanted BALB/C mouse after treatment with ascorbic acid. Cell. Mol. Biol. Lett.17 62-76.
10.2478/s11658-011-0035-7 [PMC free article] [PubMed] [CrossRef]

Levine M., Conry-Cantilena C., Wang Y., Welch R. W., Washko P. W., Dhariwal K. R., et al.
(1996). Vitamin C pharmacokinetics in healthy volunteers: evidence for a recommended dietary
allowance.Proc. Natl. Acad. Sci. U.S.A.933704-3709. 10.1073/pnas.93.8.3704 [PMC  free
article] [PubMed] [CrossRef]

Lian C. G, Xu Y., Ceol C., Wu F., Larson A., Dresser K., et al. (2012). Loss of 5-hydroxymethylcytosine is
an epigenetic hallmark of melanoma. Cell 150 1135-1146. 10.1016/j.cell.2012.07.033 [PMC  free
article] [PubMed] [CrossRef]

Liu M., Ohtani H., Zhou W., Orskov A. D., Charlet J., Zhang Y. W., et al. (2016). Vitamin C increases viral
mimicry induced by 5-aza-2’-deoxycytidine. Proc. Natl. Acad. Sci. U.S.A. 113 10238-10244.
10.1073/pnas. 1612262113 [PMC free article] [PubMed] [CrossRef]



https://www.ncbi.nlm.nih.gov/pubmed/25248425
https://www.ncbi.nlm.nih.gov/pubmed/12767508
https://dx.doi.org/10.1016%2FS0304-3835(03)00147-2
https://www.ncbi.nlm.nih.gov/pubmed/15061657
https://dx.doi.org/10.1080%2F01411590310001637066
https://www.ncbi.nlm.nih.gov/pubmed/25362213
https://www.ncbi.nlm.nih.gov/pubmed/16983801
https://dx.doi.org/10.1038%2Fnrg1945
https://www.ncbi.nlm.nih.gov/pubmed/14701857
https://dx.doi.org/10.1074%2Fjbc.M312254200
https://www.ncbi.nlm.nih.gov/pubmed/25579174
https://dx.doi.org/10.1016%2Fj.bbcan.2015.01.001
https://www.ncbi.nlm.nih.gov/pubmed/22320381
https://dx.doi.org/10.1111%2Fj.1349-7006.2012.02213.x
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3912592/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3912592/
https://www.ncbi.nlm.nih.gov/pubmed/24551593
https://dx.doi.org/10.3389%2Ffonc.2014.00010
https://www.ncbi.nlm.nih.gov/pubmed/25277418
https://dx.doi.org/10.1016%2Fj.freeradbiomed.2014.09.023
https://www.ncbi.nlm.nih.gov/pubmed/20570889
https://dx.doi.org/10.1158%2F0008-5472.CAN-10-0263
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4261134/
https://www.ncbi.nlm.nih.gov/pubmed/25540771
https://dx.doi.org/10.3389%2Ffonc.2014.00359
https://www.ncbi.nlm.nih.gov/pubmed/18505970
https://dx.doi.org/10.1093%2Fjnci%2Fdjn148
https://www.ncbi.nlm.nih.gov/pubmed/3994472
https://dx.doi.org/10.1001%2Farchinte.1985.00360050220044
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6275792/
https://www.ncbi.nlm.nih.gov/pubmed/22139585
https://dx.doi.org/10.2478%2Fs11658-011-0035-7
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC39676/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC39676/
https://www.ncbi.nlm.nih.gov/pubmed/8623000
https://dx.doi.org/10.1073%2Fpnas.93.8.3704
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3770275/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3770275/
https://www.ncbi.nlm.nih.gov/pubmed/22980977
https://dx.doi.org/10.1016%2Fj.cell.2012.07.033
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5027469/
https://www.ncbi.nlm.nih.gov/pubmed/27573823
https://dx.doi.org/10.1073%2Fpnas.1612262113

94. Low F. M., Hampton M. B., Winterbourn C. C. (2008). Peroxiredoxin 2 and peroxide metabolism in the
erythrocyte. Antioxid. Redox Signal. 10 1621-1630. 10.1089/ars.2008.2081 [PubMed] [CrossRef]

95. Lykkesfeldt J., Poulsen H. E. (2010). Is vitamin C supplementation beneficial? Lessons learned from
randomised controlled trials. Br. J. Nutr. 103 1251-1259. 10.1017/S0007114509993229 [PubMed]
[CrossRef]

96. Ma Y., Chapman J., Levine M., Polireddy K., Drisko J., Chen Q. (2014). High-dose parenteral ascorbate
enhanced chemosensitivity of ovarian cancer and reduced toxicity of chemotherapy. Sci. Transi.
Med. 6:222ral8. 10.1126/scitranslmed.3007154 [PubMed] [CrossRef]

97. Ma Y., Sullivan G. G., Schrick E., Choi I. Y., He Z., Lierman J., et al. (2013). A convenient method for
measuring blood ascorbate concentrations in patients receiving high-dose intravenous ascorbate.J. Am. Coll
Nutr. 32 187-193. 10.1080/07315724.2013.791167 [PMC free article] [PubMed] [CrossRef]

98. Mahdavi R., Faramarzi E., Seyedrezazadeh E., Mohammad-Zadeh M., Pourmoghaddam M.
(2009). Evaluation of oxidative stress, antioxidant status and serum vitamin C levels in cancer patients. Biol.
Trace Elem. Res. 130 1-6. 10.1007/s12011-008-8309-2 [PubMed] [CrossRef]

99. Mamede A. C., Pires A. S., Abrantes A. M., Tavares S. D., Goncalves A. C., Casalta-Lopes J. E., et al.
(2012). Cytotoxicity of ascorbic acid in a human colorectal adenocarcinoma cell line (WiDr): in vitro and in
vivo studies. Nutr. Cancer 64 1049—1057. 10.1080/01635581.2012.713539 [PubMed] [CrossRef]

100. Manning J., Mitchell B., Appadurai D. A., Shakya A., Pierce L. J., Wang H., et al. (2013). Vitamin
C promotes maturation of T-cells. Antioxid. Redox Signal. 19 2054-2067. 10.1089/ars.2012.4988[PMC free
article] [PubMed] [CrossRef]

101. Marcus S. L., Petrylak D. P., Dutcher J. P., Paictta E., Ciobanu N., Strauman J., et al.
(1991). Hypovitaminosis C in patients treated with high-dose interleukin 2 and lymphokine-activated killer
cells. Am. J. Clin. Nutr. 54(6 Suppl.),1292S5-12978S. 10.1093/ajcn/54.6.1292s [PubMed] [CrossRef]

102. Mayland C. R., Bennett M. L., Allan K. (2005). Vitamin C deficiency in cancer patients. Palliat
Med.19 17-20. 10.1191/0269216305pm9700a [PubMed] [CrossRef]
103. Mehdi W. A., Zainulabdeen J. A., Mehde A. A. (2013). Investigation of the antioxidant status in

multiple myeloma patients: effects of therapy. Asian Pac. J. Cancer Prev. 14 3663-3667.
10.7314/APJCP.2013.14.6.3663 [PubMed] [CrossRef]

104. Mikirova N., Casciari J., Riordan N., Hunninghake R. (2013). Clinical experience with intravenous
administration of ascorbic acid: achievable levels in blood for different states of inflammation and disease in
cancer patients. J. Transl. Med. 11:191. 10.1186/1479-5876-11-191 [PMC free article][PubMed] [CrossRef]

