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Numerous and Profound Challenges, 
Disputes, and Shifts in Hepatology

• amazing progress in the discipline over the past few decades  
• major paradigm shifts transforming hepatology                              

-- from the cellular to the societal levels
• genomic and epigenomic discoveries 

• can classify diseases in new ways that will enable treatments                             
to be increasingly customized

• clarify how the environment, the microbiome, social interactions,       
and even parental behaviours influence gene expression in 
development, health, and disease

• personalize medicine by identifying genetic risks, which may lead          
to a more effective liver diseases prevention

• concept of “precision medicine”

• application of big data AND artificial intelligence solutions         
to prevent, diagnose, and treat liver diseases

Friedman SL, Friedman YL. The Future of Hepatology: Embrace Change. Clinical Liver Disease 2015; 5(6): 127-128.



• highly effective oral therapies to cure hepatitis C and suppress 
hepatitis B with future prospect of curative HBV therapies

• other diseases become more prominent - among these are both 
alcoholic and nonalcoholic liver diseases

• alcoholic liver disease (ALD) remains a terribly neglected public 
health threat, as reflected in inability to either curtail high‐risk 
drinking or to prevent severe liver injury in those who drink to 
excess, with no imminent prospects for improvement

• nonalcoholic steatohepatitis (NASH) is likely to eclipse all other 
liver diseases in the near future, owing to the astonishing rise            
in obesity, which now affects more individuals worldwide than 
malnutrition 

• NASH is a particular threat among South and East Asians, and      
in Hispanics, where the genetic risk of disease appears to be 
greater and occurs at lower body mass indexes than in 
individuals of European descent

Numerous and Profound Challenges, 
Disputes, and Shifts in Hepatology

Friedman SL, Friedman YL. The Future of Hepatology: Embrace Change. Clinical Liver Disease 2015; 5(6): 127-128.



https://britishlivertrust.org.uk/wp-content/uploads/The-alarming-impact-of-liver-disease-FINAL-June-2019.pdf



https://britishlivertrust.org.uk/wp-content/uploads/The-alarming-impact-of-liver-disease-FINAL-June-2019.pdf



• Among men, there were 2.73 cases of HCC diagnosed and 1.93 
deaths per 100,000 of the population in 1997, but by 2016 this had 
increased to 8.82 and 5.97 respectively, per 100,000. 

• Among women, there were 0.82 cases diagnosed and 0.51 deaths 
per 100,000 of the population in 1997; this increased to 2.2 and 1.4 
respectively in 2016, per 100,000. 

• Overall, 25% of HCC cases were from the most deprived fifth of 
the population; of these at least 58% of cases had cirrhosis and, 
of these, 42% had decompensated cirrhosis, the most severe 
form when the liver has developed so much scarring that 
complications set in.

https://abstracts.ncri.org.uk/abstract/the-landscape-of-hepatocellular-carcinoma-in-the-uk-in-
the-past-20-years-the-hccuk-ncras-partnership/



• NASH can be triggered by a combination of excess alcohol, dysmetabolism, and other
environmental cues, which can lead to steatohepatitis and can evolve to acute/chronic 
liver failure and hepatocellular carcinoma, especially in the presence of shared inherited 
determinants 

• PNPLA3 I148M risk variant

• identification of the genetic causes of steatohepatitis → more effective risk stratification 

• discovery of the mechanisms underpinning the detrimental effect of causal mutations led 
to some breakthroughs in the comprehension of the pathophysiology of steatohepatitis: 
hepatocellular fat accumulation, altered lipid droplet remodelling and lipotoxicity have 
now taken centre stage, and the role of adiposity and gut-liver axis alterations have been 
independently validated

• this could ignite a virtuous research - starting from human genomics, through omics 
approaches, molecular genetics and disease models - may lead to the development of 
new therapeutics targeted to patients at higher risk

• although this precision medicine drug discovery pipeline is mainly being applied to NASH,
there is hope that successful products could be repurposed to treat also ALD

JHEP Reports Volume 3, Issue 3, June 2021, 100284



Indications for Liver Transplantation - PAST

Jacqueline G. O'Leary, Rita Lepe, Gary L. Davis
Gastroenterology, Volume 134 Issue 6 Pages 1764-1776 (May 2008) 

