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ECCO-ESGAR Guideline for Diagnostic

Assessment in IBD Part 1: Initial

diagnosis, monitoring of known IBD,
+detections of complications
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ACTION RANGE

Action threshold

UNCERTAIN RANGE
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Target threshold
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(months)

JCC, August 2018



ECCO-ESGAR Guideline for Diagnostic
Assessment in IBD Part 2: IBD scores
and general principles and technical
aspects

m Scores
-clinical
-endoscopy
-MRI

-US

JCC, August 2018



AGA, February 2019
Mild-to-Moderate Ulcerative Colitis

+

m Standard dose, >2 grams mesalazine

m Rectal therapy for left sided or extensive colitis
m Proctitis, suppositories

m  Suboptimal response:

-high dose, >3 grams mesalazine

-rectal steroids

-budesonide mmx

m MNo probiotics

m No Curcumin

m No FMT (FDA Alert!)



AGA Clinical Practice Update on
functional gastrointestinal symptoms in
patients with inflammatory bowel

+disease

m Rule out inflammation...

m Perform fecal calprotectin...

m Calpro indeterminate results, consider serial monitoring...

m If obstructive — anatomic abnormalities — imaging...

m Alternative pathophysiology: steatorrhea, bile acid diarrhea...
m Laxatives, Spasmolytics, Bile-acid sequestrants, hypomotility...
m FODMAPS diet...

m Psychological therapies...

m EXercise...

m CAM?

Colombel JE CGH 2019



AGA, April 2019
Inflammatory Bowel Disease in
Pregnancy Clinical Care Pathway

+

Disease management

+ 3-month steroid-free remission
prior to conception

« Decreased fertility with IPAA and
other pelvic surgery

+ Active IBD decreases fertility

+ Refer to reproductive
endocrinologist for infertility
treatment if lack of conception
after 6 months of timed intercourse

Interdisciplinary consultation
* Nutrition: ensure adequate
—_—

+ Confirm remission with
endoscopy or other objective
markers

caloric intake and vitamin levels
reconception « MFM: history of prior pregnancy
complication
+ Colorectal surgeon: history of
IPAA or ostomy

Healthcare maintenance

+ Up-to-date Papanicolaou smear
+ Vaccines

+ Cessation of drugs, alcohol and
tobacco

+ Taper off opioids

+ Colon cancer surveillance
+ Achieve healthy weight

+ Start a prenatal vitamin

+ Standard preconception health
care (as per ACOG guidelines'")

+ Effective contraception (LARC)

Medication management

+ Stop methotrexate = 3 months
prior to conception
+ Continue mesalamine
» Sulfasalazine requires 2 mg
folic acid daily
+ Taper off corticosteriods
+ Continue azathioprine monotherapy
+ Continue biologic therapy
° Measure serum drug levels
= Consider risk/benefit of stopping
concomitant azathioprine

+ Tofacitinib: avoid or use with
caution

« Gl visit trimester 1 or 2 and then as

+ Routine antepartum care
« Trimester 3 fetal growth ultrasound
+ Examine perineum for evidence

IBD remission |

IBD monitoring J

needed

+ Labs at least every trimester:

complete blood count, liver
enzymes, albumin (combine with
OB labs)

Maternal/fetal monitoring
|

of active disease

+ Counseling on mode of delivery

9-month plan

Medication (Table 2)

« Stool softeners as needed
+ Appropriate antimicrobials as
needed
+ Aminosalicylates and thiopurine
monotherapy can continue
throughout
« Corticosteroids are not
maintenance therapy
° Use as indicated for flares
« Biologics should continue
throughout pregnancy without
interruption
= Can time last dose in trimester
3 to deliver infant at presumed
drug trough

Nutrition and weight gain
« Prenatal vitamin
° Iron may worsen abdominal pain
« Trimester 1: check iron/B12 levels
+ Adequate folate supplementation
* Monitor gestational weight gain,
which can be low in IBD
* Nutrition consult if needed
° Post-surgical changes
« Short bowel
+ Ostomy
e Inadequate weight gain
° Active disease