105. Mikirova N., Casciari J., Rogers A., Taylor P. (2012). Effect of high-dose intravenous vitamin C on
inflammation in cancer patients./J. Transl. Med. 10 189. 10.1186/1479-5876-10-189[PMC free
article] [PubMed] [CrossRef]

106. Mikirova N., Riordan N., Casciari J. (2016). Modulation of cytokines in cancer patients by
intravenous ascorbate therapy. Med. Sci. Monit. 22 14-25. 10.12659/MSM.895368 [PMC  free
article] [PubMed] [CrossRef]

107. Mingay M., Chaturvedi A., Bilenky M., Cao Q., Jackson L., Hui T, et al. (2017). Vitamin C-induced
epigenomic remodelling in IDH1 mutant acute myeloid leukaemia. Leukemia 32 11-20.
10.1038/1eu.2017.171 [PMC free article] [PubMed] [CrossRef]

108. Minor E. A., Court B. L., Young J. I., Wang G. (2013). Ascorbate induces Ten-eleven translocation
(Tet) methylcytosine dioxygenase-mediated generation of 5-hydroxymethylcytosine.J.  Biol.
Chem.288 13669-13674. 10.1074/jbc.C113.464800 [PMC free article] [PubMed] [CrossRef]

109. Moertel C. G., Fleming T. R., Creagan E. T., Rubin J., O’Connell M. J., Ames M. M. (1985). High-
dose vitamin C versus placebo in the treatment of patients with advanced cancer who have had no prior
chemotherapy. A  randomized double-blind comparison. N.  Engl. J.  Med. 312 137-141.
10.1056/NEJM198501173120301 [PubMed] [CrossRef]

110. Monti D. A., Mitchell E., Bazzan A. J., Littman S., Zabrecky G., Yeo C. J., et al. (2012). Phase I
evaluation of intravenous ascorbic acid in combination with gemcitabine and erlotinib in patients with
metastatic ~ pancreatic  cancer. PLoS  One 7:¢29794.  10.1371/journal.pone.0029794[PMC _ free
article] [PubMed] [CrossRef]

111. Muhlhofer A., Mrosek S., Schlegel B., Trommer W., Rozario F., Bohles H., et al. (2004). High-dose
intravenous vitamin C is not associated with an increase of pro-oxidative biomarkers. Eur. J. Clin.
Nutr. 58 1151-1158. 10.1038/sj.ejcn.1601943 [PubMed] [CrossRef]

112. Murata A., Morishige F., Yamaguchi H. (1982). Prolongation of survival times of terminal cancer
patients by administration of large doses of ascorbate. Int. J. Vitam Nutr. Res. Suppl. 23 103—113. [PubMed]



https://www.ncbi.nlm.nih.gov/pubmed/18479207
https://dx.doi.org/10.1089%2Fars.2008.2081
https://www.ncbi.nlm.nih.gov/pubmed/20003627
https://dx.doi.org/10.1017%2FS0007114509993229
https://www.ncbi.nlm.nih.gov/pubmed/24500406
https://dx.doi.org/10.1126%2Fscitranslmed.3007154
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3725640/
https://www.ncbi.nlm.nih.gov/pubmed/23885992
https://dx.doi.org/10.1080%2F07315724.2013.791167
https://www.ncbi.nlm.nih.gov/pubmed/19148586
https://dx.doi.org/10.1007%2Fs12011-008-8309-2
https://www.ncbi.nlm.nih.gov/pubmed/22974001
https://dx.doi.org/10.1080%2F01635581.2012.713539
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3869442/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3869442/
https://www.ncbi.nlm.nih.gov/pubmed/23249337
https://dx.doi.org/10.1089%2Fars.2012.4988
https://www.ncbi.nlm.nih.gov/pubmed/1962585
https://dx.doi.org/10.1093%2Fajcn%2F54.6.1292s
https://www.ncbi.nlm.nih.gov/pubmed/15690864
https://dx.doi.org/10.1191%2F0269216305pm970oa
https://www.ncbi.nlm.nih.gov/pubmed/23886162
https://dx.doi.org/10.7314%2FAPJCP.2013.14.6.3663
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3751545/
https://www.ncbi.nlm.nih.gov/pubmed/23947403
https://dx.doi.org/10.1186%2F1479-5876-11-191
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3480897/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3480897/
https://www.ncbi.nlm.nih.gov/pubmed/22963460
https://dx.doi.org/10.1186%2F1479-5876-10-189
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4756791/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4756791/
https://www.ncbi.nlm.nih.gov/pubmed/26724916
https://dx.doi.org/10.12659%2FMSM.895368
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5770587/
https://www.ncbi.nlm.nih.gov/pubmed/28663574
https://dx.doi.org/10.1038%2Fleu.2017.171
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3650403/
https://www.ncbi.nlm.nih.gov/pubmed/23548903
https://dx.doi.org/10.1074%2Fjbc.C113.464800
https://www.ncbi.nlm.nih.gov/pubmed/3880867
https://dx.doi.org/10.1056%2FNEJM198501173120301
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3260161/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3260161/
https://www.ncbi.nlm.nih.gov/pubmed/22272248
https://dx.doi.org/10.1371%2Fjournal.pone.0029794
https://www.ncbi.nlm.nih.gov/pubmed/15054428
https://dx.doi.org/10.1038%2Fsj.ejcn.1601943
https://www.ncbi.nlm.nih.gov/pubmed/6811475

113. Nannya Y., Shinohara A., Ichikawa M., Kurokawa M. (2014). Serial profile of vitamins and trace
elements during the acute phase of allogeneic stem cell transplantation. Biol. Blood Marrow
Transplant. 20 430—434. 10.1016/j.bbmt.2013.12.554 [PubMed] [CrossRef]

114. Nielsen T. K., Hojgaard M., Andersen J. T., Jorgensen N. R., Zerahn B., Kristensen B., et al.
(2017). Weekly ascorbic acid infusion in castration-resistant prostate cancer patients: a single-arm phase I
trial. Transl. Androl. Urol. 6 517-528. 10.21037/tau.2017.04.42 [PMC free article] [PubMed] [CrossRef]

115. Nielsen T. K., Hojgaard M., Andersen J. T., Poulsen H. E., Lykkesfeldt J., Mikines K. J.
(2015). Elimination of ascorbic acid after high-dose infusion in prostate cancer patients: a pharmacokinetic
evaluation. Basic Clin. Pharmacol. Toxicol. 116 343-348. 10.1111/bcpt.12323 [PubMed] [CrossRef]

116. Oak A. S., Jaleel T., Fening K., Pavlidakey P. G., Sami N. (2016). A case of scurvy associated with
nilotinib. J. Cutan Pathol. 43 725-726. 10.1111/cup.12715 [PubMed] [CrossRef]
117. Padayatty S. J., Riordan H. D., Hewitt S. M., Katz A., Hoffer L. J., Levine M. (2006). Intravenously

administered vitamin C as cancer therapy: three cases. CMAJ 174 937-942. 10.1503/cmaj.050346[PMC free
article] [PubMed] [CrossRef]

118. Padayatty S. J., Sun A. Y., Chen Q., Espey M. G., Drisko J., Levine M. (2010). Vitamin C:
intravenous use by complementary and alternative medicine practitioners and adverse effects. PLoS
One 5:¢11414. 10.1371/journal.pone.0011414 [PMC free article] [PubMed] [CrossRef]

