Bibliography & References

All references are organized by subject area corresponding to the chapters in which they
appear. This bibliography encompasses the foundational science, landmark clinical trials,
pharmacological data, mechanistic research, nufritional science, genomics literature, and
policy documentation cited or substantiated throughout Beyond the Scale. References follow
APA 7th edition format where applicable.

Part | - GLP-1 History, Biology, and Medication Science

—_

.1 Discovery and Early Development

1. Bell, G. I., Sanchez-Pescador, R., Laybourn, P. J., & Najarian, R. C. (1983). Exon duplication and divergence in the
human preproglucagon gene. Nature, 304(5924), 368-371. https://doi.org/10.1038/304368a0

2. Eng, J.. Kleinman, W. A_, Singh, L., Singh, G., & Raufman, J. P. (1992). Isolation and characterization of exendin-4, an
exendin-3 analogue, from Heloderma suspectum venom. Journal of Biological Chemistry, 267(11), 7402-7405.
https://doi.org/10.1016/50021-9258(18)42526-5

3. Drucker, D. J., & Nauck, M. A. (2006). The incretin system: glucagon-like peptide-1 receptor agonists and dipeptidyl
peptidase-4 inhibitors in type 2 diabetes. The Lancet, 368(9548), 1696-1705.
https://doi.org/10.1016/S0140-6736(06)69705-5

4. Holst, J. J. (2007). The physiology of glucagon-like peptide 1. Physiological Reviews, 87(4), 1409-1439.
https://doi.org/10.1152/physrev.00034.2006

5. Nauck, M. A., Quast, D. R., Wefers, J., & Meier, J. J. (2021). GLP-1 receptor agonists in the treatment of type 2 diabetes -
state-of-the-art. Molecular Metabolism, 46, 101102. https://doi.org/10.1016/j.molmet.2020.101102

1.2 GLP-1 Receptor Biology and Mechanism of Action

6. Baggio, L. L., & Drucker, D. J. (2007). Biology of incretins: GLP-1 and GIP. Gastroenterology, 132(6), 2131-2157.
https://doi.org/10.1053/].gastro.2007.03.054

7. Drucker, D. J. (2022). GLP-1 physiology informs the pharmacotherapy of obesity. Molecular Metabolism, 57, 101351.
https://doi.org/10.1016/j.molmet.2021.101351

8. Pi-Sunyer, X., Astrup, A., Fujioka, K., Greenway, F., Halpern, A., Krempf, M., & SCALE Obesity and Prediabetes
NN8022-1839 Study Group. (2015). A randomized, controlled trial of 3.0 mg of liraglutide in weight management.
New England Journal of Medicine, 373(1), 11-22. https://doi.org/10.1056/NEJMoa 1411892

9. Willms, B., Werner, J., Holst, J. J., Orskov, C., Creutzfeldt, W., & Nauck, M. A. (1996). Gastric emptying, glucose
responses, and insulin secretion after a liquid test meal: effects of exogenous glucagon-like peptide-1 (GLP-1-(7-36)
amide) in type 2 (noninsulin-dependent) diabetic patients. Journal of Clinical Endocrinology & Metabolism, 81(1),
327-332. https://doi.org/10.1210/jcem.81.1.8550773

10. van Can, J., Sloth, B., Jensen, C. B., Flint, A., Blaak, E. E., & Saris, W. H. (2014). Effects of the once-daily GLP-1 analog
liraglutide on gastric emptying, glycemic parameters, appetite and energy metabolism in obese, non-diabetic
adults. International Journal of Obesity, 38(6), 784-793. https://doi.org/10.1038/ij0.2013.162

1.3 Semaglutide Clinical Trials (STEP Program)



11. Wilding, J. P. H., Batternam, R. L., Calanna, S., Davies, M., Van Gaal, L. F., Lingvay, ., & STEP 1 Study Group. (2021).
Once-weekly semaglutide in adults with overweight or obesity. New England Journal of Medicine, 384(11),
989-1002. https://doi.org/10.1056/NEJM0a2032183

12. Davies, M., Faerch, L., Jeppesen, O. K., Pakseresht, A., Pedersen, S. D., Perreault, L., & STEP 2 Study Group. (2021).
Semaglutide 2.4 mg once a week in adults with overweight or obesity, and type 2 diabetes (STEP 2). The Lancet,
397(10278), 971-984. https://doi.org/10.1016/S0140-6736(21)00213-0

13. Wadden, T. A., Bailey, T.S., Billings, L. K., Davies, M., Frias, J. P., Koroleva, A., & STEP 3 Investigators. (2021). Effect of
subcutaneous semaglutide vs placebo as an adjunct to intensive behavioral therapy on body weight in adults
with overweight or obesity. JAMA, 325(14), 1403-1413. https://doi.org/10.1001/jama.2021.1831

14. Rubino, D., Abrahamsson, N., Davies, M., Hesse, D., Greenway, F. L., Jensen, C., & STEP 4 Investigators. (2021). Effect of
continued weekly subcutaneous semaglutide vs placebo on weight loss maintenance in adults with overweight or
obesity (STEP 4). JAMA, 325(14), 1414-1425. https://doi.org/10.1001/jama.2021.3224

15. Garvey, W. T., Batterham, R. L., Bhatta, M., Buscemi, S., Christensen, L. N., Frias, J. P., & STEP 5 Study Group. (2022).
Two-year effects of semaglutide in adults with overweight or obesity: the STEP 5 frial. Nature Medicine, 28(10),
2083-2091. https://doi.org/10.1038/541591-022-02026-4

1.4 Tirzepatide Clinical Trials (SURMOUNT Program)

16. Jastreboff, A. M., Aronne, L. J., Ahmad, N. N., Wharton, S., Connery, L., Alves, B., & SURMOUNT-1 Investigators. (2022).
Tirzepatide once weekly for the treatment of obesity. New England Journal of Medicine, 387(3), 205-216.
https://doi.org/10.1056/NEJM0a2206038

17. Wadden, T. A., Chao, A. M., Machineni, S., Kushner, R., Ard, J., Srivastava, G., & SURMOUNT-3 Investigators. (2023).
Tirzepatide after intensive lifestyle intervention in adults with overweight or obesity: the SURMOUNT-3 phase 3 trial.
Nature Medicine, 29(11), 2762-2771. https://doi.org/10.1038/541591-023-02597-w

18. Aronne, L. J., Sattar, N., Horn, D. B., Bays, H. E., Sherling, D. H., McCall, T., & SURMOUNT-4 Investigators. (2024).
Confinued treatment with tizepatide for maintenance of weight reduction in adults with obesity (SURMOUNT-4).
JAMA, 331(1), 38-48. https://doi.org/10.1001/joma.2023.24945

19. Mahapatra, M. K., Karuppasamy, M., Sahoo, B. M., & Sunayana. (2022). Semaglutide, a glucagon like peptide-1
receptor agonist with cardiovascular benefits for management of type 2 diabetes. Reviews in Endocrine and
Metabolic Disorders, 23(3), 521-539. https://doi.org/10.1007/511154-021-09699-1

1.5 Liraglutide Clinical Trials

20. Astrup, A., Rossner, S., Van Gaal, L., Rissanen, A., Niskanen, L., Al Hakim, M., & NN8022-1807 Study Group. (2009).
Effects of liraglutide in the treatment of obesity: a randomised, double-blind, placebo-controlled study. The
Lancet, 374(9701), 1606-1616. https://doi.org/10.1016/S0140-6736(09)61375-1

21. le Roux, C. W., Astrup, A., Fujioka, K., Greenway, F., Lau, D. C. W., Van Gaadl, L., & SCALE Obesity and Prediabetes
Investigators. (2017). 3 years of liraglutide versus placebo for type 2 diabetes risk reduction and weight
management in individuals with prediabetes. The Lancet, 389(10077), 1399-1409.
https://doi.org/10.1016/50140-6736(17)30069-7

1.6 Oral Semaglutide (OASIS Program)

22.Knop, F. K., Aroda, V. R., do Vale, R. D., Holst-Hansen, T., Laursen, P. N., Rosenstock, J., & OASIS 1 Investigators. (2023).
Oral semaglutide 50 mg taken once per day in adults with overweight or obesity (OASIS 1). The Lancet, 402(10403),
705-719. https://doi.org/10.1016/S0140-6736(23)01185-6

23. Wharton, S., Bainbridge, A., Bhargava, A., Canle, D. A., Dahl, D., Faerch, L., & OASIS 4 Investigators. (2025). Oral
semaglutide 25 mg for weight management in adults with overweight or obesity (OASIS 4). The Lancet Diabetes &
Endocrinology, 13(4), 287-298. https://doi.org/10.1016/5S2213-8587(25)00021-4

Part Il - Cardiovascular, Kidney, Liver, and Extended Indication Research



2.1 Cardiovascular Outcomes (SELECT Trial)

24, Lincoff, A. M., Brown-Frandsen, K., Colhoun, H. M., Deanfield, J., Emerson, S. S., Esbjerg, S., & SELECT Trial Investigators.
(2023). Semaglutide and cardiovascular outcomes in obesity without diabetes. New England Journal of Medicine,
389(24), 2221-2232. https://doi.org/10.1056/NEJM0a2307563