DOI: 10.1053/j.gastro.2008.02.028



Number of transplants for cryptogenic cirrhosis,
HCC, and chronic hepatitis C by year - PAST

Jacqueline G. O'Leary, Rita Lepe, Gary L. Davis
Gastroenterology, Volume 134 Issue 6 Pages 1764-1776 (May 2008) 

DOI: 10.1053/j.gastro.2008.02.028



Causes of liver disease and HCC among adult liver transplant 
recipients in the U.S. from 2010 to 2019 by frequency and percentage

Wang S, Toy M, Hang Pham TT, So S (2020) Causes and trends in liver disease and hepatocellular carcinoma among men and women who
received liver transplants in the U.S., 2010- 2019. PLoS ONE 15(9): e0239393. https://doi.org/ 10.1371/journal.pone.0239393



The (il)legal (?)/criminal (?) use                                                   
of organs from executed prisoners

• China
• „officially“ outlawed in 2015
• very likely still occurs ...
• International Coalition to End Transplant Abuse in China (ETAC)
• Independent Tribunal into Forced Organ Harvesting from 

Prisoners of Conscience in China 
https://chinatribunal.com/Tribunal_JUDGMENT_1stMarch_2020.pdf

• USA
• illegal, still debated
• prisoners on the death row to be accepted as organ donors (?)

• Globally
• still many countries, where organs are “trafficked“
• reality of the “transplant tourism” 



• 445 included studies reported on outcomes of 85,477 transplants

• 412 (92.5%) failed to report whether or not organs were sourced 
from executed prisoners

• 439 (99%) failed to report that organ sources gave consent for 
transplantation

• *324 (73%) reported approval from an IRB (= Ethics Committee)

• Roche Pharmaceuticals – 2010 “Shaming Award”

• “Of the papers claiming that no prisoners’ organs were involved 
in the transplants, 19 of them involved 2688 transplants that took 
place prior to 2010, when there was no volunteer donor program
in China.”

Rogers W, Robertson MP, Ballantyne A, et al. Compliance with ethical standards in the reporting of donor sources and ethics review in peer-reviewed 
publications involving organ transplantation in China: a scoping review. BMJ Open 2019;9:e024473. doi:10.1136/ bmjopen-2018-024473

[1]



• transplant research community has failed to implement ethical 
standards banning publication of research using material from 
executed prisoners 

• as a result, a large body of unethical research now exists, raising 
issues of complicity and moral hazard to the extent that the 
transplant community uses and benefits from the results of this 
research 

• call for retraction of this literature pending investigation of 
individual papers

Rogers W, Robertson MP, Ballantyne A, et al. Compliance with ethical standards in the reporting of donor sources and ethics review in peer-reviewed 
publications involving organ transplantation in China: a scoping review. BMJ Open 2019;9:e024473. doi:10.1136/ bmjopen-2018-024473

[2]



Am J Transplant. 2022; 00:1–9. 



• The dead donor rule is fundamental to transplant ethics. The rule states that organ
procurement must not commence until the donor is both dead and formally pronounced so,
and by the same token, that procurement of organs must not cause the death of the donor.

• In a separate area of medical practice, there has been intense controversy around the
participation of physicians in the execution of capital prisoners.

• These two apparently disparate topics converge in a unique case: the intimate involvement
of transplant surgeons in China in the execution of prisoners via the procurement of organs.
We use computational text analysis to conduct a forensic review of 2838 papers drawn
from a dataset of 124 770 Chinese-language transplant publications.

• Our algorithm searched for evidence of problematic declarations of brain death during organ
procurement. We find evidence in 71 of these reports, spread nationwide, that brain death
could not have properly been declared. In these cases, the removal of the heart during
organ procurement must have been the proximate cause of the donor's death. Because
these organ donors could only have been prisoners, findings strongly suggest that
physicians in the People's Republic of China have participated in executions by organ
removal.

Am J Transplant. 2022; 00:1–9. 



„ There Was a Wedding in Cana ... “    John 2:1–11

The Marriage Feast at Cana
Bartolomé Esteban Murillo (1617–1682)

The Barber Institute of Fine Arts
Artuk.org

… on importance of a good wine…



(Luke 7:34)

The Son of man has come eating 
and drinking, and you say, Behold, 
a gluttonous wine-drinking man, 
a friend of publicans and sinners.