119. Padayatty S. J., Sun H., Wang Y., Riordan H. D., Hewitt S. M., Katz A, et al. (2004). Vitamin C
pharmacokinetics: implications for oral and intravenous use. Ann. Int. Med. 140 533-537. 10.7326/0003-
4819-140-7-200404060-00010 [PubMed] [CrossRef]

120. Park J. H., Davis K. R., Lee G., Jung M., Jung Y., Park J., et al. (2012). Ascorbic acid alleviates
toxicity of paclitaxel without interfering with the anticancer efficacy in mice. Nutr. Res. 32 873-883.
10.1016/j.nutres.2012.09.011 [PubMed] [CrossRef]

121. Park S., Ahn E. S., Lee S., Jung M., Park J. H., Yi S. Y., et al. (2009). Proteomic analysis reveals
upregulation of RKIP in S-180 implanted BALB/C mouse after treatment with ascorbic acid.J. Cell
Biochem. 106 1136-1145. 10.1002/jcb.22097 [PubMed] [CrossRef]

122. Parrow N. L., Leshin J. A., Levine M. (2013). Parenteral ascorbate as a cancer therapeutic: a
reassessment based on pharmacokinetics. Antioxid. Redox Signal. 19 2141-2156.
10.1089/ars.2013.5372 [PMC free article] [PubMed] [CrossRef]

123. Polireddy K., Dong R., Reed G., Yu J., Chen P., Williamson S., et al. (2017). High dose parenteral
ascorbate inhibited pancreatic cancer growth and metastasis: mechanisms and a Phase I/Ila study.Sci.
Rep. 7:17188. 10.1038/s41598-017-17568-8 [PMC free article] [PubMed] [CrossRef]

124. Pollard H. B., Levine M. A., Eidelman O., Pollard M. (2010). Pharmacological ascorbic acid
suppresses syngeneic tumor growth and metastases in hormone-refractory prostate cancer. In Vivo 24249—
255. [PubMed]

125. Pullar J. M., Bayer S., Carr A. C. (2018). Appropriate handling, processing and analysis of blood
samples is essential to avoid oxidation of vitamin C to dehydroascorbic acid. Antioxidants 7:E29.
10.3390/antiox7020029 [PMC free article] [PubMed] [CrossRef]

126. Quinn J., Gerber B., Fouche R., Kenyon K., Blom Z., Muthukanagaraj P. (2017). Effect of high-
dose vitamin C infusion in a glucose-6-phosphate dehydrogenase-deficient patient. Case Rep.
Med.2017:5202606. 10.1155/2017/5202606 [PMC free article] [PubMed] [CrossRef]

127. Ramaswamy G., Krishnamoorthy L. (1996). Serum carotene, vitamin A, and vitamin C levels in
breast cancer and cancer of the uterine cervix. Nutr. Cancer 25 173—-177. 10.1080/01635589609514439
[PubMed] [CrossRef]

128. Rasheed M., Roberts C. H., Gupta G., Fisher B. J., Leslie K., Simmons G. L., et al. (2017). Low
plasma vitamin C levels in patients undergoing stem cell transplantation (Abstract). Biol. Blood Marrow
Transpl. 23 S225-S226. 10.1016/.bbmt.2016.12.446 [CrossRef]

129. Raymond Y. C., Glenda C. S., Meng L. K. (2016). Effects of high doses of vitamin C on cancer
patients in singapore: nine cases. Integr. Cancer Ther. 15 197-204. 10.1177/1534735415622010[PMC free
article] [PubMed] [CrossRef]

130. Rees D. C., Kelsey H., Richards J. D. (1993). Acute haemolysis induced by high dose ascorbic acid
in glucose-6-phosphate dehydrogenase deficiency. BMJ 306 841-842. 10.1136/bmj.306.6881.841 [PMC
free article] [PubMed] [CrossRef]

131. Reuter S., Gupta S. C., Chaturvedi M. M., Aggarwal B. B. (2010). Oxidative stress, inflammation,
and cancer: how are they linked? Free Radic. Biol. Med. 49 1603-1616.
10.1016/j.freeradbiomed.2010.09.006 [PMC free article] [PubMed] [CrossRef]



https://www.ncbi.nlm.nih.gov/pubmed/24333749
https://dx.doi.org/10.1016%2Fj.bbmt.2013.12.554
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5503969/
https://www.ncbi.nlm.nih.gov/pubmed/28725594
https://dx.doi.org/10.21037%2Ftau.2017.04.42
https://www.ncbi.nlm.nih.gov/pubmed/25220574
https://dx.doi.org/10.1111%2Fbcpt.12323
https://www.ncbi.nlm.nih.gov/pubmed/27124705
https://dx.doi.org/10.1111%2Fcup.12715
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1405876/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1405876/
https://www.ncbi.nlm.nih.gov/pubmed/16567755
https://dx.doi.org/10.1503%2Fcmaj.050346
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2898816/
https://www.ncbi.nlm.nih.gov/pubmed/20628650
https://dx.doi.org/10.1371%2Fjournal.pone.0011414
https://www.ncbi.nlm.nih.gov/pubmed/15068981
https://dx.doi.org/10.7326%2F0003-4819-140-7-200404060-00010
https://www.ncbi.nlm.nih.gov/pubmed/23176798
https://dx.doi.org/10.1016%2Fj.nutres.2012.09.011
https://www.ncbi.nlm.nih.gov/pubmed/19224539
https://dx.doi.org/10.1002%2Fjcb.22097
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3869468/
https://www.ncbi.nlm.nih.gov/pubmed/23621620
https://dx.doi.org/10.1089%2Fars.2013.5372
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5719364/
https://www.ncbi.nlm.nih.gov/pubmed/29215048
https://dx.doi.org/10.1038%2Fs41598-017-17568-8
https://www.ncbi.nlm.nih.gov/pubmed/20554995
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5836019/
https://www.ncbi.nlm.nih.gov/pubmed/29439480
https://dx.doi.org/10.3390%2Fantiox7020029
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5727655/
https://www.ncbi.nlm.nih.gov/pubmed/29317868
https://dx.doi.org/10.1155%2F2017%2F5202606
https://www.ncbi.nlm.nih.gov/pubmed/8710686
https://dx.doi.org/10.1080%2F01635589609514439
https://dx.doi.org/10.1016%2Fj.bbmt.2016.12.446
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5736057/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5736057/
https://www.ncbi.nlm.nih.gov/pubmed/26679971
https://dx.doi.org/10.1177%2F1534735415622010
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1677333/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1677333/
https://www.ncbi.nlm.nih.gov/pubmed/8490379
https://dx.doi.org/10.1136%2Fbmj.306.6881.841
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2990475/
https://www.ncbi.nlm.nih.gov/pubmed/20840865
https://dx.doi.org/10.1016%2Fj.freeradbiomed.2010.09.006

132. Riordan H. D., Casciari J. J., Gonzalez M. J., Riordan N. H., Miranda-Massari J. R., Taylor P., et
al. (2005). A pilot clinical study of continuous intravenous ascorbate in terminal cancer patients. PR Health
Sci. J. 24 269-276. [PubMed]

133. Riordan H. D., Riordan N. H., Jackson J. A., Casciari J. J., Hunninghake R., Gonzalez M. J., et al.
(2004). Intravenous vitamin C as a chemotherapy agent: a report on clinical cases. PR Health Sci. J.23 115—
118. [PubMed]

