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En hépatologie Rodolphe Sobesky.pdf
•
0 likes•255 views


Centre Hepato-Biliaire / AP-HP Hopital Paul BrousseFollow
Journée Hépatologie 2022Read less

Read more
Health & Medicine




Report
Share








Report
Share



1 of 27Download NowDownload to read offline































































Recommended
Caris Centers of Excellence Virtual Molecular Tumor Board - July 27, 2015
Caris Centers of Excellence Virtual Molecular Tumor Board - July 27, 2015Caris Life Sciences 


Antiangiogenic Therapy in colorectal cancer
Antiangiogenic Therapy in colorectal cancerMohamed Abdulla 


Update on Systemic Therapy for Metastatic Pancreas Adenocarcinoma
Update on Systemic Therapy for Metastatic Pancreas AdenocarcinomaOSUCCC - James 


Everything you need to know about moa of bone targeted agents amgen 2017
Everything you need to know about moa of bone targeted agents amgen 2017Mohamed Abdulla 


FACTORS AFFECTING INITIAL CYCLOSPORINE A LEVEL AND ITS CORRELATION WITH CLINI...
FACTORS AFFECTING INITIAL CYCLOSPORINE A LEVEL AND ITS CORRELATION WITH CLINI...Alok Gupta 


Caris Centers of Excellence Virtual Molecular Tumor Board - November 19, 2015...
Caris Centers of Excellence Virtual Molecular Tumor Board - November 19, 2015...Caris Life Sciences 


Caris Centers of Excellence Virtual Molecular Tumor Board Fox Chase - Jan 26,...
Caris Centers of Excellence Virtual Molecular Tumor Board Fox Chase - Jan 26,...Caris Life Sciences 


Caris Centers of Excellence Virtual Molecular Tumor Board - October 28, 2015 ...
Caris Centers of Excellence Virtual Molecular Tumor Board - October 28, 2015 ...Caris Life Sciences 







More Related Content
What's hot
Caris Centers of Excellence Virtual Molecular Tumor Board - December 23, 2015...
Caris Centers of Excellence Virtual Molecular Tumor Board - December 23, 2015...Caris Life Sciences 



Lupus nephritis
Lupus nephritisAnkur Varshney 



M rcc reempowering an old dogma
M rcc reempowering an old dogmaMohamed Abdulla 



M crc amgen luxor 20 feb 2018 
M crc amgen luxor 20 feb 2018 Mohamed Abdulla 



Journal Club: Daily Corticosteroids Reduce Infection-associated Relapses in F...
Journal Club: Daily Corticosteroids Reduce Infection-associated Relapses in F...Hofstra Northwell School of Medicine 



metastatic colorectal cancer; a new chapter in the story
metastatic colorectal cancer; a new chapter in the storyMohamed Abdulla 



Impact of Tumor Location in CRC on Treatment Decision
Impact of Tumor Location in CRC on Treatment DecisionMohamed Abdulla 



Caris Centers of Excellence Virtual Molecular Tumor Board - June 29, 2015
Caris Centers of Excellence Virtual Molecular Tumor Board - June 29, 2015Caris Life Sciences 



NEJM_Wyles et al 2015
NEJM_Wyles et al 2015Eric A. Hughes 



RECENT ADVANCES IN THE MANAGEMENT OF INFLAMMATORY BOWEL DISEASE
RECENT ADVANCES IN THE MANAGEMENT OF INFLAMMATORY BOWEL DISEASEPARUL UNIVERSITY 



Lancet_Manns et al 2014
Lancet_Manns et al 2014Eric A. Hughes 



JAMA_Poordad et al 2015
JAMA_Poordad et al 2015Eric A. Hughes 



20131222 TASL HBV pre-S deletion mutants and HCC outcomes 
20131222 TASL HBV pre-S deletion mutants and HCC outcomes Chien-Wei Su 



2022 02-20-tassid seminar-5 ASA-mesalazine old drug new tricks-dr tsung-chun ...
2022 02-20-tassid seminar-5 ASA-mesalazine old drug new tricks-dr tsung-chun ...John TC Lee, M.D. 



Caris Centers of Excellence Virtual Molecular Tumor Board - February 23, 2016...
Caris Centers of Excellence Virtual Molecular Tumor Board - February 23, 2016...Caris Life Sciences 



LLA 2011 - B. Cheson - Problems of the design and interpretation of very earl...
LLA 2011 - B. Cheson - Problems of the design and interpretation of very earl...European School of Oncology 



Elderly AML by Mohamad Mohty
Elderly AML by Mohamad Mohtyspa718 



Angelica review paper  presentation
Angelica review paper  presentationangelicagonzalez10 



Ohio State's 2016 ASH Review - ASH Review 2015Acute Leukemias and MDS
Ohio State's 2016 ASH Review - ASH Review 2015Acute Leukemias and MDSOSUCCC - James 



Caris Centers of Excellence Virtual Molecular Tumor Board - August 12, 2015
Caris Centers of Excellence Virtual Molecular Tumor Board - August 12, 2015Caris Life Sciences 





What's hot (20)
Caris Centers of Excellence Virtual Molecular Tumor Board - December 23, 2015...
Caris Centers of Excellence Virtual Molecular Tumor Board - December 23, 2015... 