Abbreviations used: NST, Nonstress test; BPP, Biophysical profile

IBD flare

IBD monitoring
+ Gl follow-up every 2 weeks
(patient portal, live, video)
« Adjust medication
+ Monitor labs, calprotectin
« Management of flares (Table 1)

Maternal/fetal moni

+ Consider fetal growth surveillance
every 4 weeks after 24 weeks

+ Recommend antepartum
surveillence for patients with
active disease in trimester 3

+ Recommend ultrasound cervical
length screening at 18-22 weeks
gestation with follow-up if
indicated by short cervix (< 25 mm)
per usual obstetric indications

* Nutrition counseling

+ NST/BPP for usual indications

« Patients on steroids should have

early glucose screen

+ Counseling on mode of delivery




AGA, April 2019
Inflammatory Bowel Disease Iin
Pregnancy Clinical Care Pathway

GBS culture at 35
weeks and serial
perineal inspection

Perineal disease
present
(anorectal fistula/
abscess, rectovaginal
fistula, anal fissure, or
anal stenosis)

Prior rectovaginal
fistula

Recommend cesare:
delivery

| Recommend cesarean
delivery

Postpartum VTE
prophylaxis—
mechanical and
pharmacologic
(enoxaparin)

Perineal disease
absent

Vaginal delivery with
cesarean for
usual indications

Postpartum VTE
prophylaxis—
mechanical
only

Abbreviations used: GBS, Group B streptococcus; VTE, Venous thromboembolic disease

lleal pouch anal
anastomosis
(IPAA or “J-pouch”)

Cesarean vs. vaginal
delivery based upon
desires and potential
protection of anal
sphincter

Cesarean with
surgeon
backup and
operative
instruments for
abdominal
surgery

Mode of delivery

Cesarea

- Can resume biologics 48 hours
post-delivery if no infection

+ Measures to prevent ileus and
wound infection

« Anticoagulant prophylaxis for
VTE

+ Continue other IBD specific
medication

* Short course NSAID or
narcotics for post-partum pain

- Ostomy care

Post-partum

Can resume biologics 24 hours
post-delivery if no infection

Breastfeeding

+ Do not breastfeed on
tofacitinib or methotrexate

+ Mesalamine preferred over
sulfasalazine

« Thiopurines can be
continued

+ Biologics can be
continued

« Avoid fenugreek for milk
stimulation

+ “Pumping and dumping”
discouraged

General consideral

* Maintain adequate
hydration

* Well balanced diet and
weight maintenance

+ Effective contraception
(LARC)

+ Preconception planning
before next pregnancy

Abbreviations used: IBD, inflammatory bowel disease; NSAID, nonsteroidal anti

Monitoring infant

Vaccines

« All vaccines should be
given on schedule

+ Exception: avoid live
vaccines in first 6 months
with in utero biologic
exposure (except
certolizumab)

« Live vaccines at one year
(MMR, varicella) can be
given even in
breastfeeding infants of
mothers on biologics

Developmental
milestones

+ Normal developmental
milestones seen with
thiopurine and biologic
exposure in utero

+ Standard ASQ3 monitoring
of infants
Methods to monitor
childhood developmental
milestones can be found
at the AAP/CDC websites

- Effects of inflammation
in utero on developing
brain are being studied

Disease management

Ostomy managel

« Stomal problems:
displacement,
enlargement, retraction,
stenosis, prolapse

+ Post-partum care may
require coordination with
a colorectal surgeon and
an ostomy/wound nurse
No special changes
needed for cesarean or
vaginal delivery

flammatory drugs; MMR, measles,

mumps, rubella; AAP, American Academy of Pediatrics; CDC, Centers for Disease Control and Prevention