134. Robitaille L., Mamer O. A., Miller W. H., Jr., Levine M., Assouline S., Melnychuk D., et al.
(2009). Oxalic acid excretion after intravenous ascorbic acid administration. Metabolism 58 263-269.
10.1016/j.metabol.2008.09.023 [PMC free article] [PubMed] [CrossRef]

135. Rouleau L., Antony A. N., Bisetto S., Newberg A., Doria C., Levine M., et al. (2016). Synergistic
effects of ascorbate and sorafenib in hepatocellular carcinoma: new insights into ascorbate cytotoxicity. Free
Radic. Biol. Med. 95308-322. 10.1016/j.freeradbiomed.2016.03.031[PMC free article] [PubMed]
[CrossRef]

136. Savini L., Rossi A., Pierro C., Avigliano L., Catani M. V. (2008). SVCT1 and SVCT?2: key proteins
for vitamin C uptake. Amino Acids 34 347-355. 10.1007/s00726-007-0555-7 [PubMed] [CrossRef]
137. Schoenfeld J. D., Sibenaller Z. A., Mapuskar K. A., Wagner B. A., Cramer-Morales K. L., Furqan

M., et al. (2017). O2- and H202-Mediated Disruption of Fe metabolism causes the differential susceptibility
of NSCLC and GBM Cancer cells to pharmacological ascorbate. Cancer Cell. 31487.e8-500.e8.
10.1016/j.ccell.2017.02.018 [PMC free article] [PubMed] [CrossRef]

138. Seely D., Stempak D., Baruchel S. (2007). A strategy for controlling potential interactions between
natural health products and chemotherapy: a review in pediatric oncology.J. Pediatr. Hematol.
Oncol. 29 32-47. 10.1097/MPH.0b013¢3180310521 [PubMed] [CrossRef]

139. Serrano O. K., Parrow N. L., Violet P. C., Yang J., Zornjak J., Basseville A., et al. (2015). Antitumor
effect of pharmacologic ascorbate in the B16 murine melanoma model. Free Radic. Biol. Med. 87193-203.
10.1016/j.freeradbiomed.2015.06.032 [PubMed] [CrossRef]

140. Sestili P., Brandi G., Brambilla L., Cattabeni F., Cantoni O. (1996). Hydrogen peroxide mediates
the killing of U937 tumor cells elicited by pharmacologically attainable concentrations of ascorbic acid: cell
death prevention by extracellular catalase or catalase from cocultured erythrocytes or fibroblasts.J.
Pharmacol. Exp. Ther. 277 1719-1725. [PubMed]

141. Sharma A., Tripathi M., Satyam A., Kumar L. (2009). Study of antioxidant levels in patients with
multiple myeloma. Leuk Lymphoma 50 809-815. 10.1080/10428190902802323 [PubMed] [CrossRef]
142. Shenoy N., Bhagat T., Nieves E., Stenson M., Lawson J., Choudhary G. S., et al.

(2017). Upregulation of TET activity with ascorbic acid induces epigenetic modulation of lymphoma
cells.Blood Cancer J. 7:¢587. 10.1038/bcj.2017.65 [PMC free article] [PubMed] [CrossRef]

143. Shinozaki K., Hosokawa Y., Hazawa M., Kashiwakura 1., Okumura K., Kaku T., et al
(2011). Ascorbic acid enhances radiation-induced apoptosis in an HL60 human leukemia cell line. J. Radiat.
Res. 52 229-237.10.1269/jrr.10089 [PubMed] [CrossRef]

144. Simone C. B., I, Simone N. L., Simone V. (2007). Antioxidants and other nutrients do not interfere
with chemotherapy or radiation therapy and can increase kill and increase survival, part 1. Altern. Ther.
Health Med. 13 22-28. [PubMed]

145. Song M. H., Nair V. S., Oh K. I. (2017). Vitamin C enhances the expression of IL17 in a Jmjd2-
dependent manner. BMB Rep. 50 49-54. 10.5483/BMBRep.2017.50.1.193 [PMC free article][PubMed]
[CrossRef]

146. Stephenson C. M., Levin R. D., Spector T., Lis C. G. (2013). Phase I clinical trial to evaluate the
safety, tolerability, and pharmacokinetics of high-dose intravenous ascorbic acid in patients with advanced
cancer. Cancer Chemother. Pharmacol. 72 139-146. 10.1007/s00280-013-2179-9[PMC free
article] [PubMed] [CrossRef]

147. Takahashi H., Mizuno H., Yanagisawa A. (2012). High-dose intravenous vitamin C improves
quality of life in cancer patients. Personal. Med. Universe. 2 49-53. 10.1016/j.pmu.2012.05.008 [CrossRef]
148. Takemura Y., Satoh M., Satoh K., Hamada H., Sekido Y., Kubota S. (2010). High dose of ascorbic

acid induces cell death in mesothelioma cells. Biochem. Biophys. Res. Commun. 394 249-253.
10.1016/j.bbre.2010.02.012 [PubMed] [CrossRef]

149. Tang Z., Du X., Louie R. F., Kost G. J. (2000). Effects of drugs on glucose measurements with
handheld glucose meters and a portable glucose analyzer. Am. J. Clin. Pathol. 113 75-86. 10.1309/QAW1-
X5XW-BVRQ-5LKQ [PubMed] [CrossRef]



https://www.ncbi.nlm.nih.gov/pubmed/16570523
https://www.ncbi.nlm.nih.gov/pubmed/15377059
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3482487/
https://www.ncbi.nlm.nih.gov/pubmed/19154961
https://dx.doi.org/10.1016%2Fj.metabol.2008.09.023
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4867251/
https://www.ncbi.nlm.nih.gov/pubmed/27036367
https://dx.doi.org/10.1016%2Fj.freeradbiomed.2016.03.031
https://www.ncbi.nlm.nih.gov/pubmed/17541511
https://dx.doi.org/10.1007%2Fs00726-007-0555-7
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5497844/
https://www.ncbi.nlm.nih.gov/pubmed/28366679
https://dx.doi.org/10.1016%2Fj.ccell.2017.02.018
https://www.ncbi.nlm.nih.gov/pubmed/17230065
https://dx.doi.org/10.1097%2FMPH.0b013e3180310521
https://www.ncbi.nlm.nih.gov/pubmed/26119785
https://dx.doi.org/10.1016%2Fj.freeradbiomed.2015.06.032
https://www.ncbi.nlm.nih.gov/pubmed/8667243
https://www.ncbi.nlm.nih.gov/pubmed/19452319
https://dx.doi.org/10.1080%2F10428190902802323
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5549257/
https://www.ncbi.nlm.nih.gov/pubmed/28731456
https://dx.doi.org/10.1038%2Fbcj.2017.65
https://www.ncbi.nlm.nih.gov/pubmed/21343676
https://dx.doi.org/10.1269%2Fjrr.10089
https://www.ncbi.nlm.nih.gov/pubmed/17283738
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5319665/
https://www.ncbi.nlm.nih.gov/pubmed/27931518
https://dx.doi.org/10.5483%2FBMBRep.2017.50.1.193
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3691494/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3691494/
https://www.ncbi.nlm.nih.gov/pubmed/23670640
https://dx.doi.org/10.1007%2Fs00280-013-2179-9
https://dx.doi.org/10.1016%2Fj.pmu.2012.05.008
https://www.ncbi.nlm.nih.gov/pubmed/20171954
https://dx.doi.org/10.1016%2Fj.bbrc.2010.02.012
https://www.ncbi.nlm.nih.gov/pubmed/10631860
https://dx.doi.org/10.1309%2FQAW1-X5XW-BVRQ-5LKQ