… on our Lord Jesus being unfairly judged
by the Scribes and Pharisees… because

(also) of His humane-divine compassion … 



• liver diseases are considered to be stigmatizing 

• well-documented problem in certain liver pathologies

• associated with alcoholism and drug abuse 

• patients affected by hepatitis C and B are often 
stigmatized regardless of the way of acquiring the virus

• patients with liver cirrhosis are stigmatized regardless    
of the etiology of the original liver disease 

Stigma of a Liver Disease

Carol M, Pérez-Guasch M, Solà E, Cervera M, Martínez S, Juanola A, et al. (2022) Stigmatization is common in patients with non-

alcoholic fatty liver disease and correlates with quality of life. PLoS ONE 17(4): e0265153. 
https://doi.org/10.1371/journal.pone.0265153



• the study aimed to finding the frequency and features of the perceived 
stigma among patients with NAFLD (non-alcoholic fatty liver disease)

• collected data from 197 patients from the Hepatology Department of 
Hospital Clínic de Barcelona, 114 of them affected by non-alcoholic 
fatty liver disease (NAFLD) and 53 with alcohol-related cirrhosis (ALD) 

• Since NAFLD is usually associated with an impaired quality of life,                  
a potential relationship between the perceived stigma and the quality 
of life of these patients was also explored 

• the perceived stigma was evaluated through a specific questionnaire 
listed in four domains: stereotypes, discrimination, shame, and social 
isolation

• 7 out of 10 patients with NAFLD felt stigmatized

[1]



Frequency of perceived stigma in patients with NAFLD - overall and                 
in 4 different domains, without cirrhosis, NAFLD with compensated 
cirrhosis compensated and NAFLD with decompensated cirrhosis

Carol M, Pérez-Guasch M, Solà E, Cervera M, Martínez S, Juanola A, et al. (2022) Stigmatization is common in patients                                

with non-alcoholic fatty liver disease and correlates with quality of life. PLoS ONE 17(4): e0265153. 
https://doi.org/10.1371/journal.pone.0265153

[2]



Stigma-related questions that were answered affirmatively                                                       
by more than 20% of patients with NAFLD without cirrhosis (panel A), 

compensated cirrhosis (panel B) and decompensated cirrhosis (panel C), 
classified according to the different domains

Carol M, Pérez-Guasch M, Solà E, Cervera M, Martínez S, et al. (2022) Stigmatization is common in patients with non-alcoholic fatty liver disease                              
and correlates with quality of life. PLOS ONE 17(4): e0265153. https://doi.org/10.1371/journal.pone.0265153

https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0265153

[3]

https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0265153


A Success Story:
Primary Biliary Cholangitis (PBC) 

Primary Biliary Cirrhosis (PBC)

Journal of Hepatology 2015; vol. 63 j, 1285–1287



Change From ‘Cirrhosis’ to ‘Cholangitis’
→ de-stigmatization of PBC

• the change has critical implications for patients

• removes the stigmata of cirrhosis and its implications                                       
of alcohol abuse

• removes the stigmata of a poor prognosis 

• reminds patients that they are living with this liver syndrome,             
not necessarily dying of it 

• improves patient´s opportunities in the workplace                           
and in their everyday social lives 

• “Thus, we sincerely call on all medical professionals and all patients 
and their families and friends worldwide to use from this moment 
on the name ‘‘primary biliary cholangitis’’ for the disease known by 
its abbreviation PBC! We owe this to our patients and to further our 
role as caring physicians.”

Journal of Hepatology 2015; vol. 63 j, 1285–1287



Be kind and compassionate to one 

another, forgiving each other,                          

just as in Christ God forgave you.

(Ephesians 4:32)

St. Paul’s Call to Compassion 



Pope Francis attends funeral of his personal doctor Fabrizio Soccorsi
who died of Covid-related causes on 9 January 2021.                                              
The funeral Mass was celebrated by Vatican Secretary of State, 
Cardinal Pietro Parolin.



Thank you for your attention!

One more advice of St. Paul              (1 Timothy 5:23)

Stop drinking only water and use a little wine 
because of your stomach and your frequent illnesses.

https://www.thecatholicthing.org/2015/02/17/compassion/