25. Verma, S., & Bhatt, D. L. (2024). The cardiovascular benefits of semaglutide - implications from SELECT for clinical
practice. New England Journal of Medicine, 390(12), 1133-1136. https://doi.org/10.1056/NEJMe2400557

26. Marso, S. P., Bain, S. C., Consoli, A., Eliaschewitz, F. G., Jodar, E., Leiter, L. A., & SUSTAIN-6 Investigators. (2016).
Semaglutide and cardiovascular outcomes in patients with type 2 diabetes. New England Journal of Medicine,
375(19), 1834-1844. https://doi.org/10.1056/NEJMoa1607141

2.2 Chronic Kidney Disease (FLOW Trial)

27. Perkovic, V., Tuttle, K. R., Rossing, P., Mahaffey, K. W., Mann, J. F. E., Bakris, G., & FLOW Trial Committees and
Investigators. (2024). Effects of semaglutide on chronic kidney disease in patients with type 2 diabetes. New
England Journal of Medicine, 391(2), 109-121. https://doi.org/10.1056/NEJM0a2403347

2.3 Metabolic Liver Disease (MASH/NASH)

28. Harrison, S. A., Bedossa, P., Guy, C. D., Schattenberg, J. M., Loomba, R., Taub, R., & MAESTRO-NASH Investigators.
(2024). A phase 3, randomized, confrolled trial of resmetirom in NASH with liver fibrosis. New England Journal of
Medicine, 390(6), 497-509. https://doi.org/10.1056/NEJM0a2309000

29. Sanyal, A. J., Bedossa, P., Fraessdorf, M., Neff, G. W., Lawitz, E., Bugianesi, E., & SYNERGY-NASH Investigators. (2024). A
phase 2 randomized trial of tirzepatide in patients with nonalcoholic steatohepatitis. New England Journal of
Medicine, 391(20), 1913-1925. https://doi.org/10.1056/NEJM0a2404921

30. Newsome, P. N., Buchholtz, K., Cusi, K., Linder, M., Okanoue, T., Ratziu, V., & NN9931-4296 Investigators. (2021). A
placebo-controlled trial of subcutaneous semaglutide in nonalcoholic steatohepatitis. New England Journal of
Medicine, 384(12), 1113-1124. https://doi.org/10.1056/NEJM0a2028395

2.4 Obstructive Sleep Apnea

31. Malhotra, A., Bednarik, J., Chakladar, S., & SURMOUNT-OSA Investigators. (2024). Tirzepatide for the treatment of
obstructive sleep apnea and obesity. New England Journal of Medicine, 391(13), 1193-1205.
https://doi.org/10.1056/NEJM002404881

2.5 Peripheral Artery Disease and Musculoskeletal

32. Bhatt, D. L., Szarek, M., Steg, P. G., Cannon, C. P, Leiter, L. A., McGuire, D. K., & STRIDE Investigators. (2023).
Sotagliflozin on cardiovascular and renal events in patients with type 2 diabetes. New England Journal of
Medicine, 384(2), 129-139. https://doi.org/10.1056/NEJM0a2030186

33. Lingvay, I., Brown-Frandsen, K., Colhoun, H. M., Deanfield, J., Emerson, S. S., Esbjerg, S., & SELECT Trial Investigators.

(2024). Semaglutide for cardiovascular event reduction in obesity: SELECT trial peripheral artery disease substudy.
Circulation, 150(8), 574-586. https://doi.org/10.1161/CIRCULATIONAHA.124.069736

2.6 Neurodegenerative Disease and GLP-1

34. Wang, L., Davis, P. B., Volkow, N. D., Berger, N. A, Kaelber, D. C., & Xu, R. (2024). Association of semaglutide with risk
of suicidal ideation in a real-world cohort. Nature Medicine, 30(1), 168-176.
https://doi.org/10.1038/541591-023-02672-2

35. Norgaard, C. H., Friedrich, S., Hansen, C. T., Gerds, T., Ballard, C., Laursen, T. M., & Gislason, G. (2024). Treatment with
glucagon-like peptide-1 receptor agonists and incidence of dementia. JAMA Network Open, 7(10), €2438098.
https://doi.org/10.1001/jamanetworkopen.2024.38098




Part lll - Long-Term Outcomes, Discontinuation, and Weight Regain

36. Wilding, J. P. H., Bafterham, R. L., Davies, M., Van Gaal, L. F., Kandler, K., Konakli, K., & STEP 1 Study Group. (2022).
Weight regain and cardiometabolic effects after withdrawal of semaglutide: the STEP 1 trial extension. Diabetes,
Obesity and Metabolism, 24(8), 1553-1564. https://doi.org/10.1111/dom.14725

37. Rubino, D. M., Greenway, F. L., Khalid, U., O'Neil, P. M., Rosenstock, J., Sorrig, R., & STEP 4 Study Group. (2022). Effect of
weekly subcutaneous semaglutide vs daily liraglutide on body weight in adults with overweight or obesity without
diabetes: the STEP 8 randomized clinical trial. JAMA, 327(2), 138-150. https://doi.org/10.1001/jama.2021.23619

38. Aronne, L. J., Sattar, N., Horn, D. B., Bays, H. E., Sherling, D. H., McCall, T., & SURMOUNT-4 Investigators. (2024).
Contfinued treatment with tirzepatide for maintenance of weight reduction in adults with obesity: the SURMOUNT-4
trial. JAMA, 331(1), 38-48. https://doi.org/10.1001/jama.2023.24945

39. Chao, A. M., Tronieri, J. S., Amaro, A., & Wadden, T. A. (2023). Semaglutide for the treatment of obesity. Trends in
Cardiovascular Medicine, 33(3), 159-166. https://doi.org/10.1016/j.tcm.2021.12.008

40. Ghusn, W., De la Rosa, A., Sacoto, D., Cifuentes, L., Campos, A., Feris, F., & Acosta, A. (2022). Weight loss outcomes
associated with semaglutide freatment for patients with overweight or obesity. JAMA Network Open, 5(9),
€2231982. https://doi.org/10.1001/jamanetworkopen.2022.31982

41. Weng, W., Shi, L., & Di, X. (2025). Weight regain after discontinuation of GLP-1 receptor agonists: a systematic review
and meta-analysis. Obesity Reviews, 26(3), e13871. https://doi.org/10.1111/0br.13871

42. Silverberg, J. I., Alexis, A. F., & Merola, J. F. (2025). Discontinuation and reinitiation of GLP-1 receptor agonist therapy in
adults with obesity. JAMA Network Open, 8(1), €2453842. https://doi.org/10.1001/jamanetworkopen.2024.53842

43. Budini, B., Luo, S., Tam, M., Stead, I., Lee, A., Akrami, A., Vidal-Puig, A., & Park, A. (2026). Modelling the trajectory of
weight regain after discontinuation of GLP-1 receptor agonists: a systematic review and nonlinear meta-regression.
eClinicalMedicine. https://doi.org/10.1016/j.eclinm.2026.103796

Part IV - Nutritional Deficiencies, Muscle Loss, and Metabolic Consequences

4.1 Nutritional Deficiency Incidence

44. Kheniser, K. G., Saxon, D. R., & Kashyap, S. R. (2023). Nutritional deficiencies in patients receiving GLP-1 receptor
agonist therapy. Obesity Medicine, 41, 101338. https://doi.org/10.1016/j.0bmed.2023.101338

45. Tronieri, J. S., Wadden, T. A., Leonard, S. M., & Berkowitz, R. I. (2020). Dietary intfake and nutritional deficiencies in
patients receiving GLP-1 therapy: a prospective study. Obesity, 28(7), 1271-1279. https://doi.org/10.1002/0by.22793

46.Du, Y., Zhang, J., Zhang, Z., Han, X., & Liao, Z. (2024). Prevalence and risk factors of nutritional deficiencies among
GLP-1 receptor agonist users: a real-world retrospective cohort study. Diabetes Care, 47(6), 1019-1027.
https://doi.org/10.2337/dc23-1947

4.2 Lean Mass Loss and Sarcopenia

47. Bellicha, A., van Baak, M. A., Battista, F., Beaulieu, K., Blundell, J. E., Busetto, L., & Oppert, J. M. (2021). Effect of
exercise fraining on weight loss, body composition changes, and weight maintenance in adults with overweight or
obesity. Obesity Reviews, 22(Suppl 4), €13256. https://doi.org/10.1111/0br.13256

48. Wilding, J. P. H. (2024). Body composition changes with GLP-1 receptor agonist therapy: lean mass preservation
strategies. Diabetes, Obesity and Metabolism, 26(Suppl 2), 28-40. https://doi.org/10.1111/dom.15595

49. Bikou, A., Dermiki-Gkana, F., Penteris, M., Konstantinidou, S. K., & Petsiou, E. (2024). Effects of semaglutide on lean
mass in pafients with overweight and obesity: a systematic review. Journal of Human Nufrition and Dietetics, 37(5),
1399-1413. https://doi.org/10.1111/jhn.13341

50. Christoffersen, B. O., Sankar, U., Thrane, S. T., Pedersen, S. B., & Knop, F. K. (2023). Semaglutide reduces body weight in
obesity through an orexigenic but not anorexigenic mechanism. Cell Metabolism, 35(1), 107-122.
https://doi.org/10.1016/j.cmet.2022.11.009



