Paris

H EPATOLOGY
CONFERENCE

PRESS BOOK
Monday, 30 January, 2017

The liver, a reflection of individual health

Press Contacts

@EOM =
Ry Y @PHC_off
Sylvie du Cray-Patouillet et Alexandra Deleuze #PHC2017

Tél. : 01 4503 50 34 - 01 45 03 56 58
Email : s.ducraypatouillet@ljcom.net - a.deleuze@licom.net



Foreword introducing the 10th PHC P.3

VIRAL HEPATITISB & C P.4
THE NEXT STEP TOWARDS A CONCLUSION

THE OTHER LIVER DISEASES THAT WE ARE UNABLE TO CURE P.7
STATE OF KNOWLEDGE, NEWS, CHALLENGES

Non-alcoholic steatohepatitis (NASH) or fatty liver: a frequent disease yet

seldom mentioned P.7
Hepatocellular carcinoma P.9
Bibliographic references P.11

http://www.aphc.info/



7 ; » 30 & 31 January 2017
PARIS MONAA R 3 PARIS - Palais des Congres

HEPATOLOGY s “~ 1 Organised by Pr Patrick Marcellin, APHC
\ www.aphc.info

CONFERENCE

Nash, HCC, viral hepatitis...

Foreword introducing the 10th PHC

The growing success of the PHC, organised by Professor Patrick Marcellin'* since 2004, is down to the attendance
of a large number of experts from all over the world. For the past 13 years, the Conference has supported the
rapid progress now being made with treatments for Hepatitis C. Thanks to the collective involvement of
researchers and clinicians, today we can talk about curing this chronic disease with well-tolerated short-course

oral treatments.

This year, the Paris Hepatitis Conference has been renamed the Paris Hepatology Conference in order to cover the
full field of liver-related diseases that pose as yet unresolved problems. New findings in the field of viral hepatitis B
and C will, of course, be on the agenda, together with metabolic liver diseases or NASH (non-alcoholic

steatohepatitis) and hepatocellular carcinoma.

Accordingly, cirrhosis, which is not limited to alcohol, and cancer of the liver are the most frequent final outcomes
of chronic liver diseases, which will be debated during this 10th PHC with specialists from across the world. These
diseases, at once very frequent, silent and caused by three main factors (alcohol, virus and metabolic syndrome)
probably affect almost one third of the world's population. The time has come to act in order to detect and

prevent these diseases and to improve the early screening of cirrhosis and cancer of the liver.

First of all, for the past three years we have seen that chronic hepatitis C can easily be cured thanks to new, highly
effective and well-tolerated drugs. A gradual lessening of the extent of this disease may therefore be envisaged in
the short term, providing that an eradication plan for Hepatitis C is introduced in France and elsewhere. Examples

of such strategies, as in Australia and Georgia, will be presented at the PHC.

Secondly, a growing number of chronic diseases and liver cancers are due to the metabolic syndrome, the
prevalence of which is showing a consistent upward trend in France: the main causes are excess weight, diabetes,
obesity, hypertension and dyslipidaemia. Yet prevention of the metabolic syndrome is simple, with benefits for not

only the liver but also the heart and the risk of cancer. The simple solution is a balanced healthy lifestyle.

*The PHC has been organised by Professor Patrick Marcellin since 2004 under the auspices of the Hopital Beaujon (AP-HP)/ Université Paris-
Diderot/ Inserm CRI — Members of the scientific committee are Marc BOURLIERE (France), Massimo COLOMBO (/taly), Rafael ESTEBAN (Spain),
Graham FOSTER (UK), Michael FRIED (USA), and Michael MANNS (Germany)



Last but not least, alcohol: over 4 million people in France drink to excess and binge-drinking is on the increase
amongst teenagers and young adults. It is time to set up a policy for the prevention of alcohol-related diseases,

which lead to the death of some 50,000 people in France every year.

VIRAL HEPATITIS B & C: THE NEXT STEP TOWARDS A CONCLUSION

Since 2014, we have had access to short-course treatments of 12 weeks for the Hepatitis C virus (HCV), drugs that

are administered orally, well tolerated and likely to cure the majority of patients.