IONE dapuaxka ka1 Kunon

Table 2. Inflammatory Bowel Di

Medication
Aminosal
Mesalami
Suffasalazine

Immunomodulators

Adalimumab

izumab pe
imumab
ab

Natalizumab

Ustekinumab®/
Vedolizumab”
Corti eroids

e Maintenance Therapies During Pregnancy and Lactation

Maintenance dosing recommendation

Maintain prepregnancy dosing
All preparations are now phthalate-free

Consider 2-mg folate supplement in pregnancy
Azulfidine EN contains phthalate
Dosing may be altered due to increased renal clearance with pregnancy.
Therapeutic drug ng recommended
i datain pregnancy suggest assc ns with hypertension, gestational
GA. Used as a salv. therapy.
iths be conception.
Continue as monothera
In appropriate patients, cc
therapy. given possible associaf
Use wi nbination with allopuri
embryo toxic effects

f thiopurine as combina
ith increased infant infections.
h canies potential

ed human data. Consider other options, particularly in first trimester
Maintain prepregnanc ing
tinue ¢ ng throughout all 3 timesters
ording to drug half-life to minimize transfer
efore EDC and resume postpartum®

If possible, p\ar:w final dose

ughout pregnancy
< before EDC and resume postparturr
Plan final pregna EDC and resume postpartu
(If eveny < < bef EDC)
on prepi ght during pregnancy and immediate
postpartum
Plan final pregna
Plan final pregnancy c

e EDC and resume postpartum®
e EDC and resume postpartum®
before EDC)

flares in pregnancy
Not recommended for planned maintenance therapy during pregnancy.

Reserved for perianal disease and pouchitis and not recommended for planned
maintenanc
cipro

EDC, estimated date of confinement; SGA, small for gestational age.

248 hours post-delivery
b RN o

Breastfeeding consideratio

patible with breastfeeding
No preparation preference
[ infant for diarrhea
Compatible with breastfeeding
Mesalamine preferred
Routine infant monitoring not necessary

Compatible with breastfeeding

Minimal infant osure, no reports of harm from breastfeeding
Limited human data. Not advised.
Compatible with breastfeeding

Minimal infant exposure, no reports of hamn from breastfeeding

Limited human data. Not advised.
Compatible with breastfeeding
Encourage participat in pregnancy registries if not already done
during pregnan

Compatible with b
Subtherapeu
Avoiding feedinc

astfeeding
nfant exposure exp en with flare dosi
1-2 h post-dose (non-enteric coated forms)
ure but is not necessar
compatible with breastfeeding




ACG Clinical Guideline, January 2019
Ulcerative Colitis in Adults

+

m 49 statements

-diagnosis, assessment, prognosis

-goals for managing patients

-induction and maintenance of remission in mildly active UC
-induction and maintenance of remission in moderately active UC
-management of the hospitalized patient with acute severe UC



ACG Clinical Guideline, January 2019
Ulcerative Colitis in Adults

Table Summary of key concept statements for the management of ulcarative colitis {contimed)

Disgnoss, assesament, and prognosis of ulesrative colibs




AgikTEC ApaoTnPIOTNTAC

Stools (#/day)

Blood in stools

Endoscopy (Mayo subscore

UCEIS

EAk®ONnG KoAiTida

Formed stools

None

Normal

<30
Normal
<150-200
0-1
0-1

Intermittent

Mild, occasional

Normal

<30
Elevated
>150-200

Frequent

<75% of normal

>30
Elevated
>150-200

2-3

5-8

Fulminant

Continuous

Continuous

Transfusion
required
>30
Elevated
>150-200




A Treat To Target Update in UC
A Systematic Review

Endoscopic
Targets

STRIDE Consensus Targets

lution of rectal bleeding and
normalization of bowel habits
should be tk
Monitor every 3 months until
symptom resolution and e
months thereafter.

Absence of ulceration is the
target (minimum re of 1).
ould be done

months after start

Not recommended as a
target bec of
insufficient evidence.

CRP and fecal calprotectin are

but NOT & e

Failure of CRP or fecal calprotectin
normalization should prompt
endoscopic evaluation.

Molecular evidence of inflammation (intestinal permeab

patients who demanstrate endo:
inflammation will require extens
term outcom

Accumulating Evidence

Utility of UCEIS and modified

Mayo scores.

More stringent endoscopic
solution associated with better

outcomes (Mayo sco ).