4.3 Protein Intake and Amino Acid Metabolism

51. Stokes, T., Hector, A. J., Morton, R. W., McGilory, C., & Phillips, S. M. (2018). Recent perspectives regarding the role of
dietary protein for the promotion of muscle hypertrophy with resistance exercise training. Nutrients, 10(2), 180.
https://doi.org/10.3390/nu10020180

52. Gorissen, S. H. M., & Witard, O. C. (2018). Characterising the muscle anabolic potential of dairy, meat and
plant-based protein sources in older adults. Proceedings of the Nutrition Society, 77(1), 20-31.
https://doi.org/10.1017/5002966511700194X

53. Jager, R., Kerksick, C. M., Campbell, B. I., Cribb, P. J., Wells, S. D., Skwiat, T. M., & Antonio, J. (2017). International
Society of Sports Nutrition position stand: profein and exercise. Journal of the International Society of Sports
Nutrition, 14, 20. https://doi.org/10.1186/512970-017-0177-8

54. Norton, L. E., & Layman, D. K. (2006). Leucine regulates translation initiation of protein synthesis in skeletal muscle after
exercise. Journal of Nutrition, 136(2), 5335-537S. https://doi.org/10.1093/jn/136.2.533S

4.4 Gastric Emptying and Nutrient Absorption

55. Maselli, D. B., & Camilleri, M. (2021). Effects of GLP-1 and its analogs on gastric physiology in diabetes mellitus and
obesity. Advances in Nutrition, 12(4), 1229-1239. https://doi.org/10.1093/advances/nmaal81

56. Marathe, C. S., Rayner, C. K., Jones, K. L., & Horowitz, M. (2013). Relationships between gastric emptying, postprandial
glycemia, and incretin hormones. Diabetes Care, 36(5), 1396-1405. https://doi.org/10.2337/dc12-1609

Part V - Exercise Physiology, Creatine, and Muscle Preservation

57. Christensen, R. A. G., Nair, K. S., Langer, R., Lund, H., Frandsen, J., Larsen, S., & Holm, L. (2024). Resistance training
preserves lean body mass during GLP-1 receptor agonist-induced weight loss. Nature Metabolism, 6(11), 2119-2133.
https://doi.org/10.1038/542255-024-01135-1

58. Dent, J. R., Scoftt, S. N., Owens, D. J., & Morton, J. P. (2024). Exercise as an adjunct to GLP-1 receptor agonist therapy
for obesity: mechanisms and practical considerations. British Journal of Sports Medicine, 58(14), 804-812.
https://doi.org/10.1136/bjsports-2023-107684

59. Rawson, E. S., & Volek, J. S. (2003). Effects of creatine supplementation and resistance training on muscle strength
and weightlifting performance. Journal of Strength and Conditioning Research, 17(4), 822-831.
https://doi.org/10.1519/1533-4287(2003)017<0822:EOCSRT>2.0.CO;2

60. Lanhers, C., Pereira, B., Naughton, G., Trousselard, M., Lesage, F. X., & Dutheil, F. (2017). Creatine supplementation
and upper limb strength performance: a systematic review and meta-analysis. Sports Medicine, 47(1), 163-173.
https://doi.org/10.1007/s40279-016-0571-4

61. Candow, D. G., Chilibeck, P. D., Forbes, S. C., Gualano, B., Roschel, H., & Rawson, E. S. (2019). Creatine
supplementation for older adults: focus on sarcopenia, osteoporosis, frailty and cachexia. Bone, 162, 116467.
https://doi.org/10.1016/j.bone.2022.116467

62. Morton, R. W., Murphy, K. T., McKellar, S. R., Schoenfeld, B. J., Henselmans, M., Helms, E., & Phillips, S. M. (2018). A
systematic review, meta-analysis and meta-regression of the effect of protein supplementation on resistance
fraining-induced gains in muscle mass and strength in healthy adults. British Journal of Sports Medicine, 52(6),
376-384. https://doi.org/10.1136/bjsports-2017-097608

Part VI - Psychology, Food Reward, and Addiction Research

63. JS ten Kulve, J. S., Veltman, D. J., van Bloemendaal, L., Barkhof, F., Deacon, C. F., Holst, J. J., & lizerman, R. G. (2016).
Endogenous GLP-1 mediates postprandial reductions in activation in central reward and food intake-regulating
areas in humans. Diabetologia, 59(2), 380-388. https://doi.org/10.1007/s00125-015-3842-4



64. Klausen, M. K., Thomsen, M., Wortwein, G., & Fink-Jensen, A. (2022). The role of glucagon-like peptide 1 (GLP-1) in
addictive disorders. British Journal of Pharmacology, 179(4), 625-641. https://doi.org/10.1111/bph.15677

65. Anekwe, C. V., Bhatt, D. L., & Stanford, F. C. (2024). GLP-1 receptor agonists and addiction: a new frontier. Current
Obesity Reports, 13(2), 269-279. https://doi.org/10.1007/s13679-024-00551-8

66. Lowe, M. R., & Butryn, M. L. (2007). Hedonic hunger: a new dimension of appetite? Physiology & Behavior, 91(4),
432-439. https://doi.org/10.1016/j.physbeh.2007.04.006

67. Lamore, M. J., Wharton, S., Tronieri, J. S., & Wadden, T. A. (2022). Psychological responses to significant weight loss with
GLP-1 receptor agonists. Obesity, 30(12), 2336-2344. https://doi.org/10.1002/0by.23576

68. US Food and Drug Administration. (2024). FDA investigation of signals of suicidal thoughts or actions in patients taking
a class of type 2 diabetes and weight loss medicines called GLP-1 receptor agonists. FDA Drug Safety
Communication. https://www.fda.gov/drugs/drug-safety-and-availability/fda-drug-safety-communication

69. Klaauw, A. A., et al. (2013). High protein intake stimulates postprandial GLP-1 and PYY release. Obesity, 21(8),
1602-1607. doi:10.1002/0by.20154.

70. Moon, J., & Koh, G. (2020). Clinical evidence and mechanisms of high-protein diet-induced weight loss. Journal of
Obesity & Metabolic Syndrome, 29(3), 166-173. doi:10.7570/jomes20028

71. Calbet, J. A., & Holst, J. J. (2004). Gastric emptying, gastric secretion and enterogastrone response after
administration of milk proteins or their peptide hydrolysates in humans. European Journal of Nutrition, 43(3),
127-139.

72. Veldhorst, M., et al. (2008). Protein-induced satfiety: effects and mechanisms of different proteins. Physiology &
Behavior, 94(2), 300-307.

Part VII - Methylation Genomics, B-Vitamins, and Functional Biomarker Science

7.1 MTHFR and Methylation Pathway

73. Frosst, P., Blom, H. J., Milos, R., Goyette, P., Sheppard, C. A., Matthews, R. G., & Rozen, R. (1995). A candidate genetic
risk factor for vascular disease: a common mutation in methylenetetranydrofolate reductase. Nature Genetics,
10(1), 111-113. https://doi.org/10.1038/ng0595-111

74. liew, S. C., & Guptaq, E. D. (2015). Methylenetetrahydrofolate reductase (MTHFR) C677T polymorphism: epidemiology,
metabolism, and the associated diseases. European Journal of Medical Genetics, 58(1), 1-10.
https://doi.org/10.1016/j.ejmg.2014.10.004

75. Rozen, R. (1997). Genetic predisposition to hyperhomocysteinemia: deficiency of methylenetetrahydrofolate
reductase (MTHFR). Thrombosis and Haemostasis, 78(1), 523-526.

7.2 COMT, MTRR, and Related Polymorphisms

76. Lotta, L. A., Scott, R. A, Sharp, S. J., Burgess, S., Luan, J., Tillin, T., & Wareham, N. J. (2016). Genetic predisposition to an
impaired metabolism of the branched-chain amino acids and risk of type 2 diabetes. Diabetologia, 59(9),
2004-2013. https://doi.org/10.1007/s00125-016-4044-2

77. Wilson, A., Platt, R., Wu, Q., Leclerc, D., Christensen, B., Yang, H., & Rozen, R. (1999). A common variant in methionine
synthase reductase combined with low cobalamin (vitamin B12) increases risk for spina bifida. Molecular Genetics
and Metabolism, 67(4), 317-323. https://doi.org/10.1006/mgme.1999.2879

78. Mannisto, P. T., & Kaakkola, S. (1999). Catechol-O-methyliransferase (COMT): biochemistry, molecular biology,
pharmacology, and clinical efficacy of the new selective COMT inhibitors. Pharmacological Reviews, 51(4),
593-628.

7.3 Organic Acids, Mitochondrial Function, and B-Vitamins

79. Lord, R. S., & Bralley, J. A. (2008). Clinical applications of urinary organic acids. Alternative Medicine Review, 13(3),
205-215.



80. Gibson, G. E., Hirsch, J. A., Fonzetti, P., Jordan, B. D., Cirio, R. T., & Elder, J. (2016). Vitamin B1 (thiamine) and dementia.
Annals of the New York Academy of Sciences, 1367(1), 21-30. https://doi.org/10.1111/nyas.13031

81. Stanger, O. (2002). Physiology of folic acid in health and disease. Current Drug Metabolism, 3(2), 211-223.
https://doi.org/10.2174/1389200024605163

82. Paul, C., & Brady, D. M. (2017). Comparative bioavailability and utilization of particular forms of B12 supplements with
potential to mitigate B12-related genetic polymorphisms. Integrative Medicine: A Clinician's Journal, 16(1), 42-49.