For the Hepatitis B virus (HBV) we have analogue treatments (entecavir or tenofovir) that help put the disease into
remission with all patients. Nevertheless, this treatment cannot be halted and has to be prescribed for life. Today,
clinical research is oriented towards a cure and not merely virus suppression. "HBV Cure" is a world research
programme into new molecules able to act on the cccDNA (implicated in viral persistency) and lead to viral

elimination. Some of these molecules today are at the very earliest stage of clinical research.

UNIVERSAL SCREENING FOR UNIVERSAL TREATMENT

In 2010, France issued a systematic screening recommendation for HIV infection amongst the general
population, over and above the principal risk factors. In the same spirit, a recommendation for systematic
screening for Hepatitis B & C was made in May 2014 for all males and pregnant women'. The simultaneous
screening, at least once, of the 3 viruses - HIV, HCV, HBV - was recommended for the first time in October 2016,
this being easier for physicians to propose and easier for patients to accept.z) We now need to get this
recommendation known to the general public and to physicians by way of wide-reaching awareness campaigns,
during which we will also need to dwell on the efficacy and good tolerability of new treatments. The TROD
programme - quick screening tests with diagnosis - (saliva or finger-prick blood testing) has led to community
screening of HIV that has proven effective in France. Combined with HIV, the TROD programme for HCV would
benefit the "off-premise" screening of Hepatitis C (i.e. distributed outside hospital or health professional premises)
for high-exposure populations, i.e. drug-users and migrants from highly endemic regions. After a 5-year wait, the
decree was recently published authorising the use of the TROD facility for Hepatitis C by association members.
Associations have become organised to receive training and apply for clearance and financing for this
complementary screening tool. The "Multiplot", an all-in-one device and TROD programme for HIV, HBV and HCV,

should receive authorisation some time in 2017.

Universal access to treatment for Hepatitis C, recommended by all learned societies, was announced in France in
May 2016. So for our country, 2017 could be the year of treatment for all, thus joining the ranks of Germany,
Portugal, Georgia and Australia that have already announced the generalisation of this treatment. Two

countries, Georgia and Egypt, have formulated plans to eradicate HCV infection. In Australia and Egypt, general
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practitioners have been authorised to prescribe anti-HCV treatments. Owing to their high cost, a system of priority
has been in place in France since January 2014 for patients suffering from severe hepatitis, extra-hepatic

manifestations or co-infection with HIV.

The most serious cases have therefore received initial treatment and the percentage of cirrhosis patients has
gradually dropped over the past three years. Starting in July 2016, the treatment can be prescribed as from the
medium severity stage and at any stage of the disease in instances of genotype 3 infection, organ transplant,
hemodialysis and symptoms such as, for example, intense fatigue. The treatment is authorised for all persons
where there is a high risk of transmission, such as hard drug-users exchanging materials, prison inmates and
women wishing to become pregnant’. This means that a majority of patients can now be treated pending the
official text that in France would authorise treatment for all virus-affected patients, whatever the histological
stage. On the 4th of January 2017, Zepatier was given marketing authorisation for the treatment of all genotype 1
and 4 patients. For 12 weeks of treatment, this association is for the time being the least expensive (€28,700)
compared with Vikierax + Exviera (€41,500) and Harvoni (€46,000), but a reduction in the length of treatment from
12 to 8 weeks for naive genotype 1 patients without cirrhosis for Harvoni and Viekirax Exviera (genotype 1b)
represents a significant drop in the cost of treatment”. Let it be said here that treatment with Zepatier cannot be

reduced to 8 weeks.

Given the current momentum, wide-coverage treatment by specialists from university hospitals, general hospitals
and the private sector (they being the sole authorised prescribers in France) could help cure 10,000 to 15,000
Hepatitis C sufferers in France each year. The screening and treatment of all active hard drug-users has to be
organised now. Treatment for this population, recommended since May 2014, was authorised only in July 2016°.
To achieve this goal, there has to be seamless coordination of care given in all support, welfare and addiction
centres (in France - CARUD and CSAPA) and in prisons, and the doctors working in these facilities (often GPs and
not specialists) must be given easier access to the prescription of direct-acting antivirals (DAAs), which is presently
not the case. Treatment for active drug-users is one of the new issues involved in preventing the transmission of
HCV, for it not to spread beyond that specific population. The treatment must embrace a global approach to care
and support: a reduction in the excessive intake of alcohol, social support and substitute treatments. The choice of
treatment must be the same as that for the population that does not use drugs. For patients in a precarious
financial situation and migrants, we need to coordinate propositions for screening and care at the various centres

spread across the country in France.

