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Abbreviations:

CLD  Chronic liver diseases

CME Continuing medical education
eLIFT Easy Liver Fibrosis Test

FIB4 Fibrosis-4

GP General practioner

HAS Haute Autorité de Santé (National Health Committee)
HCC Hepatocellular carcinoma

HCV  Hepatitis C virus

NAFLD Non-alcoholic fatty liver disease
NIT  Non-invasive liver fibrosis tests
SFD  Francophone society of diabetes

Keywords: Primary care, liver fibrosis, survey, chronic liver disease, NAFLD
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Evaluation de la perception des maladies chroniques du foie chez les

médecins généralistes et les diabétologues en France

Introduction : Les maladies chroniques du foie (MCF) sont diagnostiquées au stade de
complication (cirrhose décompensée ou carcinome hépatocellulaire) dans plus de 70% des cas
avec un pronostic péjoratif. Un dépistage précoce permettrait d’améliorer le pronostic de ces
maladies. Les médecins généralistes (MG) et les diabétologues sont en premieére ligne pour le
dépistage en soins primaires. L'objectif de cette étude était d’évaluer la perception et les

pratiques des MG et des diabétologues concernant les MCF.

Matériels et méthodes : Un questionnaire a été envoyé par email aux MG des régions Ouest
et Sud de la France et aux diabétologues appartenant a la société francophone du diabete. Le
guestionnaire comprenait 6 questions portant sur les caractéristiques des participants et 17

guestions sur la perception et la prise en charge des MCF.

Résultats : Parmi les 3647 MG et 1035 diabétologues contactés, 678 questionnaires ont été
complétés (500 MG et 178 diabétologues). L'age médian était de 49 ans (39-59). La prévalence
des MCF était sous-estimée par les MG. Plus de 75% des participants ont déclaré qu'ils
n'étaient pas suffisamment formés sur les nouveautés concernant la prise en charge des MCF.
Pour le suivi des MCF, les marqueurs d’inflammation hépatique (transaminases, gamma-GT)
étaient réalisés systématiquement tandis que les marqueurs de sévérité hépatique (taux de
prothrombine, albumine et bilirubine) étaient prescrits par moins de 50% des participants. Les
tests non invasifs d’évaluation de la fibrose hépatique étaient connus pour 73,6% des MG et
97,2% des DT (p<0,0001) et le FibroScan® et le Fibrotest® étaient les tests les plus connus.

Presque tous les participants étaient motivés pour prescrire ces tests en pratique clinique.

Conclusion : Les connaissances et pratiques des MCF étaient perfectibles. En soins primaires,
des formations de remise a niveau ainsi que la création de parcours-patients utilisant des tests
non invasifs de fibrose hépatique (NIT) permettraient d'améliorer la détection précoce et

I'orientation des patients vers le spécialiste.
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Abstract:

Backgrounds and aims: In France, cirrhosis and hepatocellular carcinoma (HCC) are
respectively responsible for 8,000 and 9,000 deaths each year. The early identification of
patients, to be referred to the liver specialist, is crucial to prevent the development of
cirrhosis. The aim of this study was to assess the perception and practices of primary care

practitioners regarding chronic liver diseases (CLD).

Material and methods: A survey was sent, by email, to general practioners (GPs) from two
regions of France (South and West) and to diabetologists registered to Francophone society
of diabetes. The questionnaire was divided into two parts, the first on participant

characteristics and the second on the perception and management of CLD.

Results: Among the 3,647 GPs and 1,035 diabetologists contacted, 678 questionnaires were
received (500 GPs and 178 diabetologists), with a participation rate of 14.5%. The median age
was 49 (39-59) years. Almost participants reported that they were insufficiently informed
about new developments in the management of CLD. Prevalence and severity of CLD were
underestimated. Biological evaluation of patients included systematically liver injury markers
but liver severity markers in only 50 % of cases. Non-invasive tests are known by 97.2% of
diabetologists and 73.6% of GPs (p<0.0001). Most physicians were interested in the use of

simple non-invasive liver fibrosis tests in practice.

Conclusion: The GPs and diabetologists are at the forefront of screening for CLD. Refresher

training and patient pathways using non-invasive liver fibrosis tests (NIT) should be organized

to improve early detection and referral.
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Introduction:

Cirrhosis and hepatocellular carcinoma (HCC) are respectively responsible for 1,250,000 and
830,000 deaths worldwide each year, making them the 11™ and 16™ leading causes of death
[1]. In France, cirrhosis and HCC are respectively responsible for 8,000 and 9,000 deaths each
year. A major issue in the management of these patients is the too late diagnosis in most of
the cases: at the time of their diagnosis, 75% of cirrhosis are already decompensated and 78%
of HCC are already at the palliative stage, both being associated with a poor short-term
prognosis (median survival <2 years) [2,3]. Non-alcoholic fatty liver disease (NAFLD) is the
most common cause of chronic liver disease (CLD) with a prevalence of 23.71% in Europe [4]
and 18.2% in France [5]. This prevalence reaches, in type 2 diabetic subjects, to 68% in Europe
[6] and 62.4% in France [5]. In France, 23.6% of 18-75 years exceeded the alcohol consumption
benchmarks in 2017. The number of hepatitis C virus (HCV) infection was estimated to be
100,000 in 2020.

Identifying patients before cirrhosis and complications is crucial. The main objective of early
intervention by a liver specialist is to prevent the development of cirrhosis. Treatments are
available to cure hepatitis C with a direct acting antiviral [7]. Treatments will soon be available
for NAFLD [8,9]. Biological tests, viral serologies or abdominal ultrasound are tools for the
early diagnosis of CLD. In patients with risk factors, simple non-invasive liver fibrosis tests (NIT)
such as Fibrosis-4 (FIB4) can be used to screen patients with advanced liver fibrosis [10]. In
this context, screening for CLD relies on primary care: general practioners (GP) but also
diabetologists, as NAFLD has a very high prevalence in this population.

Effective screening requires awareness of liver diseases by primary care physicians and
knowledge of NIT. However, the current state of knowledge of GPs and diabetologists in
France on CLD is not known.

The aim of this study was therefore to evaluate the perception and practices of French GPs

and diabetologists in primary care regarding CLD.
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Materials and methods

Participants

We conducted a prospective observational study, which has evaluated the perception of CLD
in primary care in France through a questionnaire. The questionnaire was sent by email to
French diabetologists and GPs. Two reminder emails were sent to all participants two weeks
apart. Data were collected two weeks after the last mailing. All email invitations had exactly
the same cover letter introducing the investigators and describing the study concept (Annexe
1). Validation of the questionnaire was associated with consent to participate in the study.
All diabetologists registered to the Francophone society of diabetes (SFD) were invited to
complete the questionnaire. The first email was sent in March 2020, but the 2 reminders were
sent in autumn 2020 due to COVID-19.

GPs from two French regions were selected. From October to December 2019, GPs from 3
administrative departments of the West of France (Maine et Loire, Mayenne and Sarthe) were
invited by emails to complete the questionnaire. From September to October 2020, GPs from
3 administrative departments of the South of France (Alpes Maritimes, Var and Corse) were
invited by emails to complete the questionnaire. The departmental council of the Mayenne
Order of Physicians sent the questionnaire to all general practitioners in this department. For
the other departments, mailing lists from secure e-mail addresses enabled generalized

mailings.

The survey

The questionnaire was composed of 17 questions including 10 multiple-choice questions, 4
single-answer questions and 3 open-answer questions (Annexe 2). The participants were
obliged not to leave any questions unanswered.

The questionnaire was divided in two sections. First part listed characteristics of the
participants: age, sex, structure of practice, geographical area and administrative department
of practice, and duration of medical practice. Second part assessed the perception and
management of CLD through epidemiology, clinical impact, follow-up, knowledge and use of

NIT. Correct responses were determined by a consensus of hepatologists (AL, CMC, JB).
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Chronic Liver Disease Awareness Score

Based on the selected data from the questionnaire, a 10-point score was created assessing
physicians' knowledge of CLD. Each medical knowledge counted for one point. The answers
were preferably based on French recommendations according to the Haute Autorité de Santé
(HAS, National Health Committee) or the Association francaise pour I'étude du foie (AFEF,
French Society for the Study of the Liver). The physicians were classified according to the
number of points: physician aware of CLD if = 6 points and physician not aware of CLD if < 6
points. Data on the characteristics of the physicians made it possible to define the profile of
the individual with an awareness of CLD. Details of the awareness Score are provided in

additional data (supplementary table 1).

Data analysis

Continuous variables were expressed as median with first and third quartiles and compared
by using the Mann-Whitney test. Categorical variables were expressed as percentages and
compared by using the Chi-square test. A logistic regression was performed to find
independent parameters associated with physician aware of CLD (Score = 6 points). Statistical

analyses were performed by using SPSS version 18.0 software (IBM, Armonk, NY).
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Results

Characteristics of participants

On 1 February 2021, 6,419 GPs were active: 2,264 in the western part of France and 4,155 in
the southern part of France. A total of 3,647 GPs (57%) was contacted by mail to answer the
questionnaire and 500 responses were received (participation rate of 13.7%): 241/1,514
questionnaires from Western part of France and 259/2,133 questionnaires from Southern part
of France (participation rate: 15.9% and 12.1%, respectively). The 1,035 members of SFD were
contacted by email to answer the questionnaire and 178 responses were received (response

rate of 17.2%).

Among the 678 participants, 50.6% were male (table 1). The median age was 49 [39-59] years
without difference between GPs and diabetologists. Duration of medical experience was less
than 10 years for 25.7% of participants, between 10 and 20 years for 24.3%, between 20 and
30 years for 25.1% and more than 30 years for 24.9%. Diabetologist worked more frequently
in hospitals (68.6%) than in private practice (25.3%). No information was obtained concerning

the geographical area of practice.

Among the 500 GPs, the median age was 49 [38-59] years and West GPs were younger than
South GPs (p=0.015). The practice structure was different in the 2 regions of France: 85.1% of
West GPs were in a group practice/health house whereas 41% of South GPs were alone in a
practice (p<0.0001). South GPs worked in cities for 54.8% of them and only 16.6% worked in

rural areas while 29.5% of West GPs worked in cities and 40.6% in rural areas.
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Table 1: characteristics of the participants according to speciality

All Diabetologist GP p? West South p°
GP GP
Number of 678 178 500 - 241 259 -
participants (n)
Male gender (%) 50.6 33.7 56.6 <0.0001 56.4 56.8 0.942
Age (years) 49 51 49 0,355 46 51 0.015
[39-59] [41-59] [38-59] [36-58]  [41-60]
Exercise structure
(%) <0.0001 <0.0001
Private alone 22.9 12.4 26.6 11.2 40.9
Group practice 41.3 11.2 52 52.7 51.4
Health house 13.6 1.7 17.8 32.4 4.2
University 9.4 36 0 0 0
hospital
General 9.1 32.6 0.8 1.2 0.4
hospital
other 3.7 6.1 2.8 2.5 3.1
Geographical area
of practice (%) <0.0001 <0.0001
Urban 314 42.6 29.5 54.8
Semi-urban 21.5 29.2 29.9 28.6
Rural 20.8 28.2 40.6 16.6
Missing data 26.3 100 0 0 0
Medical practice
(%) <0.0001 <0.0001
< 5years 9 9 9 5.8 12
5to 10 years 16.7 10.1 19 27.8 10.7
10 to 20 years 24.3 23 24.8 26.6 23.2
20 to 30 years 25.1 28.1 24 18.6 29
> 30 years 24.9 29.8 23.2 21.2 25.1

GP = general practioners; p?: diabetologist versus GP; p°: West GP versus South GP.
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Awareness of the burden of CLD

Most participants reported that they were insufficient informed about new developments in
the management of CLD without difference between GPs and diabetologists (supplementary
table 2). The prevalence of CLD was underestimated at 5% or less for 64.4% of GPs, while
70.8% of diabetologists correctly estimated the prevalence at over 20%. The diagnosis of
cirrhosis at complication stage were estimated at more than 40% in only 1/3 of participants
and the diagnosis of HCC at palliative stage were underestimated at 40% or less in 54% of

participants without difference between GPs and diabetologists.

Overall, a high proportion of participants considered correctly the prevalence of NAFLD had
increased (96.1% for diabetologists, 86.7% for West GPs and 79.2% for South GPs with
p<0.0001) and 1.6% considered that prevalence of NAFLD had decreased in the last decade.
Only 12.4% of participants considered that prevalence of alcohol related liver disease
decreasing, whereas 59.9% and 27.7% has overestimated that prevalence was stable or
increase, respectively. GPs erroneously considered alcohol disease to be increasing more
frequently (31.6%) compared to diabetologists (16.9%), p<0.0001. Regarding the evolution of
HCV prevalence over the last 10 years, 47.2% of the participants correctly considered that it

was decreasing, 44.5% that it was stable and 10% that it had increased.

Patient management in clinical practice

Biological evaluation of patients with CLD included transaminases and gamma-GT in more
than 92% of cases (figure 1). In contrast, albumin, prothrombin time and bilirubin were
requested in only 44%, 35% and 52% of cases, respectively. Bilirubin and prothrombin time

were more often requested by GPs than diabetologists (p< 0.0001 for both).
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Prescription of biological parameter (%)
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Figure 1: Biological parameters prescribed for monitoring chronic liver disease. # means

p<0.05 between diabetologists and general practioners. * means p<0.05 between South and

West general practioners.

Compared to diabetologist, GPs initiated liver monitoring more often in case of alcoholic

consumption, asthenia and cardiovascular diseases. Diabetic patients had systematically

hepatic biological monitoring by diabetologist (figure 2).
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Figure 2: Indications requiring hepatic biological monitoring in diabetologists, West and

South general practioners. # means p<0.05 between diabetologists and general practioners.

* means p<0.05 between South and West general practioners.
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Overall, 30% (10-60) of patients with liver abnormalities were referred to a specialist (20%
(10-50) for endocrinologist vs 30% (10-60) for GPs, p=0.055). GPs referred more often to
hepato-gastroenterologist in case of biological abnormalities than diabetologist (figure 3).

Only 6.8% patients with risk factor were referred to gastroenterologist.
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Figure 3: Percentage of patients referred to the gastroenterologist according to criteria in
diabetologists, West and South general practioners. Risk factor was defined as “as soon as
there is a risk factor (excessive alcohol consumption, obesity...) whatever the result of
additional tests (liver biology, ultrasound...).” # means p<0.05 between diabetologists and

general practioners. * means p<0.05 between South and West general practioners.

NIT are known by 73.6% of GPs and 97.2% of diabetologists (p<0,0001). Elastography with

Fibroscan® was the most famous test followed by Fibrotest® (figure 4).
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Figure 4: Percentage of knowledge of different non-invasive liver fibrosis tests in
diabetologists, West and South general practioners who are aware of non-invasive tests.
# means p<0.05 between diabetologists and general practioners. * means p<0.05 between

South and West general practioners.

Almost physicians were interested in the use of FIB4 and easy Liver Fibrosis Test (eLIFT) in
practice (93.3% of diabetologists and 86.4% in GPs, p=0.015) (Annexe 3 for more information
about FIB4 and eLIFT). eLIFT was preferred to FIB4 in GPs (59.2% for eLIFT and 40.8% for FIB4)
whereas FIB4 was preferred in diabetologists (59% for FIB4 and 41% for eLIFT).

Participants were questioned about HCV screening and management. A majority of
diabetologists (59%) and 43.8% of GPs referred patients to hepato-gastroenterologist. West
GPs favored screening in case of risk factor whereas South GPs favored systematic screening.
A minority of GPs (20.8%) agreed to initiate HCV treatment without difference between the

region.

Chronic Liver Disease Awareness Score

Median CLD awareness score was 5 (4-6) for diabetologists and 4 (3-5) for GPs (p<0.0001).
Diabetologists had better results than GPs concerning the prevalence, the frequency and
evolution of CLD (supplementary table 3). The detail of score results was detailed in figure 5.
A young age, a short duration of medical practice, a hospital work structure and the diabetes

speciality were associated with a good awareness score in univariate analysis. In multivariate
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analysis, a good awareness score was associated with a young age, a hospital work structure

and the diabetes speciality.
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Figure 5: Awareness score according to diabetologist, west general practioners and South

general practioners.
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Discussion:
GPs and diabetologists have a crucial role in the early diagnosis of CLD. However, screening is
only possible if the physician is familiar with these diseases. The current study was designed

to assess the perception and practices of CLD by 500 GPs and 178 diabetologists in France.

The first finding was that there was room for improvement in knowledge about CLD. Our
study showed that only 21.8% of the physicians felt sufficiently informed about news
concerning CLD. The prevalence of CLD, decompensated cirrhosis and palliative HCC was more
underestimated by GPs than by diabetologists. The diabetologists and younger physicians had
better knowledge than GPs and older physicians, respectively. Not surprisingly, younger
doctors with a diabetes speciality, demonstrated good awareness of CLD in multivariate
analysis. The better results from diabetologists could be explained by the fact that diabetes is
closely related to NAFLD, the main CLD, since 62.4% of diabetic patients have NAFLD [5]. In
addition, GPs have a much wider range of skills to acquire, including the screening for chronic
diseases in all specialities. Other surveys showed, like ours, the lack of knowledge about
NAFLD in GPs and diabetologists [11,12]. The decrease in knowledge with age could be
explained by the fact that physicians over 50 years had no learned on the faculty benches
NAFLD, because it is a "young" disease. Its first description was made in 1980 by Ludwig et al.
[13] and until 2000, less than 10 publications per year were referenced on PUBMED. To
improve knowledge, continuing medical education (CME) is of paramount importance. In
France, CME is deontologically mandatory (Article 11 of the French medical code of ethics)
and legally required since 2004. It aims to adapt medical practices to validated scientific data
and technological and therapeutic advances in order to provide patients with the best care at
the best cost and to maintain the competence and professional expertise of the medical
profession. An ltalian study showed the improvement of GPs' knowledge on NAFLD after a

tailored workshop [14].

Secondly, this study provided insight into the prescribing and monitoring patterns in
primary care. All physicians prescribed biological tests assessing liver inflammation
(transaminases, gamma-GT), while tests of the severity of liver injury were much less
prescribed (prothrombin time, albumin, bilirubin, platelets). GPs more frequently prescribed

tests assessing the severity of liver injury. Severity can also be assessed by NIT. Among simple
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blood tests, FIB4 [15] and eLIFT [16] have been evaluated in NAFLD. These tests include
markers of liver severity (platelets and prothrombin time) and are used to screen for advanced
liver fibrosis. Besides, 88% of physicians agreed to use these tests in clinical practice in our
study. Liver specialists should therefore train primary care physicians in the use of NIT in
clinical practice to assess the degree of fibrosis, to refer patients with advanced fibrosis and

to familiarize them with the prescription of liver severity markers.

In order to simplify and rationalize patient management, patient pathways should be
developed. Given the high prevalence of CLD in the general population (18.6% of NAFLD in
France, 8% of alcohol use disorder in French adults), GPs needs to stratify patients [5,17]. Liver
fibrosis severity is the key determinant of liver-related outcomes in NAFLD and other liver
diseases [18—20]. Accurate fibrosis assessment in primary care was limited by a reliance on
liver tests, which correlated poorly with fibrosis [21]. The ease of use of simple blood NIT, like
FIB4 or eLIFT (head calculation or smartphone application for calculation, or even more
recently, automated calculation by medical analysis laboratories) would allow their routine
use in primary care. When the test is negative (FIB4 <1.30 or eLIFT < 8), the risk of advanced
liver fibrosis is very low (very good negative predictive value). On the other hand, the tests are
positive in a large number of patients (27% of the population), the majority of whom do not
have advanced liver fibrosis (low sensitivity) [22]. Referring all patients with simple positive
blood tests would be very costly and impossible to manage for specialists (in terms of
consultation availability). A specialized 2nd line test should be prescribed, by primary care, to
refine the diagnosis, as recommended by the AFEF [23]. A British study showed, in primary
care, that performing a FIB4 and then a specialized blood test (Enhanced Liver Fibrosis, ELF)
when FIB4 >1.30 before referring the patient to the hepatologist reduced unnecessary
referrals by 80% and greatly improved the detection of cases of advanced fibrosis and cirrhosis
[24]. Two-step pathways to diagnose patients with advanced liver fibrosis has been proposed
by Boursier et al. based on FIB4 and FibroMeterVCTE [15] and by Castera et al. based on FIB4
and Fibroscan® [25]. Recently, 2 studies showed that NIT also had ability to predict severe liver
related outcomes [26,27]. NIT could be valuable tools for stratifying patients with higher risk
of complication. The final obstacle is the cost of carrying out specialized tests which, for the

moment, are only reimbursed by social security for viral hepatitis. Given the similarity of their
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performance in alcoholic diseases and NAFLD, reimbursement is expected soon (application

for reimbursement submitted to the HAS in 2020).

In conclusion, primary care physicians did not feel sufficiently informed about CLD and their
knowledges were perfectible. The management of patients relies on screening for liver
fibrosis, the major prognostic factor. Almost all primary care physicians would agree to use
NIT in routine. Patient pathways from primary care to liver specialists and CME on CLD are

future challenges to improve prognosis of CLD.
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Supplementary table 1: Details of each point of the test with correct answers and references.

Correct answers

Wrong answers

Justification

Q1 Prevalence of CLD

Q2 Prevalence of
decompensated
cirrhosis

Q3 Prevalence of
palliative HCC

Q4 Content of the liver

test

Q5 Rhythm of
monitoring of liver
function tests

Q6 Knowledge of non-
invasive tests

Q7 Frequency of CLD

Q8 Trends in alcohol-
related diseases

Q9 Trends in HCV
Q10 Trends in NAFLD

20% or 30%

60% or 80%

60 %

ASAT and ALAT and
Gamma-GT and platelets
and PT and albumin

Every year

Yes

Alcohol and NAFLD the 2

mains CLD

decreased

Decreased

increased

<5%, 5%, 10%

20% or 40% or 100%

20% or 40% or 80% or
100%
As soon as one of the

variables is missing

Every 3 months, every 6
months, every 2 years,
every 3 years

no

Other (HBV, HCV,
hemochromatosis)

Stable or increased

Stable or increased

Stable or decreased

Nabi Gastroenterology 2020;
Sheron J hepatol 2015
Fialla Scand J of Gastroenterol

2012

Goutté J hepatol 2017

HAS surveillance cirrhose 2008

HAS surveillance cirrhose 2008

HAS diagnostic de cirrhose

2008

Blachier J hepatol 2013; Nabi
Gastro 2020

Sheron J hepatol 2015

European Lancet gastro 2017

Nabi Gastro 2020; Younossi

Hepatology 2019

HCC= Hepatocellular Carcinoma; CLD= Chronic Liver Disease, HBV= Hepatitis B Virus; HCV= Hepatitis C

Virus; PT= prothrombin Time; NAFLD= Non-Alcoholic Fatty Liver Disease
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Supplementary Table 2: theoretical knowledge of participants according to specialty and location

Diabetologists GPs p? West South p?
GPs GPs
Sufficient knowledge about
chronic liver disease (%) 24.7 20.8 0.277 18.3 23.2 -
Estimated prevalence of
chronic liver disease (%) <0.0001 0.173
<5% 1.7 31 27 34.7
5% 9.6 334 32.4 34.4
10 % 18 26 30.7 21.6
20% 29.8 6 6.6 5.4
30% 21.9 2.2 1.7 2.7
>30% 19.1 1.4 1.7 1.2
Alcohol evolution during last
decade (%) <0.0001 0.135
decrease 18 10.4 11.6 9.3
stable 65.2 58 61 55.2
increase 16.9 31.6 27.4 35.5
NAFLD evolution during last
decade (%) <0.0001 0.026
decrease 2.2 1.6 2.1 1.2
stable 1.7 15.6 11,2 19.7
increase 96.1 82.8 86.7 79.2
Hepatitis C evolution during
last decade (%) 0.002 0.100
decrease 57.3 43.6 39.4 47.5
stable 38.8 46.6 48.5 44.8
increase 39 9.8 12 7.7

GP = general practioner; p?: diabetologists versus GPs; p?: West GPs versus South GPs.
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Supplementary table 3: percentage of correct answers for each question according to the type of

physician

Diabetologists GPs p? West South pb

GPs GPs

Number of participants (n) 178 500 241 259
Q1 Prevalence of CLD (%) 51.7 8.2 <0.0001 8.3 8.1 0.938
Q2 Prevalence of 26.4 33.8 0.069 36.1 31.7 NA
decompensated cirrhosis (%)
Q3 Prevalence of palliative 28.7 30.2 0.698 27.4 32.8 NA
hepatocellular carcinoma (%)
Q4 Content of the liver test 14 19.0 0.137 15.8 22.0 NA
(%)
Q5 Rhythm of monitoring of  50.6 43.4 0.099 54.4 33.2 <0.0001
liver function tests (%)
Q6 Knowledge of non- 97.2 73.6 <0.0001 75.5 71.8 0.348
invasive tests (%)
Q7 Frequency of CLD (%) 75.3 63.0 0.003 72.2 54.4 <0.0001
Q8 Trends in alcohol-related 18 10.4 0.008 11.6 9.3 0.389
diseases (%)
Q9 Trends in hepatitis C (%) 57.3 43.6 0.002 39.4 47.5 0.069
Q10 Trends in NAFLD (%) 96.1 82.8 <0.0001 86.7 79.2 0.025
Total Score 5 (4-6) 4(3-5) <0.0001 4 (3-5) 4 (3-5) 0.131

p?: diabetologists versus GPs; p®: west GPs versus South GPs. CLD= chronic liver disease; NAFLD= non-

alcoholic liver disease; GP= general practioner
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Annexe 1 : lettre de couverture du mail accompagnant le questionnaire.

Madame, Monsieur,

Les maladies chroniques du foie peuvent évoluer jusqu’au stade de cirrhose et de cancer du
foie. Elles sont responsables de 17 000 déces par an en France. De nouveaux traitements tres

efficaces sont désormais disponibles et d’autres vont trés prochainement le devenir.
Dans le cadre de mon travail de thése d’exercice de médecine générale, je vous sollicite pour
répondre a un questionnaire de 17 QCM afin d’évaluer la perception des maladies chroniques

du foie en soins primaires.

Répondre a ce questionnaire ne vous prendra pas plus de 5 minutes.

Je vous remercie par avance pour votre participation !!

Pour le questionnaire c'est par ICI !

Cordialement,

Julie BRISSEAU, interne des hépitaux de Nice

Dr Clémence CANIVET, CCA hépato-gastro-entérologie, directrice de thése
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Annexe 2 : ensemble des questions du questionnaire

A PROPOS DE VOUS

A. Vous étes

Une femme

Un homme

B. Dans quelle structure exercez-vous ?

En cabinet, seul
En cabinet de groupe
Maison de santé pluridisciplinaire

Autre (précisez) :

C. Dans quelle zone géographique exercez-vous ?

Rural
Semi-urbain

Urbain

D. Dans quel département exercez-vous ?

E. Quelle est votre année de naissance ?

F. Depuis combien de temps exercez-vous la Médecine ?

Moins de 5 ans
5a10ans

10a 20 ans
20a30ans
Plus de 30 ans
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QUESTIONNAIRE

1) A combien estimez-vous la prévalence des maladies chroniques du foie dans votre

patientele ?

e <5%
o 5%

e 10%
o 20%
o 30%

2) Les maladies chroniques du foie peuvent évoluer jusqu’au stade de cirrhose.
Initialement, la cirrhose est dite « compensée », puis surviennent ensuite les
complications (« cirrhose décompensée » avec ascite, ictére, encéphalopathie
hépatique, hémorragie digestive par rupture de varice cesophagienne, ou carcinome
hépatocellulaire). A votre avis, quel est le taux de cirrhoses révélées par une
complication, c’est-a-dire le taux de cirrhoses diagnostiquées d’emblée au stade de
décompensation ?

o 20%
o 40%
e 60%
e 80%
e 100%

3) Selon votre estimation, quel est le taux de patients cirrhotique dans votre patientele

(indiquez un chiffre de 0 a 100%, prenez en compte les cirrhoses compensées + les

cirrhoses décompensées)
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4) Les cancers primitifs du foie (carcinome hépatocellulaire) peu évolués peuvent
bénéficier d’'un traitement curatif (chirurgie, radiofréquence, transplantation
hépatique), alors que les cancers plus évolués ne relévent que de traitements palliatifs
(chimio-embolisation, chimiothérapie, radiothérapie). A votre avis, quel est le taux de
carcinomes hépatocellulaires diagnostiqués trop tardivement, c’est-a-dire

diagnostiqués d’emblée au stade palliatif ?

o 20%
o 40%
o 60%
o 80%
e 100%

5) Parmi les situations suivantes, indiquez pour lesquelles vous instaurez un suivi
biologique hépatique régulier ? (Cocher la ou les cases correspondantes)
e FEthylisme chronique
® Asthénie
e Diabéte de type 2
e Surpoids/obésité

e Maladies cardiovasculaires

6) Pour ce suivi hépatique régulier, gu’incluez-vous alors dans votre bilan biologique
hépatique ? (Cocher la ou les cases correspondantes)
e ASAT
e ALAT
e Gamma-GT
e Phosphatases alcalines
e Bilirubine
e Plaquettes
e TP

e Albumine
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7) A quel rythme effectuez-vous ce suivi biologique hépatique ?

Tous les 3 mois
Tous les 6 mois
Tous les ans
Tous les 2 ans

Tous les 3 ans

8) Dans votre pratique actuelle, sur quels arguments décidez-vous d’adresser un patient

en consultation spécialisée d’hépato-gastro-entérologie ? (Cocher la ou les cases

correspondantes)

Dés qu’il existe un facteur de risque (consommation excessive d’alcool,
obésité...) quel que soit le résultat des examens complémentaires (biologique
hépatique, échographie...)

Stéatose hépatique a I’échographie hépatique

Elévation persistante de la gamma-GT

Elévation persistante des transaminases

Elévation persistante de la ferritinémie

Autre (précisez) :

9) Quel est le taux de patients avec anomalie hépatique (biologie, échographie) que vous

estimez adresser a I’hépato-gastroentérologue dans votre pratique ? (Indiquez un

chiffre de 0 a 100%)

10) Connaissez-vous les tests non invasifs de fibrose hépatique ?

Non

Oui

11) Si oui, lesquels ? (Réponse libre)

12) Les tests non invasifs de fibrose permettent d’évaluer le degré de fibrose hépatique

dans les maladies chroniques du foie. Leur intérét est donc d’identifier précocement

les patients qui développent une forme avancée de maladie hépatique alors qu’ils sont
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encore asymptomatiques. Voici deux tests sanguins de fibrose, simple a réaliser en

pratique clinique : le FIB4 et le eLIFT.

Le eLIFT est calculé de téte, sans besoin d’un
calculateur, a l'aide de points attribués a

chaque variable.

elLIFT POINTS

Age 240 ans 3
Sexe masculin 1
ASAT * 35-69 2
(UI/L) * 270 4
GGT * 35-89 1
(UI/L) « 290 2
Plaguettes * 170-249 1
(G/L) .« <170 4
* 84-96 2

TP (9
(%) e <84 4

Un résultat 28 témoigne d’un risque de fibrose

hépatique avancée avec nécessité

d’explorations spécialisées.

Le FIB4 nécessite un calcul informatique :

Age (années) x ASAT (Ul/1)
Plaquettes (G/I) x VALAT (Ul/1)

FIB4 =

Des calculateurs gratuits sont disponibles sur
le web (exemple :

https://www.hepatitisc.uw.edu/page/clinical

-calculators/fib-4).

Un résultat 21,30 témoigne d’un risque de
fibrose hépatique avancée avec nécessité

d’explorations spécialisées.

Parmi ces deux tests non invasifs de fibrose, lequel préféreriez-vous utiliser dans votre

pratique clinique ?
e FIB4
e elIFT

13) Seriez-vous prét a utiliser ce type de test pour évaluer la sévérité de l'atteinte

hépatique chez vos patients alcooliques ou obéses ?

e Qui, et je déciderai en fonction du résultat d’adresser le patient a I’hépato-

gastro-entérologue

e Non, c’est a I'hépato-gastro-entérologue d’évaluer la sévérité des maladies

chroniques du foie chez tous les patients concernés
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14) Classez de 1 a 5 ces causes de maladies chroniques du foie, selon votre avis de la plus
fréquente (numéro 1) a la moins fréquente (numéro 5)
e Alcool :
e Hépatite chronique B :
e Hépatite chronique C:
e Hémochromatose :

e Stéatose hépatique non alcoolique (NAFLD/NASH) :

15) Dans votre patientéle, quelle évolution constatez-vous pour ces cing causes de
maladies chroniques du foie lors de ces 10 dernieres années ?
Pour chaque proposition, notez : A (augmentation), S (stabilité), ou D (diminution) ?
e Alcool :
e Hépatite chronique B :
e Hépatite chronique C:
e Hémochromatose :

e Stéatose hépatique non alcoolique (NAFLD/NASH) :

16) Vous sentez-vous suffisamment informé sur les dernieres nouveautés concernant la
prise en charge des maladies chroniques du foie ?
e Qui

e Non

17) Depuis 2019, la prise en charge de I'hépatite C chronique a été considérablement
simplifiée avec des traitements tres efficaces (un comprimé par jour, 12 semaines de
traitement, trés peu d’effet secondaire, >95% de guérison). Le traitement antiviral
peut étre désormais prescrit par les médecins généralistes si les tests sanguins de
fibrose spécialisés (FibroMetre, Fibrotest) indiquent I'absence de fibrose hépatique
sévere. Cela va-t-il modifier vos pratiques ? (Cocher la ou les cases correspondantes)

e Non, je ne modifierai pas ma pratique actuelle
e Non, la prise en charge de I'hépatite C chronique est I'affaire des hépato-

gastro-entérologues
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e Qui, je vais désormais dépister I'hépatite chronique C dans ma patientéle
(prescription d’une sérologie), de facon systématique chez tous les patients

e Qui, je vais désormais dépister I'hépatite chronique C dans ma patientéle
(prescription d’une sérologie), mais seulement chez les patients ayant des
facteurs de risque (antécédent de transfusion, toxicomanie IV...)

e Qui, et dans le cadre des nouvelles recommandations j'envisage de traiter moi-

méme les patients avec une hépatite chronique C

Si vous souhaitez recevoir les réponses au questionnaire et étre informé du résultat de notre

thése, vous pouvez renseigner votre adresse mail dans le champ suivant : ... .

Merci pour votre participation.
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Annexe 3 : Détails sur les 2 tests simples d’évaluation de la fibrose hépatique : Fibrosis-4 (FIB4)

et easy liver fibrosis test (eLIFT)

Le FIB4 est basé sur I'age, le taux de plaquettes et les transaminases (ASAT et ALAT) du patient.
Il nécessite un calcul informatique (pour lequel plusieurs calculateurs gratuits sont disponibles
en ligne). Un résultat > 1,30 témoigne d’un risque de fibrose hépatique avancée avec nécessité

d’explorations spécialisées.

Age (years) AST Level (U/L)

ALT (U/L)
X

Figure : Formule de calcul du FIB4

FIB-4 = Platelet Count (10°/L)

LeLIFT est calculé de téte. Le score correspond a la somme des points attribués a chacune des
6 variables (age, sexe, gamma-GT, ASAT, taux de prothrombine, taux de plaquettes). Un

résultat > 8 témoigne d’un risque de fibrose hépatique avancée avec nécessité d’explorations

eLIFT POINTS

spécialisées.

Age 240 ans 3
Sexe masculin 1
ASAT * 35-69 2
(UI/L) « 270 4
GGT * 35-89 1
(UI/L) « 290 2
Plaguettes * 170- 249 1
(G/L) « <170 4
* 84-96 2

TP (9
(%) e <84 4

Tableau : Variables prises en compte dans le calcul de I'eLIFT

43



Serment d’Hippocrate

“Au moment d’étre admise a exercer la médecine, je promets et je jure d’étre fidéle aux lois

de I’honneur et de la probité.

Mon premier souci sera de rétablir, de préserver ou de promouvoir la santé dans tous ses

éléments, physiques et mentaux, individuels et sociaux.

Je respecterai toutes les personnes, leur autonomie et leur volonté, sans aucune
discrimination selon leur état ou leurs convictions. J'interviendrai pour les protéger si elles
sont affaiblies, vulnérables ou menacées dans leur intégrité ou leur dignité. Méme sous la

contrainte, je ne ferai pas usage de mes connaissances contre les lois de I’humanité.

J'informerai les patients des décisions envisagées, de leurs raisons et de leurs conséquences.
Je ne tromperai jamais leur confiance et n’exploiterai pas le pouvoir hérité des circonstances

pour forcer les consciences.

Je donnerai mes soins a I'indigent et a quiconque me les demandera. Je ne me laisserai pas
influencer par la soif du gain ou la recherche de la gloire.

Admis(e) dans I'intimité des personnes, je tairai les secrets qui me seront confiés. Recu(e) a

l'intérieur des maisons, je respecterai les secrets des foyers et ma conduite ne servira pas a

corrompre les meeurs.

Je ferai tout pour soulager les souffrances. Je ne prolongerai pas abusivement les agonies. Je

ne provoquerai jamais la mort délibérément.

Je préserverai I'indépendance nécessaire a I’'accomplissement de ma mission. Je
n’entreprendrai rien qui dépasse mes compétences. Je les entretiendrai et les perfectionnerai

pour assurer au mieux les services qui me seront demandés.

J'apporterai mon aide a mes confréres ainsi qu’a leurs familles dans I'adversité.
Que les hommes et mes confréres m’accordent leur estime si je suis fidéle a mes promesses ;

que je sois déshonorée et méprisée si j’'y manque.”
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Evaluation de la perception des maladies chroniques du foie chez les

médecins généralistes et les diabétologues en France

Introduction : Les maladies chroniques du foie (MCF) sont diagnostiquées au stade de
complication (cirrhose décompensée ou carcinome hépatocellulaire) dans plus de 70% des cas
avec un pronostic péjoratif. Un dépistage précoce permettrait d’améliorer le pronostic de ces
maladies. Les médecins généralistes (MG) et les diabétologues sont en premieére ligne pour le
dépistage en soins primaires. L'objectif de cette étude était d’évaluer la perception et les

pratiques des MG et des diabétologues concernant les MCF.

Matériels et méthodes : Un questionnaire a été envoyé par email aux MG des régions Ouest
et Sud de la France et aux diabétologues appartenant a la société francophone du diabete. Le
guestionnaire comprenait 6 questions portant sur les caractéristiques des participants et 17

guestions sur la perception et la prise en charge des MCF.

Résultats : Parmi les 3647 MG et 1035 diabétologues contactés, 678 questionnaires ont été
complétés (500 MG et 178 diabétologues). L'age médian était de 49 ans (39-59). La prévalence
des MCF était sous-estimée par les MG. Plus de 75% des participants ont déclaré qu'ils
n'étaient pas suffisamment formés sur les nouveautés concernant la prise en charge des MCF.
Pour le suivi des MCF, les marqueurs d’inflammation hépatique (transaminases, gamma-GT)
étaient réalisés systématiquement tandis que les marqueurs de sévérité hépatique (taux de
prothrombine, albumine et bilirubine) étaient prescrits par moins de 50% des participants. Les
tests non invasifs d’évaluation de la fibrose hépatique étaient connus pour 73,6% des MG et
97,2% des DT (p<0,0001) et le FibroScan® et le Fibrotest® étaient les tests les plus connus.

Presque tous les participants étaient motivés pour prescrire ces tests en pratique clinique.

Conclusion : Les connaissances et pratiques des MCF étaient perfectibles. En soins primaires,
des formations de remise a niveau ainsi que la création de parcours-patients utilisant des tests
non invasifs de fibrose hépatique (NIT) permettraient d'améliorer la détection précoce et

I'orientation des patients vers le spécialiste.
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