Histological healing

ated v ndoscopic
healing and can predict long-
term outcon

Fecal calprotec

induction and dose
response.

g but still

rch to demonstrate its ass

Optimized Targets

Validated PRO sc and
tools/technologies for PRO
reporting.

Validated UCEIS and
Mayo scores.
Mayo score =0

Home-based test development.

) may be helpful with assessing disease activity in

for c ng m

th disease short-term and leng-

Ungaro, Am J Gastroenterol 2019



A Treat To Target
A Systematic

Update in UC
eview

Diagnosis of Active Ulcerative Colitis

Disease Assessment
» Evaluation of disease severity

C
Active disease

Evaluate
Symptoms
AND

Practical Considerations

+To evaluate end

Yo score is curren

but UCEIS is the preferred score
(target score=0 for either)

Objective Inflammation Signs M

-

* Hi gic targets are not currently
recommended in practice because

Remission Targets
* Resolution of rectal bleeding and
normalizatien of bowel habits
* Patient-centric Qol targets

Target not achieved®

-evaluation
dosage or therapy

Remission Targets® Low Disease Activity Targets
: Mayo or UCEIS sco 0 * Fecal calprotectin
not currently <100 mcg/g®

index or RHI}

Continue target
surveillance

Control of Intestinal Inflammation
and s

Ungaro, Am J Gastroenterol 2019

ant
herapy discontinuation based solely
the presence of histologic
L th normal

calprotectin threshold of
0 micg appropriate and
i achieve in practice




MeAern UNIFI:
Ustekinumab kai EAkwdnc KoAiTida

+

Inllomhelnbl
i BE, et al. Poster 312. 14th
£, etal. Digestive Disease Weeki

Congress of ECCO; March 6-9, 2019; Copenhagen,
May 18-21, 2019; San Diego, California.



Tofacitinib:
EMA Puts Temporary Restrictions on
Tofacitinib Due to PE Risk

These include patients with heart failure, cancer, inherited coagulation disorders, a
history of venous thromboembolism, either deep venous thrombosis (DVT) or PE, as well
as patients taking combined hormonal contraceptives or hormone replacement

therapy or who are scheduled to have major surgery.

Prescribers should also consider other factors that may increase the risk for PE, including
age, obesity, smoking, or immobilization, the EMA said in a news release.

The recommendation stems from results of an ongoing postmarketing study that is
evaluating the safety of tofacitinib 5 mg twice daily and tofacitinib 10 mg twice daily in
comparison with a tumor necrosis factor (TNF) inhibitor in patients with rheumatoid
arthritis (RA) aged 50 years or older who have one or more cardiovascular risk factors.

Preliminary results found 19 cases of PE in 3883 patient-years in the tofacitinib 10-mg
twice-daily arm, compared with three cases in 3982 patient-years in the TNF-inhibitor
arm. Additionally, there were 45 deaths from all causes in 3897 patient-years in the 10-
mg twice-daily arm, compared with 25 deaths in 3982 patient-years in the TNF-inhibitor
group.

The EMA notes that because the 10-mg twice-daily dose is the only recommended
starting dose for the treatment of ulcerative colitis, "patients with this condition who are
at high risk of blood clots must not be started on Xeljanz. Patients at high risk currently
taking this dose for any condition must be switched to alternative treatments."

May 17, 2019


https://emedicine.medscape.com/article/163062-overview
https://emedicine.medscape.com/article/1267714-overview
https://emedicine.medscape.com/article/1911303-overview
https://emedicine.medscape.com/article/276104-overview
https://emedicine.medscape.com/article/123702-overview
https://www.ema.europa.eu/en/medicines/human/referrals/xeljanz
https://emedicine.medscape.com/article/331715-overview
https://emedicine.medscape.com/article/2500031-overview

VARSITY
Vedolizumab vs Adalimumab in UC
(First Head to head study In IBD!)

Clinical Remission Mucosal healing

22.5%

A=8.8
(2.6, 15.0)

A=12.0
(5.3,18.6)

p=0.0061




VARSITY:
Vedolizumab vs Adalimumab in UC
First Head to head study In IBD!