The general principle for the treatment of Hepatitis C lies with a combination of at least two molecules for a period
of 8 to 12 weeks, with or without ribavirin according to genotype and to patient profiles’s. In 2016, the most
frequently used combinations were Harvoni (genotype 1a and 4), Viekirax + Exviera (genotype 1b and 4), and
Sovaldi + Daklinza (genotype 2 and 3). Two new combinations will be available in 2017, Zepatier (genotype 1 and 4)
and Epclusa (all genotypes).s’6 Finally, three new pan-genotypic combinations will probably come to light in 2018:
sofosbuvir combined with velpatasvir and with voxilaprevir, glecaprevir with pibrentasvir, and MK-3682 with

grazoprevir (anti NS3) and with ruzasvir. These three combinations, the preliminary results of which were

presented at the last AASLD Meeting (Boston 2016) are specific in that they are pan-genotypic and remain active in



the very rare case of failure using first-generation DAAs. None of them requires a combination with ribavirin.”
Cases of HBV reactivation potentially leading to death have been reported during or after treatments for HCV with
DAAs in patients suffering from HBV and HCV co-infections. As a result, systematic screening for HBV infection

must be carried out before introducing treatment with DAAs.

Additionally, patients with an HBV and HCV co-infection must be observed and nursed throughout the period of

treatment with DAAs to watch for the risk of B-virus reactivation.

Universal access to treatment for Hepatitis C began in France with the market authorisation granted to Zepatier on
the 4th of January 2017, already cleared for all genotype 1 & 4 patients. The virtually consistent efficacy of the
DAAs now available implies, in our country, more widespread screening and greater access to care and medication
for patients (hard drug-users and poorer populations). Following the example set by Egypt and Georgia, a plan to
eradicate HCV infection should be proposed for France, given that all the components are now in place for us to

achieve this target.



THE OTHER LIVER DISEASES THAT WE ARE UNABLE TO CURE

STATE OF KNOWLEDGE, NEWS, CHALLENGES

NON-ALCOHOLIC STEATOHEPATITIS (NASH) OR FATTY LIVER: A FREQUENT DISEASE YET
SELDOM MENTIONED

Slow-developing NASH has been ignored for too long. Yet it is the most frequently-occurring hepatic disease and
today the prime cause of hepatic transplants in the United States. Almost 80% of cirrhoses previously considered
to be idiopathic now seem to be due to NASH, especially in elderly people. NASH would seem to explain 60 to 70%
of unexplained disorders seen with liver function tests. Linked to excess weight and obesity, fatty liver diseases are
on the increase in industrialised countries. In the United States, NASH affects 5% of the general population, versus
1% in France. Pure steatosis (absence of inflammation, necrosis and fibrosis), a stage that precedes NASH, is said to
affect 15 to 20% of the French population. In France, one third of adults are overweight (25 < BMI < 30 kg/m?) and
15% are obese (BMI = 30 kg/mz).8 Fatty liver is the hepatic complication of the metabolic syndrome defined by 3 of
the 5 following elements: diabetes, central obesity, arterial hypertension, higher levels of triglycerides, a drop in
levels of HDL cholesterol. NASH is linked to an inflow of free fatty acids from adipose tissue to the liver, where they
are stored in liver cells and then trigger an oxidative process and mitochondrial toxicity leading to the destruction
of hepatic cells.” The silent nature of NASH and the absence of correlation between biology and histology have
given way to non-invasive markers of fibrosis. These are still imperfect and open to discussion.'® They reflect the
severity of the affection and will justify the performing of liver biopsies, the key to diagnosis and to the treating of
patients.ll’12 In terms of development, there is a distinction between low-risk patients (pure steatosis) and those
with a progressive fibrosis (steatosis with inflammation, ballooning and/or fibrosis). The latter, the identification of
whom is not yet optimal, require close observation for complications, particularly the existence of a hepatocellular
carcinoma, which may occur even in the absence of established cirrhosis™”. The significance of cardiac or vascular

complications (20 times more frequent) justifies a regular cardiovascular evaluation with these patientsu.

Weight-loss through dieting and exercise is today the best way to treat NASH: it is now accepted that weight loss
of between 5 and 7% from initial levels has an effect on steatosis and the severity of NASH™. The relationship
between the intensity of weight loss and the resolution of NASH has been demonstrated by a Cuban prospective
study that evaluated the impact of a low-calorie diet and regular physical activity over 12 months on the hepatic
histology of 293 patients suffering from NASH without cirrhosis. The study confirmed the relationship between the
extent of weight loss and improvement seen with NASH. The loss of 10% of initial body weight (achieved by only
10% of patients) led to the disappearance of histological signs of NASH in 90% of cases™. As a result, with patients
suffering from NASH, weight-loss of at least 10% is the target to reach and maintain in order to hope for full

resolution of the disease.



NASH is seen in around 10% of cases of severe obesity. In this situation, bariatric surgery is the most radical and
the most effective treatment to achieve significant and lasting weight loss, particularly with diabetics, with an

improvement seen for NASH and diabetes™.

None of the first generation drug treatments (Metformin, Omega 3, ursodesoxycholic acid, statins, pyoglitazon)
has been selected in the recommendations from learned societies with the exception of vitamin E™.
Recommended by the EASL (European Associations for Studies of the Liver) for its anti-oxidising properties,

vitamin E has so far not proven its long-term safety.

The first wave of future candidate drugs - obeticholic acid (biliary acid agonist of the FXR receptor), elafibranor
(alpha PPAR and delta PPAR double agonist improving the hepatic oxidation beta) and liraglutid (agonist of
Glucagon LP receptors acting on insulin secretion and insulin sensitivity) are currently under analysis in phase 3
trials. Obeticholic acid proved efficacious in an initial trial but the appearance of a pruritus-type side effect'® in
around one-third of cases resulted in the start-up of a new trial with treatment doses that were considerably
lower. Elafibranor has not proven superior to the placebo with the trial's principal criterion (resolution of NASH)

but has had a significant effect on the regression of fibrosis".

Preliminary results from the second wave of candidate drugs were presented at the AASLD Meeting in Boston.(7)
These drugs specifically target the build-up of fat in the liver, fibrosis or inflammation: BMS-986036, GS-4997,
Selonsertid Simtuzumab, Cenicriviroc, Semaglutide, Aramchol. None of these molecules has shown any significant
efficacy with the trial's key criterion of assessment’. Confronted with NASH and the problems arising over its
frequency, therapeutic research has mushroomed but, to date, remains inconclusive. In the absence of a miracle
pill, whatever that pill may be, the bedrock for the treatment of NASH lies with hygiene and dietary measures,
including a low-calorie diet (low in quickly absorbed and slowly absorbed carbo-hydrates) and the practice of a
physical activity. A weight loss of between 8 and 10% is indispensable to improve the liver function and reduce
cardio-vascular risks, the primary cause of mortality with these patients. Encouraging a patient to change his or her
eating habits is neither simple nor easy to do but in most cases it is effective, providing the person is given
individualised support and regular monitoring. Fatty liver-related diseases are now a societal problem in
industrialised countries and in France the percentage of obese individuals has risen from 8% to 12% in 15 yearsg.
There is a real need in our country to set up educational programmes to promote the benefits of a healthy

lifestyle.



HEPATOCELLULAR CARCINOMA (HCC)

The excessive and prolonged intake of alcohol, chronic infections from the Hepatitis B and C viruses, and the
metabolic syndrome that we have presented in this book are the main causes of chronic liver disease that lie at the
origin of primary cancer of the liver. In the event of cirrhosis, the incidence of liver cancer is around 2% a year,
meaning that any patient with cirrhosis of the liver runs a high risk of contracting cancer and so must be closely

monitored.

Primary liver cancer or hepatocellular carcinoma (HCC) has the unfortunate distinction of having one of the
highest mortality rates of all cancers'>". It is the main cause of death in people with cirrhosis of the liver with
which it is associated in 90% of cases. Any delay in detecting and diagnosing the cancer seriously jeopardizes a
patient's chances of receiving curative treatment and achieving lasting full remission. This cancer is one of the
so-called silent cancers because it remains asymptomatic until the disease has reached an advanced stage. This

explains the often late diagnosis and poor prognosis.

Once symptoms have appeared, the 5-year survival rate is estimated at 10%. 75% of cancers that are detected
early on can be given curative treatments and fully cured: the study by ANRS CirVir has confirmed the cost-
efficiency aspect of curative treatment for small tumours. Today, methods of imagery are able to detect very
small-sized nodules and allow the introduction of curative therapies such as the percutaneous destruction of
nodules or hepatic transplantation, now available in addition to resections’. Screening for cancer with patients
suffering from liver cirrhosis is now current practice in most Western countries. Based on hepatic ultrasound

202122 Bt in reality, patients

scanning every 6 months, it sets out to identify the cancer at the small nodule stage.
with cirrhosis seldom have the benefit of twice-yearly monitoring. The impact of respecting recommendations for
half-yearly screening for HCC has been examined with the (ANRS) CirVir prospective cohort study, which included
nearly 1700 patients suffering from compensated B or C virus cirrhosis.(23) Recommendations were deemed to be
respected if the mean period between two ultrasounds was less than 7 months. Respecting recommendations for
screening had a significant influence on survival. Of the patients who were given half-yearly monitoring, the mean
survival rate was 53.2 months, as opposed to 25.4 months in the group of patients whose ultrasound scans were
performed at longer intervals. This result is explained primarily by the fact that patients given an optimal
systematic screening process had access to curative treatment more often than the others, and owing to the
smaller size of the tumour: 79% versus 43%.(23) The conclusions from this study therefore confirmed the necessity
to conduct systematically an abdominal ultrasound every six months with patients at risk. Several leads for
optimisation could improve the screening of HCC: better detection of the cirrhosis, greater awareness extended to
GPs and radiologists for HCC screening, education for patients suffering from chronic liver disease and the

introduction of a remember-the-date system for ultrasound scan appointments.

When the tumour cannot be given curative treatment on account of its size or spread, the sole remaining
possibility is palliative therapy. The search for palliative medical treatment has long been considered a difficult task
owing to the tumour's usual resistance to conventional chemotherapy. As a result, new medical treatments for

advanced HCC are urgently awaited. Sorafenid, a multikinase inhibitor which reduces the proliferation and
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angiogenesis of tumour cells, is the first oral treatment that has proven to be effective’. Nevertheless, the benefit
in terms of survival is relatively low”. Several leads are currently being explored in order to further improve the
efficacy of this molecule: a combination with other molecules, the characterisation of resistance mechanisms to
sorafenib, the evidencing of factors through which to better select sensitive patients, and the combination of
sorafenib with loco-regional treatments. Other antiangiogenics (sunitinib, brivanib, linifamib, erlotinib) have not
proved superior to sorafenib in terms of efficacy. Ramucirumab, a new monoclonal antibody specific for VEGF-2
receptor (endothelial growth factor) is the only agent that has shown an increase in second-line survival with

patients not controlled with sorafenid”.

Immunotherapy represents a new lead to combat advanced forms of HCC. Presented at the ASCO 2016, a study
tested a new immunotherapy compound, nivolumab, an anti-PD-1 antibody, with 214 patients suffering from
advanced HCC. Stabilisation of the tumour was achieved in one half of patientsze. Nivolumab will be compared

with nexavar for first-line treatment of advanced HCC.

The best treatment for primary cancer of the liver would be to eradicate the cause of chronic liver disease. In cases
of viral cirrhosis, antiviral treatment most likely reduces the incidence of HCC and its administration appears
justified whenever possible. In 2016, a publication advanced the fact that DAAs might promote the emergence of
HCC in treated patients’’. This point will continue to fuel considerable debate in the knowledge that data from
French cohorts do not confirm this tendencyzg. In instances of alcohol-related or dysmetabolic cirrhosis, complete
alcohol withdrawal or a low-calorie diet combined with daily physical activity could reduce the occurrence of

cancer.
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