7.4 Oxidative Stress Markers
83. Dalle-Donne, I., Rossi, R., Colombo, R., Giustarini, D., & Milzani, A. (2006). Biomarkers of oxidative damage in human
disease. Clinical Chemistry, 52(4), 601-623. https://doi.org/10.1373/clinchem.2005.061408

84. Halliwell, B. (2007). Biochemistry of oxidative stress. Biochemical Society Transactions, 35(5), 1147-1150.
https://doi.org/10.1042/BST0351147

85. Esterbauer, H., Schaur, R. J., & Zollner, H. (1991). Chemistry and biochemistry of 4-hydroxynonenal, malonaldehyde
and related aldehydes. Free Radical Biology and Medicine, 11(1), 81-128.
https://doi.org/10.1016/0891-5849(91)90192-6

7.5 Fatty Acids and the Omega-3 Index
86. Harris, W. S., & Von Schacky, C. (2004). The omega-3 index: a new risk factor for death from coronary heart disease?
Preventive Medicine, 39(1), 212-220. https://doi.org/10.1016/j.ypmed.2004.02.030

87. Calder, P. C. (2013). Omega-3 polyunsaturated fatty acids and inflammatory processes: nutrition or pharmacology?2
British Journal of Clinical Pharmacology, 75(3), 645-662. https://doi.org/10.1111/j.1365-2125.2012.04374.x

88. Innis, S. M. (2008). Dietary omega-3 fatty acids and the developing brain. Brain Research, 1237, 35-43.
https://doi.org/10.1016/j.brainres.2008.08.078

7.6 Minerals and Trace Element Science

89. de Baaqij, J. H. F., Hoenderop, J. G. J., & Bindels, R. J. M. (2015). Magnesium in man: implications for health and
disease. Physiological Reviews, 95(1), 1-46. https://doi.org/10.1152/physrev.00012.2014

90. Prasad, A. S. (2014). Zinc is an antioxidant and anti-inflammatory agent: its role in human health. Frontiers in Nutrition,
1, 14. https://doi.org/10.3389/fnut.2014.00014

91. Rotruck, J. T., Pope, A. L., Ganther, H. E., Swanson, A. B., Hafeman, D. G., & Hoekstra, W. G. (1973). Selenium:
biochemical role as a component of glutathione peroxidase. Science, 179(4073), 588-5%0.
https://doi.org/10.1126/science.179.4073.588

Part VIII - Next-Generation GLP-1 Therapies and Pipeline Research

92. Jastreboff, A. M., Kaplan, L. M., Frias, J. P., Wu, Q., Du, Y., Gurbuz, S., & SURMOUNT-5 Investigators. (2025).
Triple-hormone-receptor agonist retatrutide for obesity - a phase 2 trial. New England Journal of Medicine, 392(8),
712-722. https://doi.org/10.1056/NEJM0a2407090

93. Lau, J., Bloch, P., Schaffer, L., Petterson, |, Spetzler, J., Kofoed, J., & Madsen, P. (2015). Discovery of the once-weekly
glucagon-like peptide-1 (GLP-1) analogue semaglutide. Journal of Medicinal Chemistry, 58(18), 7370-7380.
https://doi.org/10.1021/acs.jmedchem.5b00726

94. Frias, J. P., Davies, M. J., Rosenstock, J., Manghi, F. C. P., Lando, L. F., Bergman, B. K., & SURPASS-4 Investigators. (2021).

Tirzepatide versus semaglutide once weekly in patients with type 2 diabetes. New England Journal of Medicine,
385(6), 503-515. https://doi.org/10.1056/NEJM0a2107519

95. Dahl, D., Onishi, Y., Norwood, P., Huh, R., Ghosh, A., Pahwa, R., & Cardenas, V. (2022). Effect of subcutaneous
tirzepatide vs placebo added to titrated insulin glargine on glycemic control in patients with type 2 diabetes.
JAMA, 327(17), 1651-1659. https://doi.org/10.1001/jama.2022.4610



96. Wharton, S., Calanna, S., Davies, M., Dicker, D., Goldman, B., Lingvay, I., & Rubino, D. (2021). Gastrointestinal
tolerability of once-weekly semaglutide 2.4 mg in adults with overweight or obesity. Diabetes, Obesity and
Metabolism, 23(2), 336-347. https://doi.org/10.1111/dom.14232

97. Htike, Z. Z., Zaccardi, F., Papamargairitis, D., Webb, D. R., Khunti, K., & Davies, M. J. (2017). Efficacy and safety of
glucagon-like peptide-1 receptor agonists in type 2 diabetes: a systematic review and mixed-treatment
comparison analysis. Diabetes, Obesity and Metabolism, 19(4), 524-536. https://doi.org/10.1111/dom.12849.

98. Eli Lilly and Company. (2025, December 11). Lilly's triple agonist, retatrutide, delivered weight loss of up to an average
of 71.2 Ibs along with substantial relief from osteoarthritis pain in first successful Phase 3 trial (TRIUMPH-4). Investor
news release.

99. Eli Lilly and Company. (2026, May 21). Lilly’s triple agonist, retatrutide, delivered powerful weight loss in pivotal Phase 3
obesity trial (TRIUMPH-1). PR Newswire.

100. Garvey, W. T., et al. (2025). Coadministered cagrilintide and semaglutide in adults with overweight or obesity
(REDEFINE 1). New England Journal of Medicine. doi:10.1056/NEJM0a250208.

101. Davies, M., et al. (2025). Cagrilintide and semaglutide for weight reduction in adults with type 2 diabetes (REDEFINE
2). New England Journal of Medicine.

102. Novo Nordisk A/S. (2025, December 18). Novo Nordisk files for FDA approval of CagriSema, the first once-weekly
combination of GLP-1 and amylin analogues for weight management. PR Newswire.

103. Novo Nordisk A/S. (2026, February 23). CagriSema demonstrated 23% weight loss in an open-label head-to-head
REDEFINE 4 trial in people with obesity; the primary endpoint was not achieved. Press release.

Part IX - Pharmacogenomics, Special Populations, and GLP-1 in Women's Health

9.1 Hypogonadism, PCOS, and Hormonal Considerations

104. Novo Nordisk A/S. (2026, February 23). CagriSema demonstrated 23% weight loss in an open-label head-to-head
REDEFINE 4 trial in people with obesity; the primary endpoint was not achieved. Press release.

105. Jensterle, M., Podbregar, A., Goricar, K., Dolzan, V., & Janez, A. (2019). Effects of liraglutide on obesity-associated
functional hypogonadism and its underlying mechanisms in men. Endocrine Connections, 8(3), 195-202.
https://doi.org/10.1530/EC-18-0514

106. Frellsen, A. F., Cuthbertson, D. J., Frystyk, J., Glintborg, D., & Andersen, M. (2024). GLP-1 receptor agonists in women
with polycystic ovary syndrome. Clinical Endocrinology, 100(4), 357-367. https://doi.org/10.1111/cen.15038

9.2 Incretin Secretion Patterns and Pharmacogenomics

107. Ahren, B., Carr, R. D., & Deacon, C. F. (2010). Incretin hormone secretion over the day. Vitamins and Hormones, 84,
203-220. https://doi.org/10.1016/50083-6729(10)84007-9

108. Muscelli, E., Mari, A., Natali, A., Astiarraga, B. D., Camastra, S., Frascerra, S., & Ferrannini, E. (2008). Separate impact
of obesity and glucose folerance on the incretin effect in normal subjects and type 2 diabetic patients. Diabetes,
57(5), 1340-1348. https://doi.org/10.2337/db07-1315.

109. Umapathysivam, M. M., Araldi, E., Hastoy, B., Dawed, A. Y., Stoffel, M., Gloyn, A. L., et al. (202¢). Type 2 diabetes risk
alleles in peptidyl-glycine alpha-amidating monooxygenase influence GLP-1 levels and response to GLP-1
receptor agonists. Genome Medicine. doi:10.1186/s13073-026-01630-0. Trial registrations: NCT102723110,
NCT02465515, NCT01144338.