“,

VARSITY Results: Mucosal Healing? at Week 52P

p = 0.0005 p = 0.0005




Effects of Subcutaneous Vedolizumab on

Health-Related Quality of Life and Work

Productivity in Patients with Ulcerative Colitis:
+Results from the Phase 3 Visible 1 Trial

m Vedolizumab iv 300 W2, W6

m Clinical Response W6: n=216

m sc 108/2weeks vs iv 300/8weeks or placebo
m W 52 results

s IBDQ: 180.7/170.7/135.2
m EQ5 VAS: 76.1/71.4/ 58.1
s WPAI-UC: better than placebo

m Further studies, validation

$Sal18/8, Vermeire, DDW 2019



Biosimilar to Infliximab Is Effective for
Inducing Remission in Crohn Disease

m Randomised, double blind, Phase 3, non inferiority

1:1:1:1, switch Week 30

-CT-P13 — CT-P13
-CT-P13 — IFX
-IFX — IFX

-IFX — CT-P13

220 pts

W6, W14, W30 CDAI-70 response

W54 treatment emergent adverse events
Non inferiority established

Duc Ye, Lancet 2019



Early Combined Immunosuppression
may be Effective and Safe in Older
Patients With Crohn's Disease

+

-1981 patients, 311 were =60 years (15.7%)

-early combined immunosuppression (ECI) 173

-conventional management (CM) 138

- , 14 patients died (24 months)
-6.4% vs 14.5% (3.5% vs 5.8%).

-(<60 years, ECI (72.6%) vs CM (64.4%): relative risk [RR], 1.06

-vs 260 years, ECI (74.8%) vs CM (63.0%): RR, 1.09

-(<60 years: hazard ratio [HR], 0.71 [0.53-0.96] vs =60 years: HR, 0.69
[0.31-1.51] ECI vs CM

Singh, APT 20189, Post Hoc Analysis of REACT



Artificial Intelligence accurately grades
IBD disease severity

m Ulcerative Colitis

m Michigan University, Endoscopic Imaging Database, EMHR
m 2778 pts, 14,682 images, deep learning CNN.

m Mayo Score

m 2 human reviewers vs CNN: no difference (in still images)
m 50 UC videos with good bowel prep?

Stidham, Abstract 336, DDW 2019



Fibrosis and IBD

...An expert consensus to stanaardise definitions, diagnosis
and treatment targets for anti-fibrotic stricture therapies in
Crohn’s disease...

...Anti-fibrotic Drugs for Crohn's Disease: Ready for Prime
Time?...

... Ireatments for Crohn’s Disease-Associated Bowel Damage:
A Systematic Review...

...INoninvasive Multimodal Methods to Differentiate Inflamed
vs Fibrotic Strictures in Patients With Crohn's Disease...

...How I Approach the Management of Stricturing Crohn's
Disease...



EASL Clinical practice Guideline 2019:
Drug Induced liver Injury

-Risk Factors
(Age, Sex, Race, Ethnicity, Drugs, Metabolic Syndrome, Genetics)

-Immune-Mediated Hepatitis
-Hy's Law

Table 10. Practical approaches towards managing suspicion of DILI.
Medical history earch for recent therapies even if they have finished (i.e. antibioti Do not forget to ask about herbs and dietary supplements,
Case Classify liver injury based on R ([ALT/ULN]/[ALP/ULN]) using the first blood test available after DILI detection.
characterisation
Case investigation If hepatocellular pattern: test for RNA-HCV and IgM anti-HEV in addition to HAV, HBV and autoimmune serology.
If cholestatic/mixed damage with jaundice: perform cholangiography in addition to ultrasound.

Case adjudication Use the CIOMS scale as a guide for complete data requirement, but do not exclusively rely on it for causality assessment,
Liver biopsy It is not required for diagnosis. Not necessary if the suspected drug is a known hepatotoxic compound and the outcome is favourable.
Follow-up Careful scrutiny of hepatocellular cases with jaundice in females and all other cases with altered INR for impending liver failure.
In the long-term pay attention to abnormal ALP and bilirubin after 30 days for the risk of chronicity.
Therapy Stop all non-essential drugs.
Steroids can be tried if AIH is an option and in cases with marked hypersensitivity features.




EASL Clinical practice Guideline 2019:

Drug Induced liver Injury

Drug-induced autoimmune
hepatitis

dary sclerosing
cholangitis

Granulomatous hepatitis
Acute fatty liver

Drug-associated fatty liver

disease

odular regenerative
»erplasia

Ductopen
duct) syndr.

vanishing bile

Liver tumours

ALP, alkaline phosphatase: A

n adverse hepatic reaction that is unex
the pharmac f the drug administered. Thr

determined.
Hepatocellular pattern: If ALT alone is elevated =5

h acute presentation where there is
dence of persistent liver injury at ar after its onset.

nmune hepatitis
th histy ical am

vesicular
ure

iith characteristic
arrangements ntre and periphery of
nodule.
Chronic cholestasis associated with bile duct loss.

aracteristics of hepat
based on established histological, computed tomo
imaging features.

Antineoplastic: Busulfan, fl
Eheumatologic: Allopurin

phencbarbitone), min
nevirapine.

uracil, irnotecan, tamo:
mitapide and mi
ring, busulphan, b n
chlorambu

illin-clavulanate,

n, estradio

acillin, phenytoin, terbinafine and co-trimoxazole.
androgenic steroids and oral contracep

rinjury: ULN, upper limit of normal.

Decision to stop drug administra

The final de

up to the
for the patient. Thresh-
nt d nical trials (not pe
>d by the FDA gui
" or AST » UULN
" or AST ULN for more than 2

rash, andjor eos



Primary Biliary Cholangitis
2018 Practice Guidance AASLD

+

Diagnosis

two of these three criteria need to be met:
1) cholestatic pattern of liver enzyme elevation (mainly alkaline phosphatase);

2) presence of antimitochondrial antibody (AMA) or other PBC-specific autoantibodies,
including sp100 or gp210, and;

3) histologic findings consistent with PBC.

AMA-negative PBC can be diagnosed without a liver biopsy if other criteria are met,
including cholestatic liver tests and PBC-specific autoantibodies such as sp100 or gp210.

Perform liver biopsy for suspected concomitant autoimmune hepatitis (AIH) when
alanine aminotransferase activity is more than five times the upper limit of normal.

Treatment

Prescribe ursodeoxycholic acid (UDCA; 13 to 15 mg/kg/day) for patients who have
abnormal liver enzyme levels, regardless of histologic stage of PBC.

Evaluate biochemical response to UDCA at 12 months after treatment; in patients with
inadequate response, consider treatment with OCA, starting at 5 mg/day.

Consider fibrates as off-label alternatives for patients with inadequate response to UDCA.
Use OCA and fibrates with caution in patients with decompensated liver disease.



Bezafibrate in primary biliary cholangitis

+

m Double blind, Placebo-controlled, phase III, 24 months
m 100 patients, inadequate response to UDCA

s 400 mg bezafibrate

m Primary Outcome: Complete Biochemical Response
-31% vs 0%

= Normal ALP:

-67% Vs 2%

m Add on obeticholic acid triple therapy safe and effective

Corpechot, NEJM 2018
Smets, ILC 2019



The NAFLD epidemic...

1 in 5 young adults has steatosis, 1 in 40 has fibrosis

vaith the Highest Aot Prewsbence fate of Chyerweight and Obese {Wiorid Populstion: 7,505.759,651 World Obesity Populstion:

Figure 2: Trends in the Prevalence of NAFLD by Age in the United 5tates
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International NASH Day, June 12th

Younossi, J Hepatol 2019



NAFLD liver risks

Figure 3: Annual Progression Probabilities to NAFLD Fibrosis, NASH, HCC, Mortality

*Alltransitions to death state sre probabilities of liver redsted mortality

DEATH** NAFL

LIVER
TRANSPLANT

0).5%
NASH-HCC 0.04-0.5%

NASH DCC ,, ~_ NASHCC
6.6%

/0

MODIFED FROM REFERENCE 56

Younossi, J Hepatol 2019



OBETICHOLIC ACID IMPROVES LIVER
FIBROSIS AND OTHER HISTOLOGICAL
FEATURES OF NONALCOHOLIC
STEATOHEPATITIS (NASH)

m Phase 3 REGENERATE study, interim analysis, month 18
m 931 biopsy confirmed NASH, F2-F3

m OCA 10, OCA 25, placebo

m OCA 25 mg dose:

-improved fibrosis in 4 of patients (23.1%)

-65,6% normalized ALT

-Pruritus 51% vs 19%

-9% discontinued

Younossi, ILC 2019



+

Beta-Blocker Therapy Might Prevent
Cirrhosis Progression

Spain, RCT, 201 patients with compensated cirrhosis and
clinically significant portal hypertension (CSPH, >10 mm Hg)

Beta blocker responsive (iv propranolol 10% drop HVPG)
Propranolol vs placebo, carvedilol vs placebo

37 months f-up

Decompensation or death 16% vs 27%

Lower incidence of ascites

Villanueva, Lancet 2019



Long Term Albumin Administration In
decompensated cirrhosis (ANSWER)

+

m 431 patients were included in the modified ITT analysis.
m 38 of 218 patients died in the SMT plus HA group
m 46 of 213 in the SMT group.

m Overall 18-month survival significantly higher in the SMT plus
HA than in the SMT group

(Kaplan-Meier estimates 77% vs 66%; p=0-028)
m 38% reduction in the mortality hazard ratio
(062 [95% CI 0:40-0-95]).
m 46 (22%) patients in the SMT group and 49 (22%) in the SMT

plus HA group had grade 3—4 non-liver related adverse
events.

m 1 month on treatment serum albumin > 4,1: 93% survival

Caraceni, PS 83, ILC 2019



Best Practice Advice on Coagulation in
Patients with Cirrhosis

+

Clinicians should not routinely correct thrombocytopenia and coagulopathy for low-risk procedures such
as band ligation of varices, paracentesis, and thoracentesis.

For active bleeding and to minimize bleeding in high-risk procedures:
A platelet count target >50,000 is still advised.
Less reliance on international normalized ratio (INR) as a measure of hemostasis is advised.

New measures of hemostasis including fibrinogen level (target >120 mg/dL) and viscoelastic tests that
are global tests of clot formation, such as thromboelastography (TEG), are becoming a part of routine
practice.

The use of procoagulants, typically platelets and fresh frozen plasma, can lead to infectious,
transfusion-related, and immunologic complications if overutilized. Alternatives to consider include:

Antifibrinolytic therapy, such as tranexamic acid, in patients with persistent bleeding from mucosal
0ozing or puncture wound

Desmopressin, in patients with renal failure
Anticoagulation considerations:

In patients with symptomatic deep venous thrombosis (DVT) or portal vein thrombosis (PVT), systemic
heparin infusion is recommended.

Treatment of incidental PVT should be considered in transplantation candidates, as extensive
thrombosis could impact surgical candidacy.

For PVT therapy, low-molecular-weight heparin, direct-acting anticoagulants, and vitamin K antagonists
are recommended.

Once anticoagulation for PVT is started, 6-month follow-up imaging is recommended to assess efficacy.

O’ Leary, Gastroenterology 2019



Long-Term Clinical Outcomes After
Eradication of HCV Infection with Direct-

Acting Antiviral Therapy

+

m 9900 HCV pts, 23 hepatology clinics, France
m 7334 DAAs

m Median follow up 33 months

m 218 died, 258 HCC, 106 decompensated

m DAAs:

-lower risk of HCC (HR 0.66 95% CI 0.46-0.93)
-all cause mortality (HR 0.48 95% CI 0.33-0.70)

Carrat, Lancet 2019



A 6-Week Direct-Acting Antiviral
Regimen for Chronic HCV Infection

m three-drug regimen JNJ-4178:

1. AL-335 (NS5B polymerase inhibitor) 800 mg daily,
2. odalasvir (NS5A inhibitor) 25 mg daily,

3. simeprevir (protease inhibitor) 75 mg daily

m Phase IIb, 6 vs 8 weeks

m 180 patients per arm

m SVR12

m 98.9% vs 97.8%

Zeuzem, Hepatology 2019



Comparison of tenofovir and entecavir
on the risk of hepatocellular carcinoma
and liver related events in patients with
chronic hepatitis B

Korean Nationwide Cohort Study
m 24,156 patients

m TDF: 12,692, ETV: 11,464

m Annual risk of HCC: 0.89 vs 1.19 per 100 patient/years

Multi center (4), Korean

m 2,897 patients

m Annual risk of HCC: 1.69 vs 1.92

m No statistical difference in HCC or death/OLT

Hong Kong, Territorywide Cohort study

m 1309 TDF/28,041 ETV: PS matched 5years HCC1.2% vs 2.3%
Is One NUC better than the other?

Choi, JAMA Oncology 2019
Kim, J Hepatol 2019
Yip, J Hepatol 2019



Effect of Predniso(lo)ne Induction Dose
on Remission in Autoimmune Hepatitis

+

m 30 or 60 mg prednisolone?

m Multicenter European retrospective study

m 451 patients

m Low dose (<0,5 mg/kg) vs high dose (>0,5 mg/kg)
s Normalization liver enzymes 6 months:

-64.7% vs 70.5%

Pape, Clin Gastroenterol Hepatol 2019



+

Shorter Therapy Duration in Low-Risk
Patients with Acetaminophen Overdose

N-acetylcysteine within 8 hours of acute acetaminophen
overdose

Multicenter, open label, Australia, 100 patients

Normal ALT and Creatinine

NAC 250/kg 12 hours vs 300/kg 20 hours

Low acetaminophen levels, normal creatinine at 12h:stop NAC
No Hepatic injury

Wong, Hepatology 2019



EASL 2018
Management of Hepatocellular Carcinoma

Mass/nodule at imaging
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gadoxetic-enhanced MRI™

1 positive technigue:
HCC imaging hallmarks

Use the other modality multiphasic
contrast-enhanced CT, or
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EASL 2018
Management of Hepatocellular
Carcinoma

HCC in cirrhotic liver

Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
Single <2 cm Single or 2-3 nodules <3 cm Multinodular, Portal invasion/ Mot fransplantable HCC
Preserved liver function', Preserved liver function’, PS 0 unresectable extrahepatic spread End-stage liver function
PS0 Preserved liver function', Preserved liver function’, PS 3-4
PSO

Prognostic
stage

Solitary 2-3 :IDUIJ les
<3 cm
Optimal surgical
candidate®
¥ ¥
Transplant
candidate

MNo

Yes MNo
1 ¥ v v

Treatment Ablation Resection Transplant Ablation Chemoembolization Systemic therapy®

Survival =5 years >2.5 years 210 months




EASL Recommendations
HCC and Evidence

Adjuvant therapy after resection/ablation

Sorafenib, lenvatinib (1% line)
Regorafenib, cabozantinib (277 line)

Chemotherapy

Chemoembolization

Radicfrequency ablation PEI (<2 cm)
LT/LDLT

Hormonal compounds
YO0-radiation (1% line)

Levels of ® Nivolumab
evidence Down-staging to Milan MW ablation ®
Moderate Y90-radiation (BCLC B) LTLDTL validated extended

ion in non-cirrhotic liver
Low External beam radiation Neo-adjuvant therapy on waiting lis

Weak Strong

Recommendation > Positive

Fig. 9. Representation of EASL recommendations for treatment according to levels of evidence and strength of recommendation (adaptation of the
GRADE system). LDLT, living donor liver transplantation; LT, orthotopic liver transplantation; MW, microwave; PEl, percutaneous ethanol injection; RF,
radiofrequency ablation.




HCC Diagnosis: LI-RADs

Evaluation of