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Abstract

The “Mad Protocol Syndrome” is a condition in physicians who rigidly or normatively apply clinical guidelines or
protocols. This syndrome, understudied but widespread, is seriously dangerous because it generates iatrogenic effects,
promotes polypharmacy and drug interactions, is frequently based on controversial, unsound, and rapidly changing
foundations due to the rapid emergence of new studies, fails to consider patient-centered care, is not developed
collaboratively by medical specialties and patients, is often influenced by powerful interest groups (such as the
relationship of almost all panelists on clinical guideline development committees with the pharmaceutical industry),
always maintains an exclusively biomedical perspective ignoring broader biopsychosocial viewpoints, and because
there are hundreds or thousands (or perhaps millions?) of clinical guidelines that contradict each other in their
recommendations. The patient is a biographical, social, and spiritual reality, never an isolated analytical value. No
laboratory target (HbAlc, LDL, or blood pressure) justifies destroying a human being's autonomy, lucidity, or daily
well-being. "The Mad Protocol Syndrome" ultimately represents the dehumanization of medicine through bureaucracy.
To break this absurd cycle of over-prescription and alienation, 21st-century medicine doesn't need to generate more
guidelines from distant experts, but rather urgently reclaim the sovereignty of clinical judgment, safe deprescribing
tools, and critical methodological approaches that return control to the primary care physician and dignity to the patient.
Studying and reflecting on these concepts is the first step toward transforming clinical practice and rescuing the humane,
critical, and sensitive medicine that patients so desperately need. Here is an example of clinical guidelines and protocols
for Dyspepsia: The endless cascade of gastric protectors (Omeprazole per protocol).
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Introduction

Clinical practice guidelines provide evidence-based recommendations to optimize patient care, while protocols
dictate rigid, step-by-step procedures. In general medicine, these tools are designed to reduce practice variation and
translate complex scientific research into actionable, patient-specific encounters (1, 2). However, clinical guidelines
face significant systemic challenges. Key problems include a one-size-fits-all approach that fails to account for
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individual variations, a lack of universal applicability, and potential conflicts of interest. Misuse of guidelines can
sometimes lead to suboptimal care (3-5).

The concept we describe as the “Mad Protocol Syndrome” perfectly defines the phenomenon of the tyranny of
clinical guidelines or normative biomedical reductionism.

This refers to the growing concern that modern medicine focuses too rigidly on treating isolated biological pathways
and rigid, one-size-fits-all algorithms. This severely limits personalized care and ignores the complex, multifaceted
realities of human illness (6).

In the scientific and critical medical literature, promoted by movements such as Choosing Wisely, evidence-based
medicine without conflicts of interest, and quaternary prevention (7-10), there are blatant examples of guidelines that
exhibit these characteristics: medicalization of risk factors, rigid objectives that induce massive polypharmacy in
patients with multiple pathologies, a high rate of panelists with conflicts of interest with the pharmaceutical industry,
and a complete disconnection from the biopsychosocial model. Below is an example of clinical guidelines and protocols
for Dyspepsia: The endless cascade of gastric protectors (Omeprazole per protocol).

CLINICAL CASE: The "Mad Protocol Syndrome' applied to Dyspepsia: The endless cascade of gastric
protectors (Omeprazole per protocol)

Loretta, 45 years old, lawyer. No significant medical history. Married, no children.
The '""Mad Protocol" Approach (Omeprazole per protocol)

She presents with heartburn and indigestion for the past month, coinciding with a period of high workload and a
divorce. The doctor applies the standard "uninvestigated dyspepsia" protocol: prescribing Omeprazole 20 mg/day for
4 weeks. At the follow-up appointment, Loretta reports continued occasional discomfort. Following the established
procedure, the doctor automatically records the prescription indefinitely in the computer as "gastroprotection." Five
years later, Loretta is still taking Omeprazole daily. Blood tests reveal anemia due to vitamin B12 malabsorption, and a
bone density scan reveals premature osteopenia due to calcium malabsorption caused by chronic gastric acid
suppression. When she tries to stop taking the pill, she suffers such a severe rebound effect of heartburn that she is
forced to resume taking it, trapped by the medication.

DISCUSSION
In Loretta's case, the doctor suffers from the "Mad Protocol Syndrome":

1) The systematic initiation of Proton Pump Inhibitors (PPIs) such as Omeprazole for any symptom of upper gastric
discomfort, heartburn, or reflux, prolonging their use indefinitely under the automated protocol label of "chronic
gastroprotection.”