150. Torun M., Yardim S., Gonenc A., Sargin H., Menevse A., Simsek B. (1995). Serum beta-carotene,
vitamin E, vitamin C and malondialdehyde levels in several types of cancer. J. Clin. Pharm. Ther. 20259—
263.10.1111/5.1365-2710.1995.tb00660.x [PubMed] [CrossRef]

151. Tsukada Y., Fang J., Erdjument-Bromage H., Warren M. E., Borchers C. H., Tempst P., et al.
(2006). Histone demethylation by a family of JmjC domain-containing proteins. Nature 439 811-816.
10.1038/nature04433 [PubMed] [CrossRef]

152. Verrax J., Calderon P. B. (2008). The controversial place of vitamin C in cancer treatment. Biochem.
Pharmacol. 76 1644-1652. 10.1016/j.bcp.2008.09.024 [PubMed] [CrossRef]
158. Verrax J., Calderon P. B. (2009). Pharmacologic concentrations of ascorbate are achieved by

parenteral administration and exhibit antitumoral effects. Free Radic. Biol. Med. 47 32—-40.
10.1016/j.freeradbiomed.2009.02.016 [PubMed] [CrossRef]

154. Vollbracht C., Schneider B., Leendert V., Weiss G., Auerbach L., Beuth J. (2011). Intravenous
vitamin C administration improves quality of life in breast cancer patients during chemo-/radiotherapy and
aftercare: results of a retrospective, multicentre, epidemiological cohort study in Germany. In Vivo 25 983—
990. [PubMed]

155. Wang C., Lv H,, Yang W., Li T., Fang T., Lv G, et al. (2017). SVCT-2 determines the sensitivity
to ascorbate-induced cell death in cholangiocarcinoma cell lines and patient derived xenografts. Cancer
Lett. 398 1-11. 10.1016/j.canlet.2017.03.039 [PubMed] [CrossRef]

156. Wang G., Mustafi S., Camarena V., Volmar C. H., Huff T. C., Sant D. W, et al. (2017). Vitamin C
sensitizes melanoma to BET inhibitors. Cancer Res. 78 572-583. [PMC free article] [PubMed]
157. Wang T., Chen K., Zeng X., Yang J., Wu Y., Shi X., et al. (2011). The histone demethylases

Jhdmla/1b enhance somatic cell reprogramming in a vitamin-C-dependent manner. Cell Stem Cell 9575—
587.10.1016/j.stem.2011.10.005 [PubMed] [CrossRef]

158. Weijl N. 1., Hopman G. D., Wipkink-Bakker A., Lentjes E. G., Berger H. M., Cleton F. J., et al.
(1998). Cisplatin combination chemotherapy induces a fall in plasma antioxidants of cancer patients.Ann.
Oncol. 9 1331-1337. 10.1023/A:1008407014084 [PubMed] [CrossRef]

159. Welsh J. L., Wagner B. A., van’t Erve T. J., Zehr P. S., Berg D. J., Halfdanarson T. R., et al.
(2013). Pharmacological ascorbate with gemcitabine for the control of metastatic and node-positive
pancreatic cancer (PACMAN): results from a phase I clinical trial. Cancer Chemother. Pharmacol.71 765—
775.10.1007/s00280-013-2070-8 [PMC free article] [PubMed] [CrossRef]

160. Wilkes J. G., O’Leary B. R., Du J., Klinger A. R., Sibenaller Z. A., Doskey C. M., et al.
(2018). Pharmacologic ascorbate (P-AscH(-)) suppresses hypoxia-inducible Factor-1alpha (HIF-1alpha) in
pancreatic adenocarcinoma. Clin. Exp. Metastasis. 35 37-51. 10.1007/s10585-018-9876-z[PMC free
article] [PubMed] [CrossRef]

161. Wilson M. K., Baguley B. C., Wall C., Jameson M. B., Findlay M. P. (2014). Review of high-dose
intravenous vitamin C as an anticancer agent. Asia Pac. J. Clin. Oncol. 10 22-37. 10.1111/ajco.12173
[PubMed] [CrossRef]

162. Wohlrab C., Phillips E., Dachs G. U. (2017). Vitamin C transporters in cancer: current
understanding and gaps in knowledge. Front. Oncol. 7:74. 10.3389/fonc.2017.00074 [PMC free
article] [PubMed] [CrossRef]

163. Wong K., Thomson C., Bailey R. R., McDiarmid S., Gardner J. (1994). Acute oxalate nephropathy
after a massive intravenous dose of vitamin C.Aust. N. Z. J. Med. 24 410-411. 10.1111/j.1445-
5994.1994.tb01477.x [PubMed] [CrossRef]

164. XialJ., Xu H., Zhang X., Allamargot C., Coleman K. L., Nessler R., et al. (2017). Multiple myeloma
tumor cells are selectively killed by pharmacologically-dosed ascorbic acid. EBioMedicine 18 41-49.
10.1016/j.ebiom.2017.02.011 [PMC free article] [PubMed] [CrossRef]

165. Yang G., YanY.,Ma Y., Yang Y. (2017). Vitamin C at high concentrations induces cytotoxicity in
malignant melanoma but promotes tumor growth at low concentrations. Mol. Carcinog. 56 1965—-1976.
10.1002/mc.22654 [PubMed] [CrossRef]

166. Yeom C. H., Jung G. C., Song K. J. (2007). Changes of terminal cancer patients’ health-related
quality of life after high dose vitamin C administration.J. Korean Med. Sci.227-11.
10.3346/jkms.2007.22.1.7 [PMC free article] [PubMed] [CrossRef]

167. Yeom C. H., Lee G., Park J. H., YuJ,, Park S., Yi S. Y., et al. (2009). High dose concentration
administration of ascorbic acid inhibits tumor growth in BALB/C mice implanted with sarcoma 180 cancer
cells via the restriction of angiogenesis.J. Transl. Med. 7:70. 10.1186/1479-5876-7-70[PMC free
article] [PubMed] [CrossRef]



https://www.ncbi.nlm.nih.gov/pubmed/8576292
https://dx.doi.org/10.1111%2Fj.1365-2710.1995.tb00660.x
https://www.ncbi.nlm.nih.gov/pubmed/16362057
https://dx.doi.org/10.1038%2Fnature04433
https://www.ncbi.nlm.nih.gov/pubmed/18938145
https://dx.doi.org/10.1016%2Fj.bcp.2008.09.024
https://www.ncbi.nlm.nih.gov/pubmed/19254759
https://dx.doi.org/10.1016%2Fj.freeradbiomed.2009.02.016
https://www.ncbi.nlm.nih.gov/pubmed/22021693
https://www.ncbi.nlm.nih.gov/pubmed/28385602
https://dx.doi.org/10.1016%2Fj.canlet.2017.03.039
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5771981/
https://www.ncbi.nlm.nih.gov/pubmed/29180474
https://www.ncbi.nlm.nih.gov/pubmed/22100412
https://dx.doi.org/10.1016%2Fj.stem.2011.10.005
https://www.ncbi.nlm.nih.gov/pubmed/9932164
https://dx.doi.org/10.1023%2FA%3A1008407014084
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3587047/
https://www.ncbi.nlm.nih.gov/pubmed/23381814
https://dx.doi.org/10.1007%2Fs00280-013-2070-8
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5959274/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5959274/
https://www.ncbi.nlm.nih.gov/pubmed/29396728
https://dx.doi.org/10.1007%2Fs10585-018-9876-z
https://www.ncbi.nlm.nih.gov/pubmed/24571058
https://dx.doi.org/10.1111%2Fajco.12173
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5402541/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5402541/
https://www.ncbi.nlm.nih.gov/pubmed/28484682
https://dx.doi.org/10.3389%2Ffonc.2017.00074
https://www.ncbi.nlm.nih.gov/pubmed/7980244
https://dx.doi.org/10.1111%2Fj.1445-5994.1994.tb01477.x
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5405162/
https://www.ncbi.nlm.nih.gov/pubmed/28229908
https://dx.doi.org/10.1016%2Fj.ebiom.2017.02.011
https://www.ncbi.nlm.nih.gov/pubmed/28370562
https://dx.doi.org/10.1002%2Fmc.22654
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2693571/
https://www.ncbi.nlm.nih.gov/pubmed/17297243
https://dx.doi.org/10.3346%2Fjkms.2007.22.1.7
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2732919/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2732919/
https://www.ncbi.nlm.nih.gov/pubmed/19671184
https://dx.doi.org/10.1186%2F1479-5876-7-70

168. YinR., Mao S. Q., Zhao B., Chong Z., Yang Y., Zhao C., et al. (2013). Ascorbic acid enhances Tet-
mediated 5-methylcytosine oxidation and promotes DNA demethylation in mammals. J. Am. Chem.
Soc. 135 10396-10403. 10.1021/ja4028346 [PubMed] [CrossRef]

169. YunJ., Mullarky E., Lu C., Bosch K. N., Kavalier A., Rivera K., et al. (2015). Vitamin C selectively
kills KRAS and BRAF mutant colorectal cancer cells by targeting GAPDH. Science 350 1391-1396.
10.1126/science.aaa5004 [PMC free article] [PubMed] [CrossRef]

170. Zhang Z. Z., Lee E. E., Sudderth J., Yue Y., Zia A., Glass D, et al. (2016). Glutathione depletion,
pentose phosphate pathway activation, and hemolysis in erythrocytes protecting cancer cells from vitamin
C-induced oxidative stress.J. Biol. Chem. 291 22861-22867. 10.1074/jbc.C116.748848[PMC free
article] [PubMed] [CrossRef]

171. Zhao H., Zhu H., Huang J., Zhu Y., Hong M., Zhu H., et al. (2018). The synergy of vitamin C with
decitabine activates TET2 in leukemic cells and significantly improves overall survival in elderly patients
with acute myeloid leukemia. Leuk Res. 66 1-7. 10.1016/j.1eukres.2017.12.009 [PubMed] [CrossRef]

172. Shenoy N, Creagan E, Witzig T, Levine M. Ascorbic Acid in Cancer Treatment: Let the Phoenix
Fly. Cancer Cell. 2018;34(5):700-706. doi:10.1016/j.ccell.2018.07.014
173. https://www.cancer.gov/about-cancer/treatment/cam/hp/vitamin-c-pdq

Artesunate References:

1)Anderson, P. Intravenous Therapies in Oncology Practice: A Conversation with Paul Anderson, NMD. The
Natural Medicine Journal. 2017, Nov. Vol 9 Issue 111

2) Anderson, P., Cochran, B., Osborne, V. Clinical Applications and Advanced Topics of IV Nutrient Therapies in
Oncology. 2017, Nov 4-5.

3) MIYACHI, HAYATO, and CHRISTOPHER R. CHITAMBAR. “The anti-malarial artesunate is also active
against cancer.” International journal of oncology 18 (2001): 767-773.

4) Michaelis, Martin, et al. “Anti-cancer effects of artesunate in a panel of chemoresistant neuroblastoma cell lines.”
Biochemical pharmacology 79.2 (2010): 130-136.

5) Du, Ji-Hui, et al. “Artesunate induces oncosis-like cell death in vitro and has antitumor activity against pancreatic
cancer xenografts in vivo.” Cancer chemotherapy and pharmacology 65.5 (2010): 895-902.

6) Efferth, Thomas, et al. “Enhancement of cytotoxicity of artemisinins toward cancer cells by ferrous iron.” Free
Radical Biology and Medicine 37.7 (2004): 998-1009.

7) Zhang, Z. Y ., et al. “[Artesunate combined with vinorelbine plus cisplatin in treatment of advanced non-small cell
lung cancer: a randomized controlled trial].” Zhong xi yi jie he xue bao= Journal of Chinese integrative medicine 6.2
(2008): 134-138.

8) Lian S', Shi R?, Huang X3, Hu X2, Song B2, Bai Y*, Yang B2, Dong J°, Du Z°, Zhang Y>, Jia J7, Ma N!, Guo

G!, Wang M!" Artesunate attenuates glioma proliferation, migration and invasion by affecting cellular mechanical
properties. Oncol Rep. 2016 Aug;36(2):984-90. doi: 10.3892/0r.2016.4847. Epub 2016 Jun 2.

9) Drenberg CD'?, Buaboonnam J3, Orwick SJ?, Hu S'2, Li L3, Fan Y*, Shelat AA®, Guy RK?, Rubnitz J®
Evaluation of artemisinins for the treatment of acute myeloid leukemia.

Cancer Chemother Pharmacol. 2016 Jun;77(6):1231-43. doi: 10.1007/s00280-016-3038-2.

10) Greenshields AL!, Shepherd TG***, Hoskin DW!*°. Contribution of reactive oxygen species to ovarian cancer
cell growth arrest and killing by the anti-malarial drug artesunate. Mol Carcinog. 2016 Feb 15. doi:
10.1002/mc.22474. [Epub ahead of print].

PMID 26878598

11) Ilamathi M, Santhosh S, Sivaramakrishnan V'. Artesunate as an Anti-Cancer Agent Targets Stat-3 and
Favorably Suppresses Hepatocellular Carcinoma. Curr Top Med Chem. 2016;16(22):2453-63. PMID: 26873192

12) Dong HY!, Wang ZF!. Antitumor effects of artesunate on human breast carcinoma MCF-7 cells and IGF-IR
expression in nude mice xenografts. Chin J Cancer Res. 2014 Apr;26(2):200-7. doi: 10.3978/j.issn.1000-
9604.2014.04.07..PMID: 24826061

13) Chen K!, Shou LM, Lin F, Duan WM, Wu MY, Xie X, Xie YF, Li W, Tao M. Artesunate induces G2/M cell
cycle arrest through autophagy induction in breast cancer cells. Anticancer Drugs. 2014 Jul;25(6):652-62. doi:
10.1097/CAD.0000000000000089.

PMID: 24518199


https://www.ncbi.nlm.nih.gov/pubmed/23768208
https://dx.doi.org/10.1021%2Fja4028346
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4778961/
https://www.ncbi.nlm.nih.gov/pubmed/26541605
https://dx.doi.org/10.1126%2Fscience.aaa5004
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5087709/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5087709/
https://www.ncbi.nlm.nih.gov/pubmed/27660392
https://dx.doi.org/10.1074%2Fjbc.C116.748848
https://www.ncbi.nlm.nih.gov/pubmed/29331774
https://dx.doi.org/10.1016%2Fj.leukres.2017.12.009
https://www.cancer.gov/about-cancer/treatment/cam/hp/vitamin-c-pdq

14) Jeong da E!, Song HJ?, Lim S°, Lee SJ*, Lim JE*, Nam DH"*°, Joo KM'?, Jeong BC?, Jeon SS°, Choi HY?, Lee
HW. Repurposing the anti-malarial drug artesunate as a novel therapeutic agent for metastatic renal cell carcinoma
due to its attenuation of tumor growth, metastasis, and angiogenesis. Oncotarget. 2015 Oct 20;6(32):33046-64. doi:
10.18632/oncotarget.5422.

15) Hamacher-Brady A!, Stein HA, Turschner S, Toegel I, Mora R, Jennewein N, Efferth T, Eils R, Brady NR.J
Artesunate activates mitochondrial apoptosis in breast cancer cells via iron-catalyzed lysosomal reactive oxygen
species production. Biol Chem. 2011 Feb 25;286(8):6587-601. doi: 10.1074/jbc.M110.210047.

16) Krishna S', Ganapathi S?, Ster IC!, Saeed ME?, Cowan M*, Finlayson C', Kovacsevics H', Jansen H>, Kremsner
PG®, Efferth T3, Kumar D?. A Randomised, Double Blind, Placebo-Controlled Pilot Study of

Oral Artesunate Therapy for Colorectal Cancer. EBioMedicine

PMID: 26137537. 2014 Nov 15;2(1):82-90. doi: 10.1016/j.ebiom.2014.11.010. eCollection 2015.

17) Macleod, Adam. Dreamhealer.wordpress.com Accessed August 20" 2016.

18) Mckinney, Neil. Advanced Clinical Naturopathic Oncology Course Notes, . October 2014.

19) Berger TG', Dieckmann D, Efferth T, Schultz ES, Funk JO, Baur A, Schuler G. Artesunate in the treatment of
metastatic uveal melanoma--first experiences. Oncol Rep. 2005 Dec;14(6):1599-603.

20) Michaelsen FW!, Saeced ME?, Schwarzkopf J?, Efferth T*. Activity of Artemisia annua and artemisinin
derivatives, in prostate carcinoma. Phytomedicine. 2015 Dec15;22(14):1223-31. doi: 10.1016/j.phymed.2015.11.001
21) Huang XF!, Yuan D, Zhang CC, Zhang XP. [Artesunate induces prostate cancer cell line PC-3 differentiation
and cell cycle arrest]. Zhong Xi Yi Jie He Xue Bao. 2008 Jun;6(6):591-4. doi: 10.3736/jcim20080609.

22) Efferth T!, Dunstan H, Sauerbrey A, Miyachi H, Chitambar CR. The anti-malarial artesunate is also active
against cancer. Int J Oncol. 2001 Apr;18(4):767-73..

23) Xu G', Zou WQ!, Du SJ!, Wu MJ!, Xiang TX?, Luo ZG*. Mechanism of dihydroartemisinin-induced apoptosis
in prostate cancer PC3 cells: An iTRAQ-based proteomic analysis. Life Sci. 2016 Jul 15;157:1-11. doi:
10.1016/.1fs.2016.05.033. Epub 2016 May 24.

24) He Q', Shi J, Shen XL, An J, Sun H, Wang L, Hu YJ, Sun Q, Fu LC, Sheikh MS, Huang Y.

Dihydroartemisinin upregulates death receptor 5 expression and cooperates with TRAIL to induce apoptosis in
human prostate cancer cells. Cancer Biol Ther. 2010 May 15;9(10):819-24. Epub 2010 May 18.

25) Morrissey C!, Gallis B, Solazzi JW, Kim BJ, Gulati R, Vakar-Lopez F, Goodlett DR, Vessella RL, Sasaki T.
Effect of artemisinin derivatives on apoptosis and cell cycle in prostate cancer cells. Anticancer Drugs. 2010
Apr;21(4):423-32. doi: 10.1097/CAD.0b013e328336f57b.

26) Konig M!, von Hagens C?, Hoth S', Baumann I', Walter-Sack I, Edler L*, Sertel S°. Investigation of ototoxicity
of artesunate as add-on therapy in patients with metastatic or locally advanced breast cancer: new audiological
results from a prospective, open, uncontrolled, monocentric phase I study.

27) Ericsson T', Blank A, von Hagens C, Ashton M, Abeld A. Population pharmacokinetics of artesunate and
dihydroartemisinin during long-term oral administration of artesunate to patients with metastatic breast cancer. Eur J
Clin Pharmacol. 2014 Dec;70(12):1453-63. doi: 10.1007/s00228-014-1754-2.

28) von Hagens C1, Walter-Sack 12, Goeckenjan M3,4, Osburg J3,5, Storch-Hagenlocher B6, Sertel S7, Elsdsser
M8, Remppis BA9,10, Edler L11, Munzinger J12, Efferth T13, Schneeweiss A 14, Strowitzki T3.

Prospective open uncontrolled phase I study to define a well-tolerated dose of oral artesunate as add-on therapy in
patients with metastatic breast cancer (ARTIC M33/2).

Breast Cancer Res Treat. 2017 Jul;164(2):359-369. doi: 10.1007/s10549-017-4261-1. Epub 2017 Apr 24.

29) Efferth T. From ancient herb to modern drug: Artemisia annua and artemisinin for cancer therapy.

Semin Cancer Biol. 2017 Oct;46:65-83. doi: 10.1016/j.semcancer.2017.02.009. Epub 2017 Feb 28.

30) Narendra P. S. Krishna B. Case report of a laryngeal squamous cell carcinoma treated with artesunate. Archive
of Oncology 2002;10(4):279-80

31) Uhl M1, Schwab S1, Efferth T2. Fatal Liver and Bone Marrow Toxicity by Combination Treatment of
Dichloroacetate and Artesunate in a Glioblastoma Multiforme Patient: Case Report and Review of the Literature
Front Oncol. 2016 Oct 7;6:204. eCollection 2016.

32) Efferth T1, Schéttler U2, Krishna S3, Schmiedek P4, Wenz F4, Giordano FA4. Hepatotoxicity by combination
treatment of temozolomide, artesunate and Chinese herbs in a glioblastoma multiforme patient: case report review of
the literature.

Arch Toxicol. 2017 Apr;91(4):1833-1846. doi: 10.1007/s00204-016-1810-z. Epub 2016 Aug 12.

33) . Jansen FH1, Adoubi I, ] C KC, DE Cnodder T, Jansen N, Tschulakow A, Efferth T. First study of oral
Artenimol-R in advanced cervical cancer: clinical benefit, tolerability and tumor markers. Anticancer Res. 2011
Dec;31(12):4417-22.



34) Zhang P., Luo H.S., Li N, Tan S.Y. Artesunate inhibits the growth and induces apoptosis of human gastric
cancer cells by downregulating COX-2. Onco Targets Ther. 2015 Apr 16;8:845-54

35) Yang N.D., Tan S.H., Shi Y., et al. Artesunate induces cell death in human cancer cells via enhancing lysosomal
function and lysosomal degradation of ferritin. J Biol Chem. 2014 Nov 28;289(48):33425-
41.doi:10.1074/jbc.M114.564567 .Epub 2014 Oct 10

ALA References:

Bartter FC, Berkson B, Gallelli J, Hiranaka P. Thioctic acid in the treatment of poisoning with alpha-amanitin.

In Amanita Toxins and Poisonings. Faulstich H., Kommerell B, Wieland T, Eds. Baden Baden: Wizstrock; 1980:
197-202.

Baur A, Harrer T. Alpha lipoic acid is an effective inhibitor of human immuno-deficiency virus (HIV-1)
replication. Klin. Wochenzchr. 1991;69:722-724.

Berkson B. Thioctic acid in treatment of hepatotoxic mushroom poisoning. New England Journal of Medicine.
1979;300:371.

Berkson B. Treatment of four patients with thioctic acid. In Amanita Toxins and Poisonings.

Berkson BM. Alpha-lipoic acid (thioctic acid): my experience with this outstanding therapeutic agent. Journal of
OrthomolecularMedicine.1998;13:1:44-48

Berkson BM. A triple antioxidant approach to the treatment of hepatitis ¢ using alpha-lipoic acid (thioctic acid),
silymarin, selenium, and other fundamental nutraceuticals. Clinical Practice of Alternative Medicine. 2000;1:1, 27-
33.

Berkson BM. A conservative triple antioxidant approach to the treatment of hepatitis c. combination of alpha-lipoic
acid (thioctic acid), silymarin and selenium. Three case histories. Medizinische Klinik. 1999; 94(3): 84-89.
Berkson BM, Rubin D, Berkson AJ. Long-term survival of a 46-year-old man with pancreatic cancer and liver
metastases and treated with intravenous alpha lipoic acid and low dose naltrexone. Integrative Cancer Therapies.
March 2006; 5(1):83-89.

Berkson BM, Rubin D, Berkson AJ. Reversal of signs and symptoms of a B-cell lymphoma in a patient using low-
dose naltrexone. Integr Cancer Ther. 2007;Sep;6(3):293-6.

Burkhart V, Koike T, et al. Dihydrolipoic acid protects pancreatic islet cells from inflammatory attack. Agents and
Actions. 1993;38:60-65.

Busse E, Zimmer G, et al. Influence of alpha-lipoic acid on intracellular glutathione in vitro and in vivo. Arzneim-
Forsch/Drug Res. 1992;42:829-831.

Cao X, et al. The free radical scavenger alpha-lipoic acid, protects against cerebral ischemia-reperfusion injury in
gerbils. Free Radical Research (Switzerland). 1995;23:365-370.

Coon MJ, Sligar SG. Irwin C. Gunsalus, versatile and creative scientist. Biochem Biophys Res Commun. 2003;12: 1-
23.

Estrada D, Ewart H, et al. Stimulation of glucose uptake by the natural coenzyme alpha lipoic acid. Diabetes.
1996;45:1798-1804.

Gregus Z, Stein A, et al. Effects of lipoic acid on biliary excretion of glutathione and metals. Toxicol. Appl.
Pharmacol. 1992;114:88-96.

Grunert R. The effect of DL-alpha lipoic acid on heavy metal intoxication in mice and dogs. Arch. Biochem.
Biophys. 1960;86:190-195.

Haugaard N, Haugaard E, et al. Stimulation of glucose utilization by thioctic acid in rat diaphragm incubated in
vitro. Biochim. Biophys. Acta. 1970;222:583-586.

Jacob S, Henriksen A, et al. Enhancement of glucose disposal in patients with type 2 diabetes by alpha-lipoic

acid. Arzneimittel-forschung/drug research. 1995;45:872-874.

Loginov AS, Nilova TV, Bendikov EA, Petrakov AV. Pharmacokinetics of lipoic acid preparations and their effects
on ATP synthesis, processes of microsomal and cytosole oxidation in human hepatocytes during liver

damage. Farmacol. Toksikol. 1989;52: 78-82.

Nakai S. Liver function promoting agents by experimental liver perfusion. I. Effect of thioctic acid on the
detoxifying function of the liver. Chem Abst. 1960;54:11274.

Nagamatsu M, Nickander, K. Lipoic acid improves nerve blood flow, reduces oxidative stress, and improves distal
nerve conduction in experimental diabetic neuropathy. Diabetes Care. 1995;18:1160-1167.



O'Kane DJ. Gunsalus IC. Pyruvic acid metabolism: a factor required for oxidation by streptococcus faecalis. J.
Bacteriol. 1948; 56: 499-506.

Ou P, Tritschler H, Wolff S. Thioctic (lipoic) acid: a therapeutic metal-chelating antioxidant? Biochemical
Pharmacology. 1995;50:123-126.

Prehn JH, Karkoutly, et al. Dihydrolipoic acid reduces neuronal injury after cerebral ischemia. J. Cereb. Blood Flow
Metab. 1992;12:78-87.

Ramakrishnan N, et al. Radioprotection of hematopoietic tissues in mice by lipoic acid. Radiation Research.
1992;130:360-365.

Sandhya P, et al. Role of DL alpha lipoic acid in gentamycin-induced nephrotoxicity. Mol. Cell.

Biochem. (Netherlands) 1995;145:11-17.

DCA References:

www.cancertutor.com/dca-treatment-for-cancer/
www.newscientist.com/article/dn10971-cheap-safe-drug-kills-most-cancers.html
www.medicorecancer.com

Khan A, Marier D, Marsden E, Andrews D, Eliaz I. A Novel Form of Dichloroacetate Therapy for Patients
With Advanced Cancer: A Report of 3 Cases. Altern Ther Health Med. 2014 Oct;20(S2):21-28

Khan, Akbar. Case Report of Long Term Complete Remission of Metastatic Renal Squamous Cell
Carcinoma after Palliative Radiotherapy and Adjuvant Dichloroacetate. IBIMA Publishing Advances in
Cancer: Research & Treatment Vol. 2012 (2012), Article ID 441895, 7 pages DOI: 10.5171/2012.441895
Copyright 2012 Akbar Khan.

Michelakis E. D., Sutendra G., Dromparis P., Webster L., Haromy A., Niven E., Maguire C., Gammer T.-L.,
Mackey J. R., Fulton D., Abdulkarim B., McMurtry M. S., Petruk K. C.. Metabolic Modulation of
Glioblastoma with Dichloroacetate. Science Translational Medicine, Vol 2, Issue 31. 12 May 2010

Kankotia S, Stacpoole PW. Dichloroacetate and cancer: new home for an orphan drug? Biochim Biophys
Acta. 2014 Dec;1846(2):617-29. doi: 10.1016/j.bbcan.2014.08.005. Epub 2014 Aug 23. PMID: 25157892

Roh JL, Park JY, Kim EH, Jang HJ, Kwon M. Activation of mitochondrial oxidation by PDK2 inhibition
reverses cisplatin resistance in head and neck cancer. Cancer Lett. 2016 Feb 1;371(1):20-9. doi:
10.1016/j.canlet.2015.11.023. Epub 2015 Nov 23. PMID: 26607904


http://www.cancertutor.com/dca-treatment-for-cancer/
http://www.newscientist.com/article/dn10971-cheap-safe-drug-kills-most-cancers.html
http://www.medicorecancer.com/
http://alternative-therapies.com/at/web_pdfs/S202Khan.pdf
http://alternative-therapies.com/at/web_pdfs/S202Khan.pdf

	CANCER ; PREVENTION AND TREATMENT
	A NATUROPATHIC APPROACH HIGHLIGHTING INTRAVENOUS THERAPIES
	172. Shenoy N, Creagan E, Witzig T, Levine M. Ascorbic Acid in Cancer Treatment: Let the Phoenix Fly. Cancer Cell. 2018;34(5):700–706. doi:10.1016/j.ccell.2018.07.014
	173. https://www.cancer.gov/about-cancer/treatment/cam/hp/vitamin-c-pdq
	ALA References:

