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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 (HbA1c, 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. Below is an example of clinical guidelines and 
protocols for A case of Cancer (Therapeutic obstinacy in advanced oncology; The protocol to the end). 
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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 individual  
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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. Here is an example of clinical guidelines and protocols 
for a case of Cancer (Therapeutic obstinacy in advanced oncology; The protocol to the end). 
 
CLINICAL CASE: The "Mad Protocol Syndrome" Applied to Cancer (Therapeutic obstinacy in advanced 
oncology; The protocol to the end) 
 
Andrew, 62 years old, with stage IV lung adenocarcinoma (metastatic to the liver and bones). He had progressed after 
three previous lines of chemotherapy and immunotherapy. He was very weak, spending 60% of the day in bed, with 
poorly controlled bone pain and severe anorexia (11). 
 
The oncologist, observing on the CT scan that the tumors had grown by 20% (RECIST criteria) and seeing that Andrew 
could sƟll walk to the clinic (ECOG 1-2), applied the scienƟfic society's protocol: he iniƟated a fourth line of 
chemotherapy with a drug of high hematological toxicity. AŌer the first cycle, Andrew suffered febrile neutropenia. He 
was admiƩed to the Intensive Care Unit, where he spent his last three weeks of life intubated, isolated from his family, 
and suffering the effects of mulƟ-organ toxicity. He died under relentless medical intervenƟon. 
 
The "Mad Protocol" Approach: 
 
Administering successive lines of chemotherapy, immunotherapy, or high-cost targeted therapies to patients with 
metastatic solid tumors in terminal stages, based solely on the patient meeting the criteria for "apparent good general 
condition" (ECOG score 0-1) and the RECIST criteria for tumor progression. 
 
DISCUSSION 
 
In Andrew's case, the doctor suffers from the "Mad Protocol Syndrome": 
 
1) Iatrogenesis and polypharmacy: Forcing a fourth or fifth line of chemotherapy destroys the patient's last months of 
life due to hematological, renal, and digestive toxicity. A cascade of palliative drugs (antiemetics, corticosteroids, 
colony-stimulating factors, opioids) is added simply to control the side effects of the cancer treatment itself. 
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Forcing fourth or fifth lines of chemotherapy often leads to diminished returns and severe iatrogenic complications. 
In heavily pre-treated cancer patients, navigating polypharmacy and managing toxicities can significantly impair overall 
survival, physical function, and quality of life (12). The intersection of cancer treatment and polypharmacy presents  
 
 
several documented clinical challenges (13) due to cumulative toxicity: Later-line chemotherapies typically offer lower 
response rates while introducing compounding, cumulative toxicities to bone, marrow, kidneys, and the liver (14); and 
due to drug-drug interactions (DDIs): Patients requiring four or five lines of chemotherapy are often on an extensive 
list of supportive medications. Polypharmacy (taking ≥ 5 medications) significantly increases the likelihood of 
hazardous DDIs. Research shows that polypharmacy is often independently associated with poorer survival and 
increased inpatient hospitalizations in patients undergoing systemic treatments (15). 
 
2) Controversial and changing bases: Many new cancer drugs are approved by regulatory agencies through 
"accelerated pathways" based on surrogate endpoints (such as progression-free survival) that do not always translate 
into greater overall survival or a better quality of life for the patient. Research highlights several critical concerns 
regarding the use of surrogates such as Progression-Free Survival and Objective Response Rate (16-19). 
 
3) Conflicts of interest: Oncology is one of the specialties under the greatest financial pressure globally. The authors 
of guidelines from major American (ASCO) and European (ESMO) societies have extensive connections with the 
biotechnology industry that funds clinical trials of these very expensive drugs. The intense financial strain on oncology, 
driven by skyrocketing drug costs and pharmaceutical-sponsored clinical trials, is heavily documented in the medical 
literature. Because guideline development involves experts who often have financial ties to the biotechnology industry, 
both the American Society of Clinical Oncology and the European Society for Medical Oncology actively maintain strict 
conflict of interest and disclosure frameworks to protect the integrity of their clinical recommendations (20). 
 
4) Exclusive biomedical approach: Priority is given to chronic or "attacking" the tumor (millimeter reduction on CT 
scan), ignoring the biopsychosocial perspective: the patient's dignity, their desire to spend the end of their life at home 
without toxicity, and advance care planning for early palliative care (21). 
 
 
What would a Patient-Centered Intervention Plan look like? 
 
The doctor halts the active treatment algorithm. They sit down with Andrew and his family to develop an advance care 
plan. They honestly explain that more chemotherapy will not prolong his life, but it will destroy the quality of his 
remaining time. Active oncology is discontinued, and he is referred to early palliative care. The medical effort is focused 
entirely on pain management (adjusting opioids), emotional support, and ensuring Andrew' comfort at home. As a 
result, Andrew dies two months later in his bed, surrounded by his loved ones, without pain, maintaining his dignity, 
and having had the opportunity to say goodbye peacefully. 
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