Although considered harmless drugs, the rigid and chronic use of Omeprazole alters gastric pH. This causes
malabsorption of vital nutrients (Vitamin B12, iron, magnesium, and calcium), which in turn causes anemia and
osteoporosis. Furthermore, it drastically increases the risk of serious infections such as pneumonia and Clostridioides
difficile colitis (11). These side effects stem directly from the physiological changes caused by long-term acid
suppression (12). Stomach acid is required to cleave B12 from dietary proteins. Elevated gastric pH hinders this process,
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leading to a deficiency that can cause neuropathy or anemia (13, 14). Optimal absorption of minerals (Iron, Calcium,
Magnesium) requires an acidic environment to enhance solubility. Chronic PPl use lowers the solubility and absorption
rates of iron, calcium, and magnesium (15, 16).

Chronic PPl use increased Infection Risks. Immune Barriers: Gastric acid is a primary immune defense mechanism that
kills swallowed bacteria before they reach the rest of the gastrointestinal tract and lungs (17-19). Raising the stomach
pH allows pathogens to survive and thrive (C. difficile & Pneumonia). The altered pH may also encourage harmful
changes to the overall gut microbiome profile (20-22).

2) Lack of patient-centered care: The protocol masks the true biopsychosocial problem of dyspepsia. Stomach
discomfort is frequently linked to work stress, anxiety, poor eating habits due to lack of time, or family problems.
Giving a pill ignores the need to address lifestyle. The true psychosocial problem in functional dyspepsia lies in the
brain-gut axis. Studies indicate that the condition is often driven by somatization and stress intolerance rather than
anatomical issues. Dysregulation between the brain and digestive tract alters pain perception and gut motility,
heightening physical symptoms during stress (23). Furthermore, high rates of anxiety, depression, and neuroticism are
frequently observed in patients (24), and a high tendency to experience and communicate psychological distress as
physical bodily symptoms that is a major factor driving symptom severity (25). Research emphasizes that a
biopsychosocial model—rather than treating the stomach in isolation—is critical for diagnosis and management (23).

3) Lack of participatory deprescribing: Clinical guidelines fail to provide clear guidelines for withdrawing the
medication. When patients attempt to stop abruptly on their own, they experience a severe "rebound effect" of
heartburn (rebound gastric hyperacidity). The physician interprets this as the patient "still being ill" and perpetuates
the prescription indefinitely.

What would a Patient-Centered Intervention Plan look like?

The doctor identifies the biopsychosocial component: Loretta's dyspepsia is closely linked to stress and the speed at
which she eats due to her job. Omeprazole is prescribed only "as needed" (for 2 or 3 days if the symptom is very acute)
rather than continuously. Nutritional education is provided (eating slowly, avoiding heavy dinners), and stress
management techniques are recommended. From the outset, the treatment is planned with an end date. As a result,
Loretta modifies her habits, manages her anxiety, her digestion improves, and her B12 levels and bone density remain
completely healthy and free of chronic medication.

|| Scholix Journals | Research www.scholixonline.org



Copyright © Jose Luis Turabian

References

10.

11.

12

13.

14.

15.

Panteli D, Legido-Quigley H, Reichebner C, et al. Clinical Practice Guidelines as a quality strategy. In: Busse R,
Klazinga N, Panteli D, et al., editors. Improving healthcare quality in Europe: Characteristics, effectiveness and
implementation of different strategies [Internet]. Copenhagen (Denmark): European Observatory on Health
Systems and Policies; 2019. (Health Policy Series, No. 53.) 9.
https://www.ncbi.nlm.nih.gov/books/NBK549283/

Conroy M, Shannon W. Clinical guidelines: their implementation in general practice. Br J Gen Pract.
1995;45(396):371-5. https://pubmed.ncbi.nlm.nih.gov/7612343/

Lau EW, Bonnemeier H, Baldauf B. Misuse of Guidelines Could Disadvantage and Harm Patients. J Evid Based
Med. 2024;17(4):705-707. https://pmc.ncbi.nlm.nih.gov/articles/PMC11684497/

Dorenkamp S, Mesters |, Teijink J, de Bie R. Difficulties of using single-diseased guidelines to treat patients
with multiple diseases. Front Public Health. 2015;3:67. https://pmc.ncbi.nlm.nih.gov/articles/PMC4413518/
Rapezzi C, Lorenzini M. How far should guidelines be followed? Eur Heart J Suppl. 2020;22(Suppl L):L121-
L123. https://pmc.ncbi.nim.nih.gov/articles/PMC7673602/