Lupus nephritis
Lupus nephritis 


M rcc reempowering an old dogma
M rcc reempowering an old dogma 


M crc amgen luxor 20 feb 2018 
M crc amgen luxor 20 feb 2018  


Journal Club: Daily Corticosteroids Reduce Infection-associated Relapses in F...
Journal Club: Daily Corticosteroids Reduce Infection-associated Relapses in F... 


metastatic colorectal cancer; a new chapter in the story
metastatic colorectal cancer; a new chapter in the story 


Impact of Tumor Location in CRC on Treatment Decision
Impact of Tumor Location in CRC on Treatment Decision 


Caris Centers of Excellence Virtual Molecular Tumor Board - June 29, 2015
Caris Centers of Excellence Virtual Molecular Tumor Board - June 29, 2015 


NEJM_Wyles et al 2015
NEJM_Wyles et al 2015 


RECENT ADVANCES IN THE MANAGEMENT OF INFLAMMATORY BOWEL DISEASE
RECENT ADVANCES IN THE MANAGEMENT OF INFLAMMATORY BOWEL DISEASE 


Lancet_Manns et al 2014
Lancet_Manns et al 2014 


JAMA_Poordad et al 2015
JAMA_Poordad et al 2015 


20131222 TASL HBV pre-S deletion mutants and HCC outcomes 
20131222 TASL HBV pre-S deletion mutants and HCC outcomes  


2022 02-20-tassid seminar-5 ASA-mesalazine old drug new tricks-dr tsung-chun ...
2022 02-20-tassid seminar-5 ASA-mesalazine old drug new tricks-dr tsung-chun ... 


Caris Centers of Excellence Virtual Molecular Tumor Board - February 23, 2016...
Caris Centers of Excellence Virtual Molecular Tumor Board - February 23, 2016... 


LLA 2011 - B. Cheson - Problems of the design and interpretation of very earl...
LLA 2011 - B. Cheson - Problems of the design and interpretation of very earl... 


Elderly AML by Mohamad Mohty
Elderly AML by Mohamad Mohty 


Angelica review paper  presentation
Angelica review paper  presentation 


Ohio State's 2016 ASH Review - ASH Review 2015Acute Leukemias and MDS
Ohio State's 2016 ASH Review - ASH Review 2015Acute Leukemias and MDS 


Caris Centers of Excellence Virtual Molecular Tumor Board - August 12, 2015
Caris Centers of Excellence Virtual Molecular Tumor Board - August 12, 2015 
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Clinic, Cleveland (S.D.); the Univ
California, San Diego, School o
BACKGROUND
The prognoses with respect to mortality and hepatic and nonhepatic outcomes
across the histologic spectrum of nonalcoholic fatty liver disease (NAFLD) are not
well defined.
METHODS
We prospectively followed a multicenter patient population that included the full
histologic spectrum of NAFLD. The incidences of death and other outcomes were
compared across baseline histologic characteristics.
RESULTS
A total of 1773 adults with NAFLD were followed for a median of 4 years. All-cause
ABSTR ACT
Prospective Study of Outcomes in Adults
with Nonalcoholic Fatty Liver Disease
Arun J. Sanyal, M.D., Mark L. Van Natta, M.H.S., Jeanne Clark, M.D., M.P.H.,
Brent A. Neuschwander-Tetri, M.D., AnnaMae Diehl, M.D.,
Srinivasan Dasarathy, M.D., Rohit Loomba, M.D., M.H.Sc., Naga Chalasani, M.D.,
Kris Kowdley, M.D., Bilal Hameed, M.D., Laura A. Wilson, Sc.M.,
Katherine P. Yates, Sc.M., Patricia Belt, B.S., Mariana Lazo, M.D., Ph.D.,
David E. Kleiner, M.D., Ph.D., Cynthia Behling, M.D., Ph.D.,
and James Tonascia, Ph.D., for the NASH Clinical Research Network (CRN)*
Original Article
 


	4. Caractéristiques des patients  étudiés avec NAFLD
Sanyal A. N Engl J Med 2021; 385:1559-69
• Etude prospective multicentrique américaine
• 1 773 patients suivis pendant 4 ans en médiane
– Âge 52±12, 64 % femmes
– IMC médian 33 (30-48) kg/m², 40 % > 35 kg/m²
• Documentation histologique systématique
– 167 F4
– 369 F3
– 1 237 F0-F2
Etude histoire naturelle (décès, évènements
liés au foie ou non) comparée selon les
caractéristiques histologiques
 


	5. Incidence des décès  et des complications hépatiques
Sanyal A. N Engl J Med 2021; 385:1559-69
0.32/100
1.76/100
47/1773 décès (3%)
0.86/100
N = 37
 


	6. Histoire naturelle de  la stéatopathie métabolique
Sanyal A. N Engl J Med 2021; 385:1559-69
La présence d’une fibrose avancée est associée fortement aux événements
- hépatiques
- extrahépatiques (diabete type 2, baisse filtration glomérulaire)
 


	7. Francque S. N  Engl J Med 2021; 385:1547-58
Stéatohépatite métabolique (SAF-A≥3)
sans cirrhose (n=247)
Suivi
Lanifibranor 1200 mg/j per os (n=83)
Placebo per os (n=81) Suivi
S24
Lanifibranor 800 mg/j per os (n=83)
Essai de phase 2b : Lanifibranor: agoniste pan-PPAR (per os)
Critères de jugement:
- Diminution ≥2 points de SAF-A sans aggravation de la fibrose (principal)
- Disparition de la stéatohépatite sans aggravation de la fibrose
- Amélioration de la fibrose sans aggravation de la stéatohépatite
- Autres critères composites
The new england
journal of medicine
n engl j med 385;17 nejm.org October 21, 2021 1547
established in 1812 October 21, 2021 vol. 385 no. 17
The authors’ full names, academic de-
grees, and affiliations are listed in the
Appendix. Address reprint requests to
Dr. Francque at Universitair Ziekenhuis
Antwerpen, Drie Eikenstraat 655, 2650,
Edegem, Belgium, or at sven.francque@
uza.be.
*A full list of the investigators in the
NATIVE study group is provided in the
Supplementary Appendix, available at
NEJM.org.
N Engl J Med 2021;385:1547-58.
DOI: 10.1056/NEJMoa2036205
Copyright © 2021 Massachusetts Medical Society.
BACKGROUND
Management of nonalcoholic steatohepatitis (NASH) is an unmet clinical need.
Lanifibranor is a pan-PPAR (peroxisome proliferator–activated receptor) agonist that
modulates key metabolic, inflammatory, and fibrogenic pathways in the patho-
genesis of NASH.
METHODS
In this phase 2b, double-blind, randomized, placebo-controlled trial, patients with
noncirrhotic, highly active NASH were randomly assigned in a 1:1:1 ratio to receive
1200 mg or 800 mg of lanifibranor or placebo once daily for 24 weeks. The pri-
mary end point was a decrease of at least 2 points in the SAF-A score (the activity
part of the Steatosis, Activity, Fibrosis [SAF] scoring system that incorporates
scores for ballooning and inflammation) without worsening of fibrosis; SAF-A
scores range from 0 to 4, with higher scores indicating more-severe disease activity.
Secondary end points included resolution of NASH and regression of fibrosis.
RESULTS
A total of 247 patients underwent randomization, of whom 103 (42%) had type 2
diabetes mellitus and 188 (76%) had significant (moderate) or advanced fibrosis. The
percentage of patients who had a decrease of at least 2 points in the SAF-A score
without worsening of fibrosis was significantly higher among those who received
the 1200-mg dose, but not among those who received the 800-mg dose, of lanifibra-
nor than among those who received placebo (1200-mg dose vs. placebo, 55% vs.
33%, P=0.007; 800-mg dose vs. placebo, 48% vs. 33%, P=0.07). The results favored
both the 1200-mg and 800-mg doses of lanifibranor over placebo for resolution of
NASH without worsening of fibrosis (49% and 39%, respectively, vs. 22%), improve-
ment in fibrosis stage of at least 1 without worsening of NASH (48% and 34%, re-
spectively, vs. 29%), and resolution of NASH plus improvement in fibrosis stage of
at least 1 (35% and 25%, respectively, vs. 9%). Liver enzyme levels decreased and the
levels of the majority of lipid, inflammatory, and fibrosis biomarkers improved in
the lanifibranor groups. The dropout rate for adverse events was less than 5% and
was similar across the trial groups. Diarrhea, nausea, peripheral edema, anemia, and
weight gain occurred more frequently with lanifibranor than with placebo.
CONCLUSIONS
In this phase 2b trial involving patients with active NASH, the percentage of patients
who had a decrease of at least 2 points in the SAF-A score without worsening of
fibrosis was significantly higher with the 1200-mg dose of lanifibranor than with
placebo. These findings support further assessment of lanifibranor in phase 3 trials.
(Funded by Inventiva Pharma; NATIVE ClinicalTrials.gov number, NCT03008070.)
abstr act
A Randomized, Controlled Trial of the Pan-PPAR Agonist
Lanifibranor in NASH
S.M. Francque, P. Bedossa, V. Ratziu, Q.M. Anstee, E. Bugianesi, A.J. Sanyal, R. Loomba, S.A. Harrison,
R. Balabanska, L. Mateva, N. Lanthier, N. Alkhouri, C. Moreno, J.M. Schattenberg, D. Stefanova-Petrova,
L. Vonghia, R. Rouzier, M. Guillaume, A. Hodge, M. Romero-Gómez, P. Huot-Marchand, M. Baudin,
M.-P. Richard, J.-L. Abitbol, P. Broqua, J.-L. Junien, and M.F. Abdelmalek, for the NATIVE Study Group*
CME
at NEJM.org
 


	8. Caractéristiques des patients  étudiés
Francque S. N Engl J Med 2021; 385:1547-58
Points à souligner:
- 94% caucasiens
- 40% de patients diabétiques
- Inclusion si SAF 3-4 (NAS 6)
- Fibrose F2-F3 dans 70-80% des cas
 


	9. Le lanifibranor améliore  la stéatohépatite métabolique
Francque S. N Engl J Med 2021; 385:1547-58
 


	10. Evolution des paramètres  biologiques
Francque S. N Engl J Med 2021; 385:1547-58
Tolérance:
- Taux d’arrêt du traitement: moins de 5%
- Effets indésirables les plus souvent rapportés: diarrhée, nausées, anémie, oedèmes des membres inférieurs
- Prise de poids plus fréquente chez les patients traités par lanifibranor (environ 2 à 3 kg en médiane depuis l’inclusion)
La lanifibranor, agoniste pan-PPAR, améliore l’histologie et le bilan hépatiques au cours de la stéatohépatite métabolique
La prise de poids est un paramètre important à surveiller
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	13. • Objectif d’obtention  d’une cure fonctionnelle
(perte Ag HBs et ADN-VHB neg)
• Traitements actuels : faibles effets sur Ag HBs,
récidive à l’arrêt
• Nouveau concept :
Bepirovirsen (injection sous cut.)
oligonucléotide antisens (GSK)
! dégradation du transcrit
Bepirovirsen :
objectif de traitement curatif
ARTICLES
https:/
/doi.org/10.1038/s41591-021-01513-4
1
Department of Medicine and State Key Laboratory of Liver Research, Queen Mary Hospital, The University of Hong Kong, Hong Kong, China. 2
College of
Medicine, Pusan National University and Biomedical Research Institute, Pusan National University Hospital, Busan, Republic of Korea. 3
Seoul St. Mary’s
Hospital, The Catholic University of Korea, Seoul, Republic of Korea. 4
Seoul National University Hospital, Seoul, Republic of Korea. 5
Kyungpook National
University Hospital, Daegu, Republic of Korea. 6
Inje University Busan Paik Hospital, Busan, Republic of Korea. 7
Ionis Pharmaceuticals Inc, Carlsbad, CA,
USA. 8
GlaxoSmithKline, Collegeville, PA, USA. 9
GlaxoSmithKline, Stevenage, UK. 10
GlaxoSmithKline, Research Triangle Park, NC, USA.
e-mail: mfyuen@hkucc.hku.hk
H
BV infection can be chronic, especially if it occurs before 5
years of age, and chronicity results in an increased risk of
death from cirrhosis and hepatocellular carcinoma in the
long term1
. In 2019, it was estimated that 296 million people were
living with chronic HBV infection, resulting in ~820,000 deaths
per year globally in 2019, mostly from cirrhosis and hepatocellu-
lar carcinoma (https://www.who.int/news-room/fact-sheets/detail/
hepatitis-b)2
. The World Health Organization’s global target is to
reduce new viral hepatitis infections by 90% by 2030 (https://www.
who.int/news-room/fact-sheets/detail/hepatitis-b). The treatment
goal for patients with CHB is to obtain functional cure, namely,
sustained loss of detectable serum HBsAg with undetectable HBV
DNA3
. Functional cure is associated with improved clinical out-
comes and allows patients to be off-therapy with a minimal risk
of relapse4–6
. HBsAg plays a major role in maintaining chronic
HBV infection by impairing the immune response against HBV7,8
.
Reducing HBsAg expression may permit reconstitution of an
immune response against HBV7
.
First-line therapy for CHB is NAs1,9
. Current NAs suppress
serum HBV DNA levels and improve hepatic fibrosis and cir-
rhosis1,4
, but have minimal effect on HBsAg levels10,11
. Even with
life-long therapy, HBsAg seroclearance is uncommon9
and there is
Safety, tolerability and antiviral activity of the
antisense oligonucleotide bepirovirsen in patients
with chronic hepatitis B: a phase 2 randomized
controlled trial
Man-Fung Yuen! !1
, Jeong Heo! !2
, Jeong-Won Jang3
, Jung-Hwan Yoon4
, Young-Oh Kweon5
,
Sung-Jae Park6
, Yvonne Tami7
, Shihyun You8
, Phillip Yates9
, Yu Tao8
, Jennifer Cremer10
,
Fiona Campbell9
, Robert Elston9
, Dickens Theodore10
, Melanie Paff! !8
, C. Frank Bennett7
and
T. Jesse Kwoh7
Chronic infection with hepatitis B virus (HBV) leads to an increased risk of death from cirrhosis and hepatocellular carci-
noma. Functional cure rates are low with current treatment options (nucleos(t)ide analogs (NAs) and pegylated interferons).
Bepirovirsen is an antisense oligonucleotide targeting all HBV messenger RNAs; in cell culture and animal models, bepiro-
virsen leads to reductions in HBV-derived RNAs, HBV DNA and viral proteins. This phase 2 double-blinded, randomized,
placebo-controlled trial is the first evaluation of the safety and activity of an antisense oligonucleotide targeting HBV RNA in
both treatment-naïve and virally suppressed individuals with chronic HBV infection. The primary objective was to assess the
safety and tolerability of bepirovirsen in individuals with chronic hepatitis B (CHB) (NCT02981602). The secondary objective
was to assess antiviral activity, including the change from baseline to day 29 in serum hepatitis B surface antigen (HBsAg) con-
centration. Participants with CHB infection ≥6 months and serum HBsAg ≥50 IU!ml−1
were enrolled from seven centers across
Hong Kong and the Republic of Korea and randomized (3:1 within each dose cohort) to receive bepirovirsen or placebo via sub-
cutaneous injection twice weekly during weeks 1 and 2 (days 1, 4, 8 and 11) and once weekly during weeks 3 and 4 (days 15 and
22). Participants were then followed for 26 weeks. Twenty-four participants were treatment-naïve and seven were receiving
stable NA therapy. Treatment-emergent adverse events were mostly mild/moderate (most commonly injection site reactions).
Eleven (61.1%) and three (50.0%) treatment-naïve participants experienced one or more treatment-emergent adverse event
in the bepirovirsen and placebo groups, respectively. In participants receiving NA therapy, the corresponding numbers were
three (60.0%) and one (50.0%). Transient, self-resolving alanine aminotransferase flares (≥2× upper limit of normal) were
observed in eight treatment-naïve participants and three participants on stable NA regimens in the bepirovirsen treatment
arms. HBsAg reductions were observed and were significant versus placebo for treatment-naïve participants receiving bepiro-
virsen 300!mg (P!=!0.001), but not for the bepirovirsen 150!mg group (P!=!0.245) or participants receiving stable NA therapy
(P!=!0.762). Two participants in each of the 300 mg dose groups achieved HBsAg levels below the lower limit of quantitation
by day 29 (n!=!3) or day 36 (n!=!1). Bepirovirsen had a favorable safety profile. These preliminary observations warrant further
investigation of the safety and activity of bepirovirsen in a larger CHB patient population.
NATURE MEDICINE | VOL 27 | OCTOBER 2021 | 1725–1734 | www.nature.com/naturemedicine 1725
 


	14. Schéma de l’étude
31  patients
24 patients naïfs
7 patients : ad on
• Placebo : 6 pts
• Bepirovirsen (150 mg) : 6 pts
• Bepirovirsen (300 mg) : 12 pts
• Placebo : 2 pts
• Bepirovirsen (300 mg) : 5 pts
Tolérance : globalement bonne (réactions locales site injection)
(6 injections en 4 semaines : J1, 4, 8, 11, 21, 28
Puis reprise analogues Nuc pour pts naifs)
 


	15. Diminution de l’Ag  HBs
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	16. Diminution de l’ADN  du VHB
Conclusion :
• Suggère que le bepirovirsen peut induire des réductions rapides de l’AgHBs
• Profil d'innocuité favorable
• Autres études plus larges (tests de posologies, combinaisons… : antisens + IM thérapie en cours)
receiving bepirovirsen 300mg and having a ≥1.0 log10-transformed
reduction in HBsAg (IU ml−1
) at day 29, five and four, respec-
780 IU ml−1
at baseline and reduced by 1.0 log10 on day 22, 0.5 log10
on day 29, 0.9 log on day 36, 3.5 log on day 113 and 3.0 log on
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Fig. 1 | Change over time in serum HBsAg and HBV DNA. a,b, HBsAg (a) and HBV DNA (b) at baseline, day 15, day 23, day 29 and end of study (day 211)
in patients with CHB (full analysis population). Blue lines indicate HBeAg-positive patients; gray lines indicate HBeAg-negative patients; black horizontal
dashed line indicates LLOQ; gray shading indicates NA administration. In HBV DNA panels for treatment-naïve patients treated with placebo and
bepirovirsen 150 mg, dashed lines between day 29 and day 211 are for patients whose day 211 test failed to produce a result. The last observation for these
two patients (day 113) was carried forward to day 211. Four patients reached undetectable HBsAg levels; however, only three of the four reached LLOQ by
day 29, the fourth patient reached LLOQ by day 36. Comparison between bepirovirsen and pooled placebo was performed for each dose level, separately,
using an analysis of covariance model with baseline as a covariate and treatment group as a factor. For each comparison, if data departed substantially
from normality, the Wilcoxon rank sum test was used.
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	18. • Essai randomisé  contrôlé français
• Inclusion de 197 patients ayant un TIPS programmé
(ascite réfractaire ou prophylaxie secondaire)
• Randomisation en RFX vs placebo 14 jours avant et 168
jours après le TIPS
• Critère de jugement principal : survenue d’une EH 168
jours après le TIPS
Patients randomisés (n = 197)
RFX (n = 97)
Ont reçu de la RFX : 95
N’ont pas reçu de RFX : 2
Abandon de consentement : 1
Mauvaise indication de TIPS : 1
Placebo (n = 100)
Ont reçu placebo : 99
N’ont pas reçu de placebo
(violation de protocole) : 1
Interruption RFX
(pas eu de TIPS) (n = 2)
Interruption placebo
(pas eu de TIPS) (n = 6)
Ont eu TIPS et analysés
(n = 93)
Ont eu TIPS et analysés
(n = 93)
Allocation
Suivi
et
tolérance
Efficacité
Bureau C. Ann Int Med 2021; ;174:633-640
The Use of Rifaximin in the Prevention of Overt Hepatic
Encephalopathy After Transjugular Intrahepatic Portosystemic Shunt
A Randomized Controlled Trial
Christophe Bureau, MD, PhD; Dominique Thabut, MD, PhD; Caroline Jezequel, MD; Isabelle Archambeaud, MD;
Louis D’Alteroche, MD, PhD; Sêbastien Dharancy, MD, PhD; Patrick Borentain, MD; Fr!
ed!
eric Oberti, MD, PhD;
Aur!
elie Plessier, MD; Victor De Ledinghen, MD, PhD; Nathalie Ganne-Carri!
e, MD, PhD; Nicolas Carbonell, MD;
Vanessa Rousseau, PhD; Agnès Sommet, MD, PhD; Jean Marie P!
eron, MD, PhD; and Jean Pierre Vinel, MD
Background: The efﬁcacy of rifaximin in the secondary pre-
vention of overt hepatic encephalopathy (HE) is well docu-
mented, but its effectiveness in preventing a ﬁrst episode in
patients after transjugular intrahepatic portosystemic shunt
(TIPS) has not been established.
Objective: To determine whether rifaximin prevents overt
HE after TIPS compared with placebo.
Design: Randomized, double-blind, multicenter, placebo-
controlled trial. (ClinicalTrials.gov: NCT02016196)
Participants: 197 patients with cirrhosis undergoing TIPS
for intractable ascites or prevention of variceal rebleeding.
Intervention: Patients were randomly assigned to receive
rifaximin (600 mg twice daily) or placebo, beginning 14 days
before TIPS and continuing for 168 days after the procedure.
Measurements: The primary efﬁcacy end point was inci-
dence of overt HE within 168 days after the TIPS procedure.
Results: An episode of overt HE occurred in 34% (95% CI,
25% to 44%) of patients in the rifaximin group (n = 93) and
53% (CI, 43% to 63%) in the placebo group (n = 93) during
the postprocedure period (odds ratio, 0.48 [CI, 0.27 to
0.87]). Neither the incidence of adverse events nor trans-
plant-free survival was signiﬁcantly different between the 2
groups.
Limitations: The study's conclusion applies mainly to
patients with alcoholic cirrhosis, who made up the study
population. The potential beneﬁt of rifaximin 6 months after
TIPS and beyond remains to be investigated.
Conclusion: In patients with cirrhosis treated with TIPS,
rifaximin was well tolerated and reduced the risk for overt
HE. Rifaximin should therefore be considered for prophylaxis
of post-TIPS HE.
Primary Funding Source: French Public Health Ministry.
Ann Intern Med. 2021;174:633-640. doi:10.7326/M20-0202 Annals.org
For author, article, and disclosure information, see end of text.
This article was published at Annals.org on 2 February 2021.
In patients with cirrhosis, transjugular intrahepatic por-
tosystemic shunt (TIPS) is now a standard procedure
for treating portal hypertension–related complications
(1). The main indications for TIPS include recurrent asci-
tes and variceal bleeding, either to treat refractory bleed-
ing or to prevent rebleeding.
Historically, the main drawbacks of TIPS have been
with cirrhosis (11, 12). In a pivotal study conducted by
Bass and colleagues (13) in patients with a history of
recurrent HE, the hazard ratio for an episode of HE was
0.42 (95% CI, 0.28 to 0.64) in those receiving rifaximin
compared with the control group over 168 days. Hence,
rifaximin is now approved for the secondary prevention
Annals of Internal Medicine ORIGINAL RESEARCH
 


	19. Rifaximine (n =  97) Placebo (n = 100)
Age (DS), ans 61 (9) 58 (8)
Cirrhose liée à l’alcool, n (%) 83 (86) 87 (87)
Buveur actif, n (%) 9 (9) 12 (12)
ACTD de complication de la cirrhose
HD liée à l’HTP 32 (33) 41 (41)
Ascite 93 (96) 92 (92)
Ictère 30 (31) 25 (25)
CHC 6 (6) 8 (8)
SD hépato-rénal 14 (14) 13 (13)
Encéphalopathie 12 (12) 13 (12)
Ammoniémie moyenne (DS), mmol/l 48 (22) 50 (30)
Score de Child-Pugh moyen (DS) 8 (1) 8 (1)
Score MELD moyen (DS) 12 (4) 12 (4)
Indication TIPS : ascite, n (%) 82 (85) 78 (78)
Gradient moyen (DS), mm Hg
Avant TIPS 16 (4) 17 (5)
Après TIPS 6 (3) 6 (2)
Diamètre moyen TIPS (DS), mm 9,2 (1,1) 9,3 (1)
EH minime à J0, n (%) 10 (10) 13 (13)
Caractéristiques des patients étudiés
Bureau C. Ann Int Med 2021; ;174:633-640
 


	20. Rifaximine en prophylaxie  primaire de l’encéphalopathie hépatique post-TIPS
Résultats :
Survenue d’une EH
Caractéristiques des épisodes d’EH
Probabilité
de
survenue
d’une
EH
clinique
0
20
40
60
80
100
0 28 56 84 112 140 168
Jours
Placebo
RFX
93
93
61
71
52
64
47
59
40
58
37
58
35
55
Groupe
Placebo
Rifaximine
Evts/Total
n/n
49/93
32/93
Temps médian
(IC 95%), d*
99,0 (65,0-NE)
NE (NE-NE)
Jour
28
168
28
168
Incidence cumulée
(IC 95%), %
31,9 (21,6-40,9)
55,5 (43,7-64,8)
21,7 (12,8-29,7)
35,3 (24,6-44,4)
Log-rank stratifié P : 0,008
Patients, n
Caractéristiques
RFX
(n = 32)
Placebo
(n = 49)
Grade de West-Haven, n (%)
2 25 (78) 34 (69)
3 5 (16) 12 (25)
4 2 (6) 3 (6)
Durée médiane du premier épisode (IQR), j 4 (2-8) 4 (2-7)
Facteur précipitant, n (%) 11 (34) 14 (29)
Bureau C et al., Ann Int Med 2021; ;174:633-640
 


	21. Survenue d’une EH  chez les pts avec ATCD d’EH
Survenue d’une EH chez les pts sans ATCD d’EH
Probabilité
de
survenue
d’une
EH
clinique
0
20
40
60
80
100
0 28 56 84 112 140 168
Jours
Placebo
RFX
12
12
6
9
5
9
4
9
2
9
2
9
2
8
Groupe
Placebo
Rifaximine
Evts/Total
n/n
10/12
4/12
Temps médian
(IC 95%), d*
35,5 (11,0-NE)
NE (140,0-NE)
Jour
28
168
28
168
Incidence cumulée
(IC 95%), %
50,0 (12,0-71,6)
83,3 (40,9-95,3)
25,0 (0,0-45,9)
33,3 (0,5-55,3)
Patients, n
Groupe
Placebo
Rifaximine
Evts/Total
n/n
39/81
28/81
Temps médian
(IC 95%), d*
147,0 (74,0-NE)
NE (NE-NE)
Jour
28
168
28
168
Incidence cumulée
(IC 95%), %
29,2 (18,4-38,5)
51,1 (38,4-61,2)
21,2 (11,7-29,6)
35,5 (24,0-45,3)
Log-rank stratifié P : 0,070
Ordonnées
probabilité
de
survenue
d’une
EH
clinique
0
20
40
60
80
100
0 28 56 84 112 140 168
Jours
Placebo
RFX
81
81
55
62
47
55
43
50
38
49
35
49
33
47
Patients, n
Bureau C. Ann Int Med 2021; ;174:633-640
Rifaximine en prophylaxie primaire de l’encéphalopathie hépatique post-TIPS
Résultats :
 


	22. Survenue des autres  évènements cliniques
Survenue d’effets indésirables
• Chez les patients cirrhotiques devant avoir d’un
TIPS, la Rifaximine est bien tolérée et diminue
le risque d’EH clinique
• La RFX doit être discutée en prévention
primaire de l’EH post-TIPS
• Les recommandations de Baveno VII vont dans
ce sens chez les patients ayant des ATCD d’EH
clinique
• Limites : patients avec cirrhose OH. Bénéfice à
long terme?
Critères de jugement secondaires
RFX
(n = 93), n (%)
Placebo
(n = 93), n (%)
Différence
%(IC 95%)
Hémorragie digestive 1 (1) 3 (3) -2 (-6 ; 2)
Insuffisance rénale aiguë 23 (25) 27 (29) -4 (-17 ; 8)
CHC 2 (2) 3 (3) -1 (-5 ; 4)
Transplantation hépatique 2 (2) 5 (5) -3 (-9 ; 2)
Décès 10 (11) 12 (13) -2 (-11 ; 7)
Effets indésirables
RFX
(n = 95), n (%)
Placebo
(n = 99), n (%)
Différence
%(IC 95%)
Tous 88 (93) 94 (95) -2 (-9 ; 5)
EI sévère 53 (56) 54 (55) 1 (-13 ; 15)
EI sévère avec arrêt du traitement 5 (5) 5 (5) 0 (-6 ; 6)
Décès 10 (11) 12 (12) -1 (-11 ; 7)
Effets secondaires fréquents
Révision du TIPS
Hernie ombilicale étranglée
6 (6)
2 (2)
7 (7)
8 (9)
-1 (-8 ; 6)
-6 (-12 ; 0)
EI remarquables
Infections
Insuffisance cardiaque
37 (40)
13 (14)
38 (41)
16 (17)
-1 (-15 ; 13)
-3 (-14 ; 7)
Bureau C. Ann Int Med 2021; ;174:633-640
Evènements indésirables
 


	23. Schéma de l’étude
Perfusions  quotidiennes d’albumine chez les patients
présentant une décompensation de cirrhose
Patients admis avec décompensation de cirrhose
Maximum
72h
Période
d’intervention:
max
14j
Patients randomisés: n=777
Bras traité : Albumine
20 % IV journalière
Traitement standard
Recherche d’infection, de défaillance
d’organes et d’effets secondaires
Critères de jugement secondaires :
mortalité, transplantation
6
mois
Critères d’inclusion :
albuminémie < 30 g/l à l’inclusion
Durée prévue d’hospitalisation > 5j
Fin de la période interventionnelle :
sortie ou J14 ou décès
Critère de jugement principal : survenue d’une nouvelle
infection, d’une insuffisance rénale ou décès
Caractéristiques
Groupe Albumine 20 %
(n = 380)
Groupe contrôle
(n = 397)
Age moyen 53,8 ± 10,6 53,8 ± 10,7
Sexe féminin, n (%) 123 (32,4) 104 (26,2)
Admission en salle, n (%) 370 (97,4) 384 (96,7)
Etiologie de cirrhose : alcool, n (%) 347 (91,3) 350 (88,2)
Motif d’admission, n (%)
EH
Suspicion de rupture variqueuse
Ascite ou aggravation de l’ascite
80 (21,1)
52 (13,7)
236 (62,1)
69 (17,4)
63 (15,9)
281 (70,8)
Infection, n (%) 98 (25,8) 113 (28,5)
Albuminémie, n (%)
< 20 g/l
20-25 g/l
26-29 g/l
61 (16,1)
207 (54,5)
112 (29,5)
60 (15,1)
224 (56,4)
113 (28,5)
Créatininémie, mg/dl 0,75 (0,58-0,97) 0,78 (0,64-1,06)
Bilirubinémie, mg/dl 5,70 (2,75-10,47) 5,56 (2,63-9,68)
INR 1,6 (1,4-1,9) 1,6 (1,4-1,9)
MELD – médiane (IQR) 19,6 (15,4-22,9) 19,5 (15,4-23,4)
Caractéristiques des patients
China L. N Engl J Med 2021;384:808-17
T h e ne w e ngl a nd jou r na l o f m e dicine
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BACKGROUND
Infection and increased systemic inflammation cause organ dysfunction and death
in patients with decompensated cirrhosis. Preclinical studies provide support for
an antiinflammatory role of albumin, but confirmatory large-scale clinical trials
are lacking. Whether targeting a serum albumin level of 30 g per liter or greater
in these patients with repeated daily infusions of 20% human albumin solution,
as compared with standard care, would reduce the incidences of infection, kidney
dysfunction, and death is unknown.
METHODS
We conducted a randomized, multicenter, open-label, parallel-group trial involving
hospitalized patients with decompensated cirrhosis who had a serum albumin
level of less than 30 g per liter at enrollment. Patients were randomly assigned to
receive either targeted 20% human albumin solution for up to 14 days or until
discharge, whichever came first, or standard care. Treatment commenced within
3 days after admission. The composite primary end point was new infection, kid-
ney dysfunction, or death between days 3 and 15 after the initiation of treatment.
RESULTS
A total of 777 patients underwent randomization, and alcohol was reported to be
a cause of cirrhosis in most of these patients. A median total infusion of albumin
of 200 g (interquartile range, 140 to 280) per patient was administered to the
targeted albumin group (increasing the albumin level to ≥30 g per liter), as com-
pared with a median of 20 g (interquartile range, 0 to 120) per patient adminis-
tered to the standard-care group (adjusted mean difference, 143 g; 95% confidence
interval [CI], 127 to 158.2). The percentage of patients with a primary end-point
event did not differ significantly between the targeted albumin group (113 of 380
patients [29.7%]) and the standard-care group (120 of 397 patients [30.2%]) (ad-
justed odds ratio, 0.98; 95% CI, 0.71 to 1.33; P=0.87). A time-to-event analysis in
which data were censored at the time of discharge or at day 15 also showed no
significant between-group difference (hazard ratio, 1.04; 95% CI, 0.81 to 1.35).
More severe or life-threatening serious adverse events occurred in the albumin
group than in the standard-care group.
CONCLUSIONS
In patients hospitalized with decompensated cirrhosis, albumin infusions to in-
crease the albumin level to a target of 30 g per liter or more was not more benefi-
cial than the current standard care in the United Kingdom. (Funded by the Health
A BS TR AC T
A Randomized Trial of Albumin Infusions
in Hospitalized Patients with Cirrhosis
Louise China, Ph.D., Nick Freemantle, Ph.D., Ewan Forrest, M.D.,
Yiannis Kallis, Ph.D., Stephen D. Ryder, D.M., Gavin Wright, Ph.D.,
Andrew J. Portal, M.D., Natalia Becares Salles, Ph.D., Derek W. Gilroy, Ph.D.,
and Alastair O’Brien, Ph.D., for the ATTIRE Trial Investigators*
Original Article
 


	24. Doses d’albumine administrées
et  évolution de l’albuminémie
Evolution de la natrémie et
de la créatininémie
20
40
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Groupe Albumine
0 2 8 10 12
Dose
quotidienne
d’Albumine
administrée
(g/patient)
Jours de traitement
0
4 6 14
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Groupe Albumine
Groupe Contrôle
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Groupe Contrôle
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Perfusions quotidiennes d’albumine chez les patients présentant une décompensation de cirrhose
 


	25. Critères de jugement
Absence  d’efficacité des perfusions quotidiennes d’albumine chez les patients présentant
une décompensation de cirrhose
Groupe
albumine
(n = 380)
Groupe contrôle
(n = 397)
Risque relatif ajusté
(IC 95%)
p
Critère de jugement principal, n (%) 113 (29,7) 120 (30,2) 0,98 (0,71-1,33) 0,87
Paramètres du critère de jugement principal, n (%)
Survenue d’une nouvelle infection
Survenue d’une insuffisance rénale
Décès
Décès 28 jours
Décès 3 mois
Décès 6 mois
79 (20,8)
40 (10,5)
30 (7,9)
53 (14,0)
92 (24,2)
132 (34,7)
71 (17,9)
57 (14,4)
33 (8,3)
62 (15,6)
93 (23,4)
119 (30,0)
1,22 (0,85-1,75)
0,68 (0,44-1,11)
0,95 (0,56-1,59)
0,86 (0,57-1,30)
1,05 (0,74-1,48)
1,27 (0,93-1,73)
Dose médiane totale d’albumine administrée/patient (IQR) 200 (140-280) 20 (0-120) 143 (127-158)
China L et al., N Engl J Med 2021;384:808-17
 


	26. Critère de jugement  principal : analyse
en fonction des caractéristiques des patients
MELD < 20
MELD ≥ 20
Nb de défaillances d’organes 0-1
Nb de défaillances d’organes 2-4
Albuminémie < 20 g/l
Albuminémie ≥ 20 & < 26 g/l
Albuminémie ≥ 26 & < 30 g/l
Age < 40
Age ≥ 40 & < 65
Age ≥ 65
Sexe masculin
Sexe féminin
Probabilité de survie
0,99 (0,63-1,55)
1,06 (0,68-1,63)
1,00 (0,73-1,37)
1,45 (0,19-11,20)
0,81 (0,37-1,80)
0,96 (0,64-1,46)
1,25 (0,68-2,32)
1,28 (0,44-3,67)
1,00 (0,70-1,43)
1,27 (0,51-3,15)
1,23 (0,84-1,79)
0,59 (0,33-1,04)
En faveur du groupe Albumine En faveur du groupe Contrôle
0,1 0,2 1 5 20
0,5 10
2
Survie
1,0
Probabilité
de
survie
0,8
0,6
0,4
0,2
0,0
0 50 100 150 200
Jours
Groupe Albumine Groupe Contrôle
380
397
313
323
280
298
259
285
0
0
China L et al., N Engl J Med 2021;384:808-17
Absence d’efficacité des perfusions quotidiennes d’albumine chez les patients présentant
une décompensation de cirrhose
 


	27. Effets indésirables
• Chez  les patients cirrhotiques hospitalisés pour décompensation de cirrhose, l’administration d’Albumine 20 % IV avec
comme objectif d’atteindre une albuminémie à au moins 30 g/l n’améliorait pas le pronostic des patients, et augmentait
le risque d’œdème pulmonaire
• Les conclusions de cet essai randomisé de large taille : prudence dans l’utilisation de l’Albumine IV dans cette indication
Evènement
Groupe
albumine
(n = 380)
Groupe
contrôle
(n = 397)
Tous
les patients
(n = 777)
Effet indésirable grave
Grade 3
Grade 4 (mettant en jeu le pronostic
vital)
Grade 5 décès
28
17
42
11
13
48
39
30
90
Tous événements 87 72 159
Œdème pulmonaire 15 4 19
Œdème pulmonaire ou surcharge (tout site) 23 8 31
Hémorragie digestive 11 13 24
China L et al., N Engl J Med 2021;384:808-17
Absence d’efficacité des perfusions quotidiennes d’albumine chez les patients présentant
une décompensation de cirrhose
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