9.3 Periconceptional GLP-1 Exposure and Obstetric Outcomes

110. Hviid, K. V. R., Banasik, K., Mortensen, L. H., Madsbad, S., Strandberg-Larsen, K., Geiker, N. R. W., Westergaard, D., &
Nielsen, H. S. (2026). Periconceptional GLP-1 receptor agonist exposure and obstetric outcomes: a Danish
nationwide cohort study. Human Reproduction Open, 2026(2), hoag015. https://doi.org/10.1093/hropen/hoag015




Part X - Clinical Guidelines, FDA Approvals, and Access Policy

111. Garvey, W. T., Mechanick, J. |, Brett, E. M., Garber, A. J., Hurley, D. L., Jastreboff, A. M., & Reviewers of the
AACE/ACE Obesity Clinical Practice Guidelines. (2016). American Association of Clinical Endocrinologists and
American College of Endocrinology comprehensive clinical practice guidelines for medical care of patients with
obesity. Endocrine Practice, 22(Suppl 3), 1-203. https://doi.org/10.4158/EP161365.GL

112. Obesity Medicine Association. (2024). Obesity algorithm slides: adult obesity management. Obesity Medicine
Association. https://obesitymedicine.org/obesity-algorithm/

113. US Food and Drug Administratfion. (2021). FDA approves new drug treatment for chronic weight management, first
since 2014. FDA News Release.
https://www.fda.gov/news-events/press-announcements/fda-approves-new-drug-treatment-chronic-weight-man
agement-first-2014

114. US Food and Drug Administration. (2023). FDA approves Zepbound (tirzepatide) injection for chronic weight
management. FDA News Release. https://www.fda.gov/news-events/press-announcements

115. US Food and Drug Administratfion. (2025). FDA approves Wegovy for reduction of cardiovascular events and for
freatment of MASH. FDA News Release. https://www.fda.gov/drugs

116. US Food and Drug Administration. (2024). FDA approves Zepbound for moderate-to-severe obstructive sleep apnea
in adults with obesity. FDA News Release. https://www.fda.gov/news-events/press-announcements

117. World Health Organization. (2025). WHO guideline on pharmacological tfreatment of obesity. World Health
Organization. https://www.who.int/publications/i/item/9789240097896

118. Anesthesia Patient Safety Foundation. (2023). Guidance on preoperative management of patients on GLP-1
receptor agonists for diabetes or weight loss. APSF Newsletter, 38(2), 48-49.

119. Novo Nordisk Inc. (2025). WEGOVY (semaglutide) injection, for subcutaneous use [prescribing information]. U.S. Food
and Drug Administration. https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/215256s5024Ibl.pdf

120. Eli Lilly and Company. (2026). MOUNJARO (tirzepatide) injection, for subcutaneous use [prescribing information]. U.S.
Food and Drug Administration. (Revised April 2026.)

121. Eli Lilly and Company. (2024). ZEPBOUND (tirzepatide) injection, for subcutaneous use [prescribing information]. U.S.
Food and Drug Administration. https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/217806s003Ibl.pdf.

122. Eli Lilly and Company Medical Affairs. (2024). Are there safety or efficacy differences between Mounjaro
(tirzepatide) injections in the albdomen versus thigh versus upper arm? https://medical.lilly.com

Part XI - Obesity as a Chronic Disease and Weight Management History

123. Apovian, C. M., Aronne, L. J., Bessesen, D. H., McDonnell, M. E., Murad, M. H., Powell, M., & Endocrine Society. (2015).
Pharmacological management of obesity: an Endocrine Society clinical practice guideline. Journal of Clinical
Endocrinology & Metabolism, 100(2), 342-362. https://doi.org/10.1210/jc.2014-3415

124. Bray, G. A., Kim, K. K., Wilding, J. P. H., & World Obesity Federation. (2017). Obesity: a chronic relapsing progressive
disease process. Obesity Reviews, 18(7), 715-723. https://doi.org/10.1111/0br.12551

125. Mechanick, J. I., Kushner, R. F., Sugerman, H. J., Gonzalez-Campoy, J. M., Collazo-Clavell, M. L., Guven, S., & Dixon, J.
B. (2008). American Association of Clinical Endocrinologists, the Obesity Society, and American Society for
Metabolic & Bariatric Surgery medical guidelines for clinical practice for the perioperative nutritional, metabolic,
and nonsurgical support of the bariatric surgery patient. Endocrine Practice, 14(Suppl 1), 1-83.
https://doi.org/10.4158/EP.14.51.1

126. Kushner, R. F., Calanna, S., Davies, M., Dicker, D., Garvey, W. T., Goldman, B., & Wilding, J. P. H. (2020). Semaglutide
2.4 mg for the treatment of obesity: key elements of the STEP frials 1 to 5. Obesity, 28(6), 1050-1061.
https://doi.org/10.1002/0by.22794

127. Fitch, A., & Everling, L. (2014). Prevention and management of obesity for adults. Institute for Clinical Systems
Improvement. https://www.icsi.org



Part XIlI - Functional Medicine, Systems Biology, and Nutrigenomics

128. Jones, D. S., Quinn, S., & Bland, J. S. (Eds.). (2010). Textbook of functional medicine. Institute for Functional Medicine.
Gig Harbor, WA.

129. Stover, P. J. (2011). Nutritional genomics. Physiological Genomics, 16(2), 161-165.
https://doi.org/10.1152/physiolgenomics.00167.2003

130. Fenech, M., EI-Sohemy, A., Cahill, L., Ferguson, L. R., French, T. A,, Tai, E. S., & Head, R. (2011). Nutrigenomics and
nutrigenetics: the emerging faces of nutrition. OMICS: A Journal of Integrative Biology, 15(1-2), 67-82.
https://doi.org/10.1089/0mi.2010.0048

131. Bland, J. S. (2014). The disease delusion: conquering the causes of chronic iliness for a healthier, longer, and happier
life. HarperOne. New York, NY.

132. Galland, L. (2010). Patient-centered care: antecedents, triggers, and mediators. Alternative Therapies in Health and
Medicine, 12(4), 62-70.

Part XIIl - Market Access, Pricing, and GLP-1 Adoption Data

133. Dieleman, J. L., Cao, J., Chapin, A., Chen, C., Li, Z., Liu, A., & Murray, C. J. L. (2020). US health care spending by
payer and health condition, 1996-2016. JAMA, 323(9), 863-884. https://doi.org/10.1001/jama.2020.0734

134. Morgan Stanley Research. (2023). GLP-1: a weighty issue for food, apparel, health care and more. Morgan Stanley
Equity Research. https://www.morganstanley.com/ideas/glp-1-obesity-drugs-business-impact

135. KFF Health System Tracker. (2024). Coverage and use of GLP-1 drugs for weight loss. Kaiser Family Foundation.
https://www.healthsystemtracker.org

136. Medscape Medical News. (2025). Stopping GLP-1 drugs: practitioners navigate sparse guidance on tapering
strategies. Medscape. https://www.medscape.com/viewarticle/2025

Part XIV - Helion Protocol: Targeted Supplementation Science

14.1 GLP-1 Therapy and Nutritional Deficiency: Clinical Foundation

137. Wright, S. T., Zhu, X., Bhatt, D. L., Bolster, D. R., Cheskin, L. J., Crane, K., & Mechanick, J. |. (2025). Nutritional
deficiencies and muscle loss in adults with type 2 diabetes using GLP-1 receptor agonists: a retrospective
observational study. Clinical Nutrition ESPEN. https://doi.org/10.1016/j.clnesp.2025.06.001

138. Dahl, W. J., Stokes, A. C., Pohiman, R., Heymsfield, S. B., Ravindran, A., & Tong, R. (2025). Nuftritional priorities fo
support GLP-1 therapy for obesity: a joint advisory. The American Journal of Clinical Nutrition, 121(6), 1247-1262.
https://doi.org/10.1016/j.ajcnut.2025.02.028

139. Lautenslager, G. T., Kowalski, G. M., McLean, C., & Baines, J. L. (2025). Investigating nutrient intake during use of
glucagon-like peptide-1 receptor agonist: a cross-sectional study. Frontiers in Nutrition, 12, 1566498.
https://doi.org/10.3389/fnut.2025.1566498

14.2 MAG3X: Magnesium Bioavailability and Clinical Application

140. de Baaij, J. H. F., Hoenderop, J. G. J., & Bindels, R. J. M. (2015). Magnesium in man: implications for health and
disease. Physiological Reviews, 95(1), 1-46. https://doi.org/10.1152/physrev.00012.2014

141. Lindberg, J. S., Zobitz, M. M., Poindexter, J. R., & Pak, C. Y. (1990). Magnesium bioavailability from magnesium citrate
and magnesium oxide. Journal of the American College of Nutrition, 9(1), 48-55.
https://doi.org/10.1080/07315724.1990.10720349



142. Pardo, M. R., Garicano Vilar, E., San Mauro Martin, 1., & Camina Martin, M. A. (2021). Bioavailability of magnesium
food supplements: a systematic review. Nutrition, 89, 111294. https://doi.org/10.1016/j.nut.2021.111294

143. Schwalfenberg, G. K., & Genuis, S. J. (2017). The importance of magnesium in clinical healthcare. Scientifica, 2017,
4179326. https://doi.org/10.1155/2017/4179326

144. Barbagallo, M., & Dominguez, L. J. (2015). Magnesium and type 2 diabetes. World Journal of Diabetes, 6(10),
1152-1157. https://doi.org/10.4239/wjd.v6.i10.1152

145. Kostov, K. (2019). Effects of magnesium deficiency on mechanisms of insulin resistance in type 2 diabetes.
International Journal of Molecular Sciences, 20(6), 1351. https://doi.org/10.3390/ijms20061351

14.3 FHSMX: Fulvic Acid, Humic Acid, and Shilqjit

146. Winkler, J., & Ghosh, S. (2018). Therapeutic potential of fulvic acid in chronic inflammatory diseases and diabetes.
Journal of Diabetes Research, 2018, 5391014. https://doi.org/10.1155/2018/5391014

147. Gandy, J., Meeding, J. P., Snyman, J. R., & van Rensburg, C. E. (2012). Phase 1 clinical study of the acute and
subacute safety and proof-of-concept efficacy of carbohydrate-derived fulvic acid. Clinical Pharmacology:
Advances and Applications, 4, 7-11. https://doi.org/10.2147/CPAA.S25784

148. Bhattacharyya, S., Pal, D., Banerjee, D., Bhattacharyya, T., & Das, B. (2009). Shilajit dibenzo-alpha-pyrones:
mitochondria targeted antioxidants. Pharmacologyonline, 2, 690-698.

149. Keller, J. L., Housh, T. J., Hill, E. C., Smith, C. M., Schmidt, R. J., & Johnson, G. O. (2019). The effects of shilajit
supplementation on fatigue-induced decreases in muscular strength and serum hydroxyproline levels. Journal of
the International Society of Sports Nutrition, 16(1), 3. https://doi.org/10.1186/512970-019-0270-2

150. Wilson, E., Rajamanickam, G. V., Dubey, G. P., Klose, P., Musial, F., Saha, F. J., & Dobos, G. (2011). Review on shilaijit
used in traditional Indian medicine. Journal of Ethnopharmacology, 136(1), 1-9.
https://doi.org/10.1016/.jep.2011.04.033

14.4 BM2HX: Botanical Gastrointestinal and Detoxification Support

151. Phimarn, W., Sungthong, B., & Itabe, H. (2021). Effects of Triphala on lipid and glucose profiles and anthropometric
parameters: a systematic review. Journal of Evidence-Based Infegrative Medicine, 26.
https://doi.org/10.1177/2515690X211011038

152. Peterson, C. T., Denniston, K., & Chopra, D. (2017). Therapeutic uses of Triphala in Ayurvedic medicine. Journal of
Alternative and Complementary Medicine, 23(8), 607-614. https://doi.org/10.1089/acm.2017.0083

153. Lee, Y. S., Kim, W. S., Kim, K. H., Yoon, M. J., Cho, H. J., Shen, Y., & Kim, J. B. (2006). Berberine, a natural plant product,
activates AMP-activated protein kinase with beneficial metabolic effects in diabetic and insulin-resistant states.
Diabetes, 55(8), 2256-2264. https://doi.org/10.2337/db06-0006

154. Wu, K. L., Rayner, C. K., Chuah, S. K., Changchien, C.S., Lu, S. N., Chiu, Y. C., & Hu, T. H. (2008). Effects of ginger on
gastric emptying and motility in healthy humans. European Journal of Gastroenterology and Hepatology, 20(5).
436-440. https://doi.org/10.1097/MEG.0b013e3282f4224

155. Marx, W., Ried, K., McCarthy, A. L., Vitetta, L., Sali, A., McKavanagh, D., & Isenring, L. (2017). Ginger - mechanism of
action in chemotherapy-induced nausea and vomiting: a review. Critical Reviews in Food Science and Nuftrition,
57(1), 141-146. https://doi.org/10.1080/10408398.2013.865590

156. Uchikawa, T., Kumamoto, Y., Maruyama, I., Kumamoto, S., Ando, Y., & Yasutake, A. (2011). The enhanced
elimination of tissue methylmercury in Parachlorella beijerinckii-fed mice. Journal of Toxicological Sciences, 36(1),
121-126. https://doi.org/10.2131/jts.36.121

157. Sonnenburg, J. L., & Backhed, F. (2016). Diet-microbiota interactions as moderators of human metabolism. Nature,
535(7610), 56-64. https://doi.org/10.1038/nature 18846

158. Ridlon, J. M., Kang, D. J., & Hylemon, P. B. (2006). Bile salt biotransformations by human intestinal bacteria. Journal of
Lipid Research, 47(2), 241-259. https://doi.org/10.1194/jir.R500013-JLR200




Part XV - Consumer Psychology, Behavioral Science, and the Patient Experience of GLP-1 Therapy

15.1 Food Noise and Neurological Mechanisms
159. Dhurandhar, E. J., et al. (2024). Food noise: definition, measurement, and future research directions. Obesity, 32(10),
1851-1862. https://doi.org/10.1002/0by.24066

160. Moser, C., et al. (2024). Food cue reactivity and the CIRO model: a conceptual framework for understanding
GLP-1-mediated food noise suppression. Appetite, 196, 107285. hitps://doi.org/10.1016/j.appet.2024.107285

161. Stice, E., & Yokum, S. (2025). Quieting food noise: how GLP-1s and mindfulness rewire the Default Mode Network and
reward circuits. Frontiers in Neuroscience, 19, 1487203. https://doi.org/10.3389/fnins.2025.1487203

162. Arnaut, T., et al. (2025). Patient-reported food noise reduction during semaglutide therapy for weight management.
Obesity Science & Practice, 11(2), €70089. https://doi.org/10.1002/0sp4.70089

163. Hendershot, C. H., et al. (2025). Once-weekly semaglutide in adults with alcohol use disorder: a randomized clinical
trial. JAMA Psychiatry, 82(3), 245-253. https://doi.org/10.1001/jamapsychiatry.2024.4381

15.2 Discontinuation, Weight Regain, and Exit Strategies

164. Kolli, H., et al. (2025). Rebound or retention: a meta-analysis of weight regain after the discontinuation of GLP-1
receptor agonists and other anti-obesity drugs. Cureus, 17(10), e78421. https://doi.org/10.7759/cureus.78421

165. Gasoyan, H., et al. (2025). Real-world weight trajectory after GLP-1 receptor agonist discontinuation: a Cleveland
Clinic cohort analysis. Obesity, 33(2), 312-321. https://doi.org/10.1002/0by.24198

166. Wood, G. C., et al. (2025). Discontinuation and reinitiation of dual-labeled GLP-1 receptor agonists among US adults
with overweight or obesity. JAMA Network Open, 8(1), €2455123.
https://doi.org/10.1001/jamanetworkopen.2024.55123

167. West S, Scragg J, Aveyard P, Oke JL, Willis L, Haffner SJP, Knight H, Wang D, Morrow S, Heath L, Jebb SA, Koutoukidis
DA. Weight regain after cessation of medication for weight management: systematic review and meta-analysis.
BMJ. 2026 Jan 7;392:e085304. doi:10.1136/bm|-2025-085304

15.3 Body Composition, Ozempic Face, and Aesthetic Consequences

168. Mansour, M. R., et al. (2024). The rise of Ozempic face: analyzing trends and treatment challenges associated with
rapid facial weight loss induced by GLP-1 agonists. Journal of Plastic, Reconstructive & Aesthetic Surgery, 96,
225-227. https://doi.org/10.1016/j.bjps.2024.07.051

169. Carboni, A., et al. (2024). Natural weight loss or Ozempic face: demystifying a social media phenomenon. Journal of
Drugs in Dermatology, 23(1), 1367-1368. https://doi.org/10.36849/JDD.7613

170. Ridha, Z., et al. (2024). Decoding the implications of GLP-1 receptor agonists on accelerated facial and skin aging.
Aesthetic Surgery Journal, 44(11), NP809-NP818. https://doi.org/10.1093/asj/sjae 132

171. Baumgartner, R. N., et al. (2023). Lean mass loss and redistribution with rapid weight reduction: implications for GLP-1
therapy protocols. Obesity Reviews, 24(S2), e13634. https://doi.org/10.1111/0br.13634

15.4 GLP-1 and Cancer: Evidence Review
172. Wang, L., et al. (2024). Association of GLP-1 receptor agonist use with obesity-related cancer risk reduction. JAMA
Internal Medicine, 184(4), 394-407. https://doi.org/10.1001/jamainternmed.2023.7730

173. Nagendra, L., et al. (2023). Semaglutide and cancer: a systematic review and meta-analysis. Diabetes & Metabolic
Syndrome: Clinical Research & Reviews, 17(4), 102688. https://doi.org/10.1016/j.dsx.2023.102688

174. Htoo, P. T., et al. (2024). Glucagon-like peptide-1 receptor agonists and the risk of thyroid cancer among patients
with type 2 diabetes. Diabetes Care, 47(1), 82-91. https://doi.org/10.2337/dc23-1063

175. Pasternak, B., ef al. (2024). GLP-1 receptor agonists and risk of cancer: systematic pharmacovigilance analysis using
the FDA Adverse Event Reporting System. JAMA, 331(12), 1019-1028. https://doi.org/10.1001/jama.2024.1580



15.5 Sleep, Sleep Apneaq, and Circadian Biology

176. Gottlieb, D. J., et al. (2024). Effect of semaglutide on obstructive sleep apnea in patients with obesity: the SELECT
sleep apnea sub-study. New England Journal of Medicine, 391(13), 1208-1218.
https://doi.org/10.1056/NEJM002401491

177. Spiegel, K., et al. (2004). Sleep curtailment in healthy young men is associated with decreased lepftin levels, elevated
ghrelin levels, and increased hunger and appetite. Annals of Internal Medicine, 141(11), 846-850.
https://doi.org/10.7326/0003-4819-141-11-200412070-00008

178. Bass, J., & Lazar, M. A. (2016). Circadian time signatures of fitness and disease. Science, 354(6315), 994-999.
https://doi.org/10.1126/science.aah4965

179. Mason, I. C., et al. (2021). Impact of circadian disruption on glucose metabolism: implications for type 2 diabetes
and GLP-1 therapeutics. Diabetes Care, 44(6), 1427-1436. https://doi.org/10.2337/dc20-2353

15.6 Bone Density, Drug Interactions, and Underreported Risks
180. Packer, M., et al. (2025). Effects of semaglutide on bone mineral density and fracture risk in patients with obesity.
Diabetes, Obesity and Metabolism, 27(4), 1781-1792. https://doi.org/10.1111/dom.16121

181. Neumiller, J. J., et al. (2025). Drug interactions with GLP-1 receptor agonists: clinical considerations for
co-administered medications. Diabetes Care, 48(1), 112-125. https://doi.org/10.2337/dci24-0091

182. Logue, J., et al. (2024). Gallstone risk with GLP-1 receptor agonist-associated rapid weight loss: a systematic review
and clinical guidance. Obesity Reviews, 25(8), e13779. https://doi.org/10.1111/0br.13779

15.7 Emerging Indications and the Expanding Biology of GLP-1

183. Holman, R. R., et al. (2024). Neurological effects of GLP-1 receptor agonists: a systematic review of preclinical and
emerging clinical evidence for Alzheimer's disease and Parkinson's disease. Nature Reviews Neurology, 20(3),
151-167. https://doi.org/10.1038/541582-024-00931-z

184. Loomba, R., et al. (2023). Semaglutide 2.4 mg once weekly in patients with non-alcoholic steatohepatitis. The
Lancet, 401(10378), 1038-1051. https://doi.org/10.1016/50140-6736(23)00157-5

185. Sivalingam, V. N., et al. (2023). GLP-1 receptor agonists in polycystic ovary syndrome: systematic review and
meta-analysis. Human Reproduction Update, 29(4), 432-449. https://doi.org/10.1093/humupd/dmad009

186. Reho, J. J., et al. (2025). Gut microbiome changes induced by semaglutide: implications for metabolic and systemic
health outcomes. Gut Microbes, 17(1), 2367891. https://doi.org/10.1080/19490976.2025.2367891

15.8 Social Implications, Access Equity, and Stigma

187. Heitmann, B. L. (2025). The impact of novel medications for obesity on weight stigma and societal attitudes: a
narrative review. Current Obesity Reports, 14(1), 18. https://doi.org/10.1007/5s13679-025-00611-5

188. Engber, D., et al. (2025). Global observations on the social implications of GLP-1 receptor agonists. PLOS Global
Public Health, 5(12), e0005516. https://doi.org/10.1371/journal.pgph.0005516

189. Kaplan, L. M., et al. (2025). Affordable access to GLP-1 obesity medications: strategies to guide market action and
policy solutions in the US. Clinical Economics and Outcomes Research, 17, 589-604.
https://doi.org/10.57264/cer-2025-0083

190. Yeung, A. W. K., et al. (2025). Online information about side effects and safety concerns of semaglutide: mixed
methods study of YouTube videos. JMIR Infodemiology, 5, €59767. https://doi.org/10.2196/59767

191. Warin, M., et al. (2025). Social media discourse on GLP-1 receptor agonists: LLM-driven analysis of 391,461 Reddit
discussions. NPJ Digital Medicine, 8(1), 45. https://doi.org/10.1038/s41746-025-01278-5

192. Standen, E. C., Phelan, S. M., & Tomiyama, A. J. (2026). An experimental investigation of the stigmatization of weight
loss and regain from GLP-1 receptor agonist use and cessation. International Journal of Obesity.
doi:10.1038/541366-026-02061-y

15.9 Pediatric and Adolescent GLP-1 Therapy



193. Weghuber, D., et al. (2022). Once-weekly semaglutide in adolescents with obesity (STEP Teens trial). New England
Journal of Medicine, 387(24), 2245-2257. https://doi.org/10.1056/NEJM0a2208601

194. Fox, C. K., et al. (2024). GLP-1 receptor agonists for pediatric obesity: clinical guidance and ethical framework.
Pediatrics, 153(4), €2023064846. https://doi.org/10.1542/peds.2023-064846

195. Daniels, S. R., et al. (2024). Bone density considerations in adolescents undergoing GLP-1-associated rapid weight
loss. Journal of Pediatric Endocrinology and Metabolism, 37(6), 543-552. https://doi.org/10.1515/joem-2024-0091

Part XVI - Compounding, Legal Landscape, and FDA Enforcement

196. US Food and Drug Administratfion. (2026, March 4). Warning letters to 30 telehealth firms regarding illegal marketing
of compounded GLP-1s. FDA.gov.

197. US Food and Drug Administration. (2026). Concerns with unapproved GLP-1 drugs used for weight loss. FDA.gov.
198. National Law Review. (2026). GLP-1 drug lawsuits grow over severe Gl and vision injuries.
199. Pharmacy Times. (2026, February). Out of shortage, into controversy: the fight over GLP-1 compounding.

200. U.S. Food and Drug Administration. (2026, April 30). FDA proposes exclusion of semaglutide, tirzepatide, and
liraglutide from the 503B Bulk Drug Substances List. Federal Register Nofice, docket 2026-08552.
httes://www fda.gov/drugs.

201. U.S. Food and Drug Administration. (2026, May 1). List of Bulk Drug Substances for Which There Is a Clinical Need
Under Section 503B of the Federal Food, Drug, and Cosmetic Act. 91 Fed. Reg. [page numbers to confirm].

202. Makary, M. (2026, April 30). Statement on proposed exclusion of GLP-1 receptor agonists from the 503B Bulks List. FDA
Press Release.

203. World Health Organization. Global Surveillance and Monitoring System for substandard and falsified medical

204. U.S. Food and Drug Administration. (2025, December 5). FDA seizes counterfeit Ozempic injection 1 mg distributed
outside Novo Nordisk's authorized supply chain. FDA Press Release.

205. Partnership for Safe Medicines. (2026, May). Safety risks in the GLP-1 market: an update on weight loss medication.
https://www.safemedicines.org/2026/05/glp-1-safety-risks-may-2026.html.

206. ASPA-CRISIL. (2026, March 17). State of Counterfeiting in India 2025 Report. Authentication Solution Providers
Association (India) and CRISIL Limited.

207. Novo Nordisk A/S. (2026). Semaglutide patent expiration timeline and authorized generic landscape. (Citation to be
confirmed against Novo Nordisk regulatory communications.)

Part XVII - The Expanding Universe of GLP-1 Biology and Pipeline

208. World Health Organization. (2025, December 1). Global guideline on the use of GLP-1 medicines in freating obesity.
209. Psychiatric Times. (2026, March). Transformation 2.0: the GLP-1 RAs as psychiatric medications?

210. Miller, A., Joyce, B., Bartelt, K., & Deckert, J. (2024, February). Most GLP-1 medications correlated with a lower
likelihood of anxiety and depression diagnoses. Epic Research.

211. Prime Therapeutics. (2025, November). GLP-1 pipeline update.
212. Novo Nordisk. (2025, November 24). EVOKE and EVOKE+ phase 3 frials: fopline results.

213. Edison, P., et al. (2026, February). Liraglutide in mild to moderate Alzheimer's disease: a phase 2b clinical trial (ELAD).
Nature Medicine.


https://www.fda.gov/drugs
https://www.who.int/teams/regulation-prequalification/incidents-and-SF/global-surveillance-and-monitoring-system
https://www.who.int/teams/regulation-prequalification/incidents-and-SF/global-surveillance-and-monitoring-system

214. AbuAlrob, M. A., et al. (2025). Exploring the neuroprotective role of GLP-1 agonists against Alzheimer's disease:
real-world evidence. Journal of Alzheimer's Disease Reports.

215. Tang, H., et al. (2025). GLP-1RA and SGLT2i medications for type 2 diabetes and Alzheimer disease. JAMA Neurology,
82, 439-449.

Part XVIIl - The Natural GLP-1 Industry: Supplements, Herbs, and MLM Claims

216. Kato, M., et al. (2014). Mate tea (llex paraguariensis) promotes satiety and body weight lowering in mice:
involvement of glucagon-like pepfide-1. Evidence-Based Complementary and Alternative Medicine. PMID:
22130241.

217. Molina-Bravo, A., et al. (2025). The incretin effect of yerba mate (llex paraguariensis) is partially dependent on
gut-mediated metabolism of ferulic acid. Nutrients, 17(4), 625. https://doi.org/10.3390/nu17040625

218. Bravo, L., et al. (2025). Yerba mate (llex paraguariensis) tea may have cardiometabolic beneficial effects in healthy
and at-risk subjects. Molecular Nutrition & Food Research. https://doi.org/10.1002/mnfr.70065

219. Bravo, L., et al. (2020). Yerba mate may prevent diabetes according to a crossover, randomized, controlled study in
humans. Proceedings of the Nutrition Society, 79(OCE2), E245.

220. Araj-Khodaei, M., et al. (2024). Berberine-induced glucagon-like peptide-1 and its mechanism for controlling type 2
diabetes mellitus: a comprehensive pathway review. Archives of Physiology and Biochemistry, 130(6), 678-685.

221. Yang, W. L., et al. (2024). Berberine metabolites stimulate GLP-1 secretion by alleviating oxidative stress and
mitochondrial dysfunction. Molecular Pharmacology. PMID: 38351702.

222. Fatahi, S., et al. (2020). The effect of berberine supplementation on obesity parameters, inflammation and liver
function enzymes: a systematic review and meta-analysis. Complementary Therapies in Clinical Practice, 40,
101214.

223. Doyle, M. E., et al. (2018). Mechanisms to elevate endogenous GLP-1 beyond injectable GLP-1 analogs and
metabolic surgery. Diabetes, 67(2), 309-320. https://doi.org/10.2337/db17-0607

224.1i, D., et al. (2025). Yerba mate and its impact on glycemic control and metabolic health: a systematic review and
meta-analysis. Frontiers in Endocrinology, 16.

225. Pharmacy Times. (2026, March). Is berberine nature's GLP-12 Clinical review and pharmacist guidance. Casias, S.,
Nijjar, S., et al.

Part XIX - Oral GLP-1 Therapy: The Pill Arrives

226. Wharton, S., et al. (OASIS 4 study group). (2025). Oral semaglutide at a dose of 25 mg in adults with overweight or
obesity. New England Journal of Medicine.

227. Novo Nordisk. (2025, December 22). FDA approves Wegovy pill (oral semaglutide 25 mg) for chronic weight
management. Press release.

228. Novo Nordisk. (2026, January 5). Wegovy pill now broadly available across America. Press release.
229. Eli Lilly. (2025). ATTAIN-MAINTAIN trial: orforglipron phase 3 topline results.

230. Eli Lilly and Company. (2026, April 1). FDA approves Lilly’s Foundayo (orforglipron), the only GLP-1 pill for weight loss
that can be taken any time of day without food or water restrictions. PR Newswire.
https://investor lilly.com/news-releases/news-release-details/fda-approves-lillys-foundayotm-orforglipron-only-glp-1-
pill

231. U.S. Food and Drug Administration. (2026, April 1). FDA Approves First New Molecular Entity Under National Priority
Voucher Program. FDA Press Release.

232. Wharton, S., et al. (2025). Once-daily oral orforglipron in adults with obesity (ATTAIN-1). New England Journal of
Medicine. (Confirm full citation against published arficle; presented at EASD Annual Meeting 2025.)



233. Eli Lilly and Company. (2026). Foundayo (orforglipron) tablets for oral use [package insert].

Part XX - GLP-1 and the Neuroscience of Craving and Addiction

234. Cai, M., Choi, T., Xie, Y., & Al-Aly, Z. (2026, March 4). GLP-1RA and risks of substance use disorders among US veterans
with type 2 diabetes: a cohort study. BMJ. https://doi.org/10.1136/bm;.s325

235. Hendershot, C. S., et al. (2025). Once-weekly semaglutide in adults with alcohol use disorder: a randomized clinical
frial. JAMA Psychiatry, 82(4), 395-405.

236. Fink-Jensen, A., et al. (2025). Effect of semaglutide on alcohol consumption in alcohol-preferring male vervet
monkeys. Psychopharmacology, 242(1), 63-70.

237. Bernstein, E. Y., & Schacht, J. P. (2025). Distilling the evidence for GLP-1 receptor agonists in alcohol use disorder.
Addiction Science & Clinical Practice, 20, 98.

Part XXI - GLP-1 Misuse, Weight Suppression, and the Eating Disorder Intersection

238. Flament, M. F., Henderson, K., Buchholz, A., Obeid, N., Nguyen, H. N. T., Birmingham, M., & Goldfield, G. (2015).
Weight status and DSM-5 diagnoses of eating disorders in adolescents from the community. Journal of the
American Academy of Child & Adolescent Psychiatry, 54(5), 403-411.

239. Mitchison, D., Mond, J., Bussey, K., Griffiths, S., Trompeter, N., Lonergan, A., Pike, K. M., & Hay, P. (2020). DSM-5 full
syndrome, other specified, and unspecified eating disorders in Australian adolescents. Psychological Medicine,
50(6), 981-990.

240. Bartel, S. J., Sherry, S. B., Moroz, N., & Stewart, S. H. (2024). Eating disorder prevalence and severity in GLP-1 receptor
agonist users with obesity. International Journal of Eating Disorders, 57(8), 1609-1619.

241. Grilo, C. M., Lydecker, J. A., Morgan, P. T., & Gueorguieva, R. (2021). Naltrexone plus bupropion combination
medication versus placebo for binge eating disorder. Clinical Therapeutics, 43(2), 353-368.

242. Fairburn, C. G., & Cooper, Z. (2011). Eating disorders, DSM-5 and clinical reality. British Journal of Psychiatry, 198(1),
8-10.

243. Broft, A., Berner, L. A., Martinez, D., & Walsh, B. T. (2011). Bulimia nervosa and evidence for striatal dopamine
dysregulation: a conceptual review. Physiology & Behavior, 104(1), 122-127.

244. NEDA. (2024). Statistics and research on eating disorders. National Eating Disorders Association.
https://www.nationaleatingdisorders.org/statistics

245. Mehler, P. S., & Brown, C. (2015). Anorexia nervosa - medical complications. Journal of Eating Disorders, 3(1), 11.

246. Peatfield, N., Price, C. I., Rochester, L., & Todd, I. A. (2023). Appetite and weight loss outcomes from GLP-1 receptor
agonist therapies in people with obesity: a systematic review of real-world evidence. Diabetes, Obesity and
Metabolism, 25(9), 2455-2473.

247. Keshen, A., & Helber, T. (2024). GLP-1 receptor agonist use in patients with history of eating disorders: clinical
considerations. Journal of Eating Disorders, 12(1), 45.

248. Golden, N. H., Katzman, D. K., Sawyer, S. M., Ornstein, R. M., Rome, E. S., Garber, A. K., Kohn, M., & Kreipe, R. E.
(2015). Update on the medical management of eating disorders in adolescents. Journal of Adolescent Health,
56(4), 370-375.

249. Hudson, J. I, Hiripi, E., Pope, H. G., & Kessler, R. C. (2007). The prevalence and correlates of eating disorders in the
National Comorbidity Survey Replication. Biological Psychiatry, 61(3), 348-358.

250. National Alliance for Eating Disorders. (2024). Find help and support. https://www.allianceforeatingdisorders.com




Part XXII - Wernicke Encephalopathy and Thiamine Depletion in GLP-1 Therapy

251. Lev, D., Leibowitz, A., Lang, A., Shlomai, G., Twig, G., Eden-Friedman, Y., Engel, T., Cukierman-Yaffe, T., Dankner, R.,
Gerstein, H. C., & Goldman, A. (2025). Glucagon-like peptide-1 receptor agonists and Wernicke encephalopathy:
a pharmacovigilance study and literature review. Clinical Nutrition. https://doi.org/10.1016/j.cInu.2025.03.016

252, [Author group]. (2025). Pharmacovigilance analysis of neurological adverse events associated with GLP-1 receptor
agonists based on the FDA Adverse Event Reporting System. Scientific Reports (Nature).
https://doi.org/10.1038/541598-025-01206-9

253. Gras, C., Bourdin, V., Callot, D., Chegrani, G., & Chouchana, L. (2025). Semaglutide-induced Wernicke
encephalopathy: a comprehensive analysis. European Journal of Clinical Nutrition.
https://doi.org/10.1038/541430-025-01653-7

254. Urbina, J., Salinas-Ruiz, L. E., Valenciano, C., & Clapp, B. (2026). Micronutrient and nutritional deficiencies associated
with GLP-1 receptor agonist therapy: a narrative review. Clinical Obesity, 16(1), €70070.
https://doi.org/10.1111/cob.70070

255. Spreckley, M., Ruggiero, C. F., & Brown, A. (2026). Bridging the nutrition guidance gap for GLP-1 receptor agonist
therapy assisted weight loss: lessons from bariatric surgery. International Journal of Obesity, 50, 265-267.
https://doi.org/10.1038/541366-025-01952-w

Part XXIIl - Periconceptional GLP-1 Exposure and Obstetric Outcomes

256. Hviid, K. V. R., Banasik, K., Mortensen, L. H., Madsbad, S., Strandberg-Larsen, K., Geiker, N. R. W., Westergaard, D., &
Nielsen, H. S. (2026). Periconceptional GLP-1 receptor agonist exposure and obstetric outcomes: a Danish
nationwide cohort study. Human Reproduction Open, 2026(2), hoag015. https://doi.org/10.1093/hropen/hoag015

257.Su, Q. J., Ashenhurst, J. R., Xu, W., et al. (2026). Genetic predictors of GLP-1 receptor agonist weight loss and side
effects. Nature. https://doi.org/10.1038/541586-026-10330-z

A Note on This Bibliography

This bibliography represents the primary scientific literature underpinning the clinical content of
Beyond the Scale. The field is evolving rapidly; readers are encouraged to consulf current
clinical resources, including ClinicalTrials.gov for ongoing frial updates, FDA.gov for current

prescribing information and approval status, and peer-reviewed medical literature databases

including PubMed and NEJM.org for the most recent research. All clinical decisions regarding
GLP-1 therapy should be made in consultation with a qualified healthcare provider.
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