Cramer H. Whole Health Research Thought Further: How Can We Stay Whole in a Reductionist Paradigm? J
Integr Complement Med. 2024;30(12):1123-1124. https://pmc.ncbi.nlm.nih.gov/articles/PMC11659440/
AbdulRaheem Y. Unveiling the Significance and Challenges of Integrating Prevention Levels in Healthcare
Practice. J Prim Care Community Health.
2023;14:21501319231186500.https://pmc.ncbi.nlm.nih.gov/articles/PMC10350749/

Wagner H. Quaternary Prevention and the Challenges to Develop a Good Practice Comment on "Quaternary
Prevention, an Answer of Family Doctors to Overmedicalization". Int J Health Policy Manag. 2015;4(8):557-8.
https://pmc.ncbi.nlm.nih.gov/articles/PMC4529049/

Furlan L, Francesco PD, Costantino G, Montano N. Choosing Wisely in clinical practice: Embracing critical
thinking, striving for safer care. J Intern Med. 2022;291(4):397-407.
https://pmc.ncbi.nlm.nih.gov/articles/PMC9314697/

Martins C, Godycki-Cwirko M, Heleno B, Brodersen J. Quaternary prevention: reviewing the concept. Eur J
Gen Pract. 2018;24(1):106-111. https://pmc.ncbi.nlm.nih.gov/articles/PMC5795741/

Gallegos K. [Clinical cases - medical oncology]. Slideshare. 2026. https://es.slideshare.net/slideshow/casos-
clinicosoncologiamedica/247178063

. Sharma M, Loh KP, Nightingale G, Mohile SG, Holmes HM. Polypharmacy and potentially inappropriate

medication use in geriatric oncology. J Geriatr Oncol. 2016;7(5):346-53.
https://pmc.ncbi.nlm.nih.gov/articles/PMC5037024/

Leporini C, De Sarro G, Russo E. Adherence to therapy and adverse drug reactions: is there a link? Expert
Opinion on Drug Safety. 2014;13(sup1), 41-55. https://doi.org/10.1517/14740338.2014.947260

Baltussen JC, de Glas NA, van Holstein Y, et al. Chemotherapy-Related Toxic Effects and Quality of Life and
Physical Functioning in Older Patients. JAMA Netw Open. 2023;6(10):e2339116.
https://pmc.ncbi.nlm.nih.gov/articles/PMC10594146/

Hong S, Lee JH, Chun EK, et al. Polypharmacy, Inappropriate Medication Use, and Drug Interactions in Older
Korean Patients with Cancer Receiving First-Line Palliative Chemotherapy. Oncologist. 2020;25(3):e502-e511.
https://pmc.ncbi.nlm.nih.gov/articles/PMC7066695/

|| Scholix Journals | Research www.scholixonline.org



Copyright © Jose Luis Turabian

16.

17.

18.

19.

20.

21.

Pala L, Merlo F, Sala I, et al. Surrogate endpoints for overall survival in randomized clinical trials testing
antibody-drug conjugates. J Natl Cancer Inst. 2025;117(8):1557-1564.
https://pubmed.ncbi.nim.nih.gov/40036179/

Gyawali B, Hey SP, Kesselheim AS. Evaluating the evidence behind the surrogate measures included in the
FDA's table of surrogate endpoints as supporting approval of cancer drugs. EClinicalMedicine.
2020;21:100332. https://pubmed.ncbi.nlm.nih.gov/32382717/

Medical News. Study Highlights Inconsistencies in FDA Accelerated Approval Pathway for Cancer Drugs,
MedPath. 2005; January 7. https://trial.medpath.com/news/study-points-to-weaknesses-in-fda-accelerated-
approval-path

Shahnam A, Hitchen N, Nindra U, et al. Objective response rate and progression-free survival as surrogates
for overall survival treatment effect: A meta-analysis across diverse tumour groups and contemporary
therapies. Eur J Cancer. 2024;198:113503.
https://www.sciencedirect.com/science/article/abs/pii/S0959804923008055

Mitchell AP, Dusetzina S, Basch EM. Financial ties to industry among national comprehensive cancer network
guideline authors. J Clin Oncol. 2016; 34:6513-6513.

https://ascopubs.org/doi/10.1200/JC0.2016.34.15 suppl.6513

2Rodriguez U, Romar R. [Three patients and scientists star in an unprecedented event: "l decided that cancer
couldn't stop my life"]. La Voz de la Salud. 2025; 25 feb.
https://www.lavozdegalicia.es/noticia/lavozdelasalud/enfermedades/2024/11/06/decidi-cancer-parar-
vida/00031730933620939237369.htm

|| Scholix Journals | Research www.scholixonline.org



