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Prooemium
Who was Marbot?
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Who was Marbot?
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„GOETHE SELBST SCHEINT SICH DIESE BEGEGNUNG [mit 

Marbot] eigentümlich tief eingeprägt zu haben. Noch als 

Staatsrat Schultz ihn sechs Jahre später, im Juli 1831, 

besuchte, sprach der Einundachtzigjährige von der 

»seltsamen stillen Entschlossenheit dieses geheimnisvollen 

jungen Engländers damals. Es war beinah so etwas wie 

Trotz an ihm.«"

(Hildesheimers „Marbot - eine Biographie")

Kohlhaas, P. (2020). Hildesheimer, Wolfgang: Marbot. In: Arnold, H.L. (eds) Kindlers Literatur Lexikon (KLL). J.B. Metzler, Stuttgart. 

https://doi.org/10.1007/978-3-476-05728-0_6825-1



Who was Marbot?
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"Mancher Künstler 

würde erschrecken, 

wenn er die Motive 

deuten könnte, die zu 

seinem Bild führen...“

Kohlhaas, P. (2020). Hildesheimer, Wolfgang: Marbot. In: Arnold, H.L. (eds) Kindlers Literatur Lexikon (KLL). J.B. Metzler, Stuttgart. 

https://doi.org/10.1007/978-3-476-05728-0_6825-1



Who was Marbot?
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• April 4, 1801 – Late February 1830

• 1834: "Art and Life" (John Murray)

• 1888: "Sir Andrew Marbot" (Frederic Hadley-Chase)

• Art Critic: Advocate of a "psychoanalytically oriented 

aesthetic."

• Marbot’s Oedipus Complex and Incestuous Relationship 

with His Mother

• Explored themes of sublimation:

• "Art can help one transcend the meaninglessness of life."

• Denied the ability for artistic-creative processing.

• Death by Suicide

Kohlhaas, P. (2020). Hildesheimer, Wolfgang: Marbot. In: Arnold, H.L. (eds) Kindlers Literatur Lexikon (KLL). J.B. Metzler, Stuttgart. 

https://doi.org/10.1007/978-3-476-05728-0_6825-1



Who was Marbot?
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„Als ich die Mozartbiografie 

schrieb, stellte ich fest, dass 

man eine Biographie nur über 

eine Figur schreiben kann, die 

niemals existiert hat. Die 

perfekte Biographie, in der das 

richtige Gleichgewicht zwischen 

Tun und Lassen, Wissen und 

Nichtwissen dargestellt ist, 

kann nur über eine Kunstfigur 

geschrieben werden. Diese 

Kunstfigur ist Marbot."- 

Hildesheimer, W.

Kohlhaas, P. (2020). Hildesheimer, Wolfgang: Marbot. In: Arnold, H.L. (eds) Kindlers Literatur Lexikon (KLL). J.B. Metzler, Stuttgart. 

https://doi.org/10.1007/978-3-476-05728-0_6825-1
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Who was Marbot?

Kohlhaas, P. (2020). Hildesheimer, Wolfgang: Marbot. In: Arnold, H.L. (eds) Kindlers Literatur Lexikon (KLL). J.B. Metzler, Stuttgart. 

https://doi.org/10.1007/978-3-476-05728-0_6825-1
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• A fictional character created by Wolfgang Hildesheimer in his 1981 

book "Marbot: A Biography."

• Presented as a detailed and scholarly biography of an imaginary 19th-

century art critic.

• The narrative was so convincing that some scholars initially treated 

Marbot as a real historical figure.

Who was Marbot?



Why Does Marbot Matter?
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• A Metaphor for Clinical Research and Guidelines:

• Demonstrates how persuasive narratives can blur the line 

between fact and fiction.

• Highlights the danger of unquestioned acceptance in science 

and medicine.



Relevance to COI and Guidelines:
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• In clinical research, bias, spin, and selective reporting can create 

convincing but misleading results.

• Just as scholars sought evidence for Marbot, we must critically 

evaluate industry-driven studies or guideline development 

processes to ensure transparency and accuracy.

→ The story of Marbot teaches us the importance of scrutiny and 

critical thinking to discern fact from fiction in both literature and 

science.



Introduction - conflicts of interest in clinical practice
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Paraphrased from Ronco D et.al:

„Physicians' primary interest is patient welfare, while 

secondary interests—like financial gain, professional 

advancement, and recognition—are nuanced and 

often driven by academic incentives, potentially 

impacting ethical clinical practice.“

Ronco D, Albuquerque AM, Marin-Cuartas M, Anselmi A, S

adaba R, Barili F et al. Conflicts of interest in clinical practice: lessons learned from cardiovascular

medicine. Eur J Cardiothorac Surg 2024; doi:10.1093/ejcts/ezae296.



COI: Definition and Recommendations
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Definition of conflict of interest
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“a set of circumstances that creates a risk that professional judgement or actions 

regarding a primary interest will be unduly influenced by a secondary interest”

Lo B, Field MJ. Conflict of Interest in Medical Research, Education, and

Practice. Washington (DC), USA: The National Academies Press, 2009.

→ COIs in healthcare involve a complex network of financial and non-financial ties between 

industry, research, education, and clinical practice, often lacking transparency and oversight.



Recommendations – 1) Disclosure of Interest
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→ Key tool to address COIs but not sufficient on its own.

→ Widely implemented in medical journals since 1984, yet 

criticized for inefficiencies.

→ Transparency relies on honest reporting by 

investigators, which is not always ensured.



Recommendations – 2) ICMJE Recommendations
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ICMJE Recommendations (1979–2021):

• Require disclosure of all potential COIs by 

authors, reviewers, and editors.

• Include financial ties: grants, royalties, 

consulting fees, stock ownership.

• Help editors make informed decisions during 

peer-review and publication.

• Objective: Reduce bias, enhance transparency, 

and uphold ethical standards in medical 

research and publication.



Recommendations – 3) Limit Industry Influence
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Limiting Industry Influence (IOM 2009 Report)

• Prohibitions: Restrict researcher participation in 

speakers’ bureaus and events directly 

controlled by industry.

• Institutional Responsibility: Universities and 

research institutions should adopt, enforce, 

and continuously strengthen comprehensive 

COI policies.

• Objective: Safeguard research integrity by 

reducing undue industry influence and 

promoting ethical standards in academic and 

clinical research.



Impact on Research
Exploring how conflicts shape study design, result reporting, and endpoint 

selection, influencing public perception.

17



Role of study design and results reporting
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Ronco D, Albuquerque AM, Marin-Cuartas M, Anselmi A, S

adaba R, Barili F et al. Conflicts of interest in clinical practice: lessons learned from cardiovascular

medicine. Eur J Cardiothorac Surg 2024; doi:10.1093/ejcts/ezae296.



Case Example: COAPT vs. MITRA-FR Trials
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COAPT Trial (Industry-funded):

Demonstrated significant benefits of the 

MitraClip, including reduced 

hospitalizations and mortality.

MITRA-FR Trial (Publicly funded):

Found no significant advantage to using 

the MitraClip over standard medical 

therapy.

Obadia J-F, Messika-Zeitoun D, Leurent G, Iung B, Bonnet G, Piriou N et al.;

MITRA-FR Investigators. Percutaneous repair or medical treatment for secondary

mitral regurgitation. New Eng J Med 2018;379:2297–306

Stone GW, Lindenfeld J, Abraham WT, Kar S, Lim DS, Mishell JM et al.;

COAPT Investigators. Transcatheter mitral-valve repair in patients with

heart failure. New Eng J Med 2018;379:2307–18.
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Key Differences Accounting for Divergent Results:
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1) Patient Selection and MR Severity:

→ COAPT: Enrolled patients with more severe MR (average effective regurgitant orifice area [EROA] of 41 ± 15 

mm²) and less advanced left ventricular (LV) dilation (LV end-diastolic volume index [LVEDVi] of 101 ± 34 

mL/m²).

→ MITRA-FR: Included patients with less severe MR (average EROA of 31 ± 10 mm²) and more significant LV 

dilation (LVEDVi of 135 ± 35 mL/m²), indicating more advanced LV disease.

3) Study Design and Follow-Up:

→ COAPT: Featured a larger sample size (614 patients) and longer follow-up period, allowing for more robust 

data collection.

→ MITRA-FR: Had a smaller cohort (304 patients) and shorter follow-up, which may have limited the detection 

of long-term benefits.

2) Guideline-Directed Medical Therapy (GDMT):

→ COAPT: Ensured patients were on maximally tolerated GDMT before and during the trial, with strict 

oversight by heart failure specialists.

→ MITRA-FR: While GDMT was implemented, the optimization and monitoring processes were less stringent, 

potentially affecting outcomes.



Utility vs. futility of MitraClip procedure according to 
severity of MR and LV systolic dysfunction

Eur Heart J Cardiovasc Imaging, Volume 20, Issue 6, June 2019, Pages 620–624, https://doi.org/10.1093/ehjci/jez073

The content of this slide may be subject to copyright: please see the slide notes for details.
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Figure 1 Utility vs. futility of MitraClip procedure according to severity of MR and LV systolic dysfunction.

EROA, effective regurgitant orifice area; LVEF, left ventricular ejection fraction; LVESD, left ventricular end-

systolic diameter; MR, mitral regurgitation; RV, regurgitant volume.

Implications for Clinical Practice

MitraClip may be more effective for:

→ Patients with severe mitral 

regurgitation (MR).

→ Those with relatively preserved 

left ventricular (LV) function.



Implications from COAPT and MITRA-FR
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• Critical Trial Considerations:

• Importance of careful patient selection and trial design.

• Need for rigorous optimization of guideline-directed medical therapy (GDMT).

• Comprehensive follow-up essential for accurate results.

• Impact of Trial Characteristics:

• Industry-funded trials:

• More likely to be multicenter and use non-inferiority designs.

• Higher protocol registration rates and publication in high-impact journals.



Factors Contributing to Industry-Favorable Results
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• Study Design Bias:

• Use of inappropriate control arms (e.g., comparator drugs with incorrect dosages).

• Higher comparator doses increasing adverse effects to favor the new drug.

• Result Dissemination Bias:

• Selective publication of positive results; suppression of negative findings.

• Use of spin in trial summaries and selective endpoint reporting.

• Exclusion of centers with negative results in multicenter studies.



Does the choice of end points (and their definitions) affect 
results?
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Ronco D, Albuquerque AM, Marin-Cuartas M, Anselmi A, S

adaba R, Barili F et al. Conflicts of interest in clinical practice: lessons learned from cardiovascular

medicine. Eur J Cardiothorac Surg 2024; doi:10.1093/ejcts/ezae296.



Case Example: EXCEL Trial (PCI vs. CABG)

Stone GW et.al . Five-Year Outcomes after PCI or CABG for Left Main Coronary Disease. N Engl J Med. 2019 Nov 7;381(19):1820-1830. 

doi: 10.1056/NEJMoa1909406. Epub 2019 Sep 28. Erratum in: N Engl J Med. 2020 Mar 12;382(11):1078. doi: 10.1056/NEJMx200004. 

PMID: 31562798.
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Challenges with Composite End Points:

→ Lack of distinction in clinical significance among combined outcomes.

→ Arbitrary inclusion/exclusion of outcomes can lead to biased analyses and interpretations.

→ Composite end points enhance statistical power but require careful management to avoid biases.

PCI better?



Let's take a closer look….
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Ronco et.al.: 

„This study used the Society for Cardiovascular 

Angiography and Interventions definition of MI, mostly 

based on enzymatic profile, resulting in significantly fewer 

MIs in the percutaneous coronary intervention (PCI) arm 

compared to the surgical arm. Consequently, the primary 

composite end point, including MI, was found non-inferior in 

PCI compared to coronary artery bypass grafting, although 

mortality was higher for PCI-treated patients“

→Critics highlighted that the EXCEL trial primarily reported 

results based on the SCAI definition, with delayed 

publication of outcomes using the UDMI, raising concerns 

about transparency.

Stone GW et.al . Five-Year Outcomes after PCI or CABG for Left Main Coronary Disease. N Engl J Med. 2019 Nov 7;381(19):1820-1830. 

doi: 10.1056/NEJMoa1909406. Epub 2019 Sep 28. Erratum in: N Engl J Med. 2020 Mar 12;382(11):1078. doi: 10.1056/NEJMx200004. 

PMID: 31562798.



EXCEL Trial (PCI vs. CABG) Takeaway
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→ Standardized, clinically relevant end point definitions (e.g., FDA-supported initiatives) 

are essential to ensure unbiased and meaningful trial results.

-→ Composite end points must be designed and interpreted carefully to avoid misleading 

conclusions.

FDA Initiative (2009) Standardized Data Collection for Cardiovascular Trials Initiative:

• Introduced uniform definitions for cardiovascular and stroke outcomes.

• Ensures consistency across studies, enabling reliable data aggregation and integration.

• Facilitates better comparison of results across multiple trials and reduces variability caused 

by differing definitions.



Composite End Point Bias: EVEREST II Trial

29

„In the intention-to-treat analysis, the 

rates of major adverse events at 30 days 

after the procedure were 15% in the 

percutaneous-repair group and 48% in the 

surgery group.“

Feldman T, Foster E, Glower DD, Kar S, Rinaldi MJ, Fail PS et al.;

EVEREST II Investigators. Percutaneous repair or surgery for mitral regurgitation.

N Engl J Med 2011;364:1395–406



Composite End Point Bias: EVEREST II Trial
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Feldman T, Foster E, Glower DD, Kar S, Rinaldi MJ, Fail PS et al.;

EVEREST II Investigators. Percutaneous repair or surgery for mitral regurgitation.

N Engl J Med 2011;364:1395–406



Composite End Point Bias: EVEREST II Trial
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Feldman T, Foster E, Glower DD, Kar S, Rinaldi MJ, Fail PS et al.;

EVEREST II Investigators. Percutaneous repair or surgery for mitral regurgitation.

N Engl J Med 2011;364:1395–406



Composite End Point Bias: EVEREST II Trial
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• Trial Overview:

• Compared MitraClip system vs. mitral valve surgery.

• Primary safety endpoint: Major adverse events at 30 days.

• Composite End Point Issue:

• Included 12 outcomes, ranging from death to less clinically significant events.

• Example: Blood transfusions (marginal relevance) skewed results in favor of 

MitraClip.

→ Adding clinically questionable outcomes to composite endpoints can bias trial 

results.



Composite End Point Bias: PARTNER 3 Trial
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Trial Overview:

→ Compared TAVI vs. SAVR in low-risk 

patients with aortic stenosis.

→ Primary composite end point: Death, any 

stroke, and rehospitalization at 1 year.

Mack MJ, Leon MB, Thourani VH, Makkar R, Kodali SK, Russo M et al.;

PARTNER 3 Investigators. Transcatheter aortic-valve replacement with a

balloon-expandable valve in low-risk patients. New Eng J Med 2019;

380:1695–705.



Composite End Point Bias: PARTNER 3 Trial
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Key Issues:

1. Rehospitalization Bias:

→Less severe than death or stroke 

but included as a primary outcome.

→ Early rehospitalizations more likely 

after SAVR due to its invasive nature.

2. Short-Term Focus:

→ Trial designed to highlight early 

"positive" results for TAVI.

3. Cognitive Anchoring Bias:

→ Emphasis on short-term outcomes 

may lead clinicians to overvalue TAVI 

superiority, potentially overlooking 

long-term evaluations.

Mack MJ, Leon MB, Thourani VH, Makkar R, Kodali SK, Russo M et al.;

PARTNER 3 Investigators. Transcatheter aortic-valve replacement with a

balloon-expandable valve in low-risk patients. New Eng J Med 2019;

380:1695–705.



Transcatheter versus surgical aortic valve replacement and 
mid-term survival?

Auer J, Krotka P, Reichardt B, Traxler D, Wendt R, Mildner M et al. Selection for transcatheter versus surgical aortic valve replacement and mid-term survival: results of the 

AUTHEARTVISIT study. Eur J Cardiothorac Surg 2024;66:ezae214.
35

→ TAVI causes increased 

mortality and morbidity 

compared to surgically 

implanted aortic valve 

replacement, especially in 

patients between 65 and 

75years of age.



Five-year outcomes in trials comparing transcatheter aortic valve 
implantation versus surgical aortic valve replacement: a pooled meta-analysis 
of reconstructed time-to-event data

Barili et.al. Five-year outcomes in trials comparing transcatheter aortic valve implantation versus surgical aortic 

valve replacement: a pooled meta-analysis of reconstructed time-to-event data, European Journal of Cardio-

Thoracic Surgery, Volume 61, Issue 5, May 2022, Pages 977–987, https://doi.org/10.1093/ejcts/ezab516
36



Additional Considerations:
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Timing of Evaluation:

• Outcomes in TAVI vs. SAVR trials may invert after 24 months (Barili et al.).

• Less invasive treatments often show early advantages that diminish or reverse 

over time.

• Short-term results may be leveraged by institutions for reimbursement 

optimizations rather than patient benefit.

Outcome Discrepancies:

• Gaudino et al.: 38% of 216 RCTs on invasive cardiovascular interventions reported 

discrepancies between registered and published outcomes.



Does the choice of end points (and their definitions) affect 
results? - Takeaways
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• Adding less severe outcomes to composite end points can bias results.

• Long-term critical evaluation is essential for balanced decision-making.

• Standardized, clinically relevant, and transparent reporting of outcomes over both 

short and long terms is essential for unbiased and meaningful trial evaluations.



Transparency and Industry Influence in Clinical Trials
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Ronco D, Albuquerque AM, Marin-Cuartas M, Anselmi A, S

adaba R, Barili F et al. Conflicts of interest in clinical practice: lessons learned from cardiovascular

medicine. Eur J Cardiothorac Surg 2024; doi:10.1093/ejcts/ezae296.



Transparency and Industry Influence in Clinical Trials
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Core Principles of Transparency:

• Funding Disclosure:

• Clearly identify all funding sources (public, private, industry).

• Address potential competing interests: patient care vs. shareholder profits.

• Trial Oversight:

• Evaluate sponsor involvement in trial design, data collection, analysis, site 

selection, and manuscript review.

→ Transparency in funding, data sharing, and reporting is critical to safeguarding the 

integrity, credibility, and trustworthiness of medical research and clinical practice.
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Challenges and Mitigation Strategies:

• Analytic Bias:

• Subjective decisions in data analysis can influence results.

• Mitigation: Prespecified protocols, open access to trial data, and mandatory 

replication of findings.

• Misleading Reporting ("Spin"):

• Distortion of results (e.g., overstating significance) can lead to misinterpretation.

• Mitigation: Emphasize accurate, transparent reporting of statistical and clinical 

outcomes.

• Industry Relationships:

• Financial and non-financial ties must be fully disclosed.

• Protect independence of trials and maintain public trust in healthcare professionals 

and institutions.

Transparency and Industry Influence in Clinical Trials



The Role of Editors in Clinical Research
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Ronco D, Albuquerque AM, Marin-Cuartas M, Anselmi A, S

adaba R, Barili F et al. Conflicts of interest in clinical practice: lessons learned from cardiovascular

medicine. Eur J Cardiothorac Surg 2024; doi:10.1093/ejcts/ezae296.
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Key Responsibilities:

• Upholding Academic Integrity:

• Contribute to journal reputation beyond metrics like impact factor.

• Ensure fair, neutral, and unbiased reporting of trial results.

• Managing Industry Influence:

• Industry-sponsored trials are often published in high-impact journals due to 

favorable results and citation potential.

• Reprint orders from industry-funded trials significantly contribute to journal 

revenues.

• Example: Reprints made up 41% of The Lancet's budget (2005–2006).

The Role of Editors in Clinical Research



44

Editorial Challenges:

• Bias in Publication: Favoring industry-funded trials can create a "virtuous circle" of metrics and 

revenue.

• Financial Pressures: Reprint-related revenue remains a potentially influential factor in editorial 

decisions.

Editorial Duties:

• Select independent, unbiased reviewers.

• Remove spin and highlight fragility of findings when applicable.

• Retract articles if trial data do not align with reported results.

The Role of Editors in Clinical Research

→ Editors must balance the pursuit of academic and financial goals with their ethical duty to 

ensure transparency, neutrality, and the integrity of published research.



Influence on Clinical Practice
Highlighting how these conflicts extend to clinical decisions

45



The Role of Editors in Clinical Research
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Ronco D, Albuquerque AM, Marin-Cuartas M, Anselmi A, S

adaba R, Barili F et al. Conflicts of interest in clinical practice: lessons learned from cardiovascular

medicine. Eur J Cardiothorac Surg 2024; doi:10.1093/ejcts/ezae296.



Conflicts of Interest (COIs) in Practice Guideline Panels
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COIs Among Panel Members:

• Lack of uniform standards across societies:

• Europe: Institute of Medicine standards (minority with COIs, chair free of COIs).

• North America: Majority of panel (>50%) and chair must be free of relevant COIs; conflicted members 

cannot vote on specific recommendations.

• Loopholes: Institutional grants allowed, creating potential unconscious bias.

Panel Composition Imbalances:

• Disproportionate representation of specialties (e.g., cardiologists vs. surgeons) can lead to biased 

recommendations.

• Example: Controversial 2021 coronary revascularization guidelines led to debate and lack of 

endorsement by surgical societies.

Non-Financial COIs:

• Selection bias by chairs favoring members with aligned viewpoints.

• Influence of scientific societies acting in defense of their specialties.



Impact of Medical Neoliberalism and COIs on Clinical 
Decisions

48

Healthcare Restructuring: From Non-Profit to For-Profit

• Transition from non-profit hospital systems to for-profit models (1980–2000).

• Promised increased access, equity, and quality—a delusion in practice.

• For-profit systems prioritize revenue generation over patient welfare.

Pressures in For-Profit Systems:

• Hospital managers incentivize:

• Increased patient turnover and procedures performed.

• Use of higher reimbursement billing codes and costlier products.

• Referrals to subspecialty departments within the institution.

• Fiduciary duty to provide return on investment drives these behaviors.



Impact of Medical Neoliberalism and COIs on Clinical 
Decisions

49

Case Example: TAVI vs. SAVR

• TAVI Benefits in a For-Profit Model:

• Short procedure and reduced hospital stay favor financial incentives.

• Patient Outcomes:

• Higher pacemaker requirement for TAVI (12% vs. 4% for SAVR).

• Patients, the most vulnerable stakeholders, may suffer adverse outcomes.

Informed Consent and Accountability:

• Patients sign informed consent but may lack complete understanding of risks.

• Regulatory bodies (e.g., FDA, European Notified Bodies) should revoke approval if 

outcome research proves interventions harmful.

• Litigation risks for physicians utilizing these therapies possibly increasing.



Impact of Medical Neoliberalism and COIs on Clinical 
Decisions

50

Takeaway:

• COIs and neoliberal healthcare models impact patient care and clinical 

decisions.

• Transparency in informed consent, rigorous outcome research (real-world data), 

and accountability are essential to uphold the medical profession’s integrity.

• The future lies in leveraging outcome research to define optimal treatment 

options for patient welfare.
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Thank you for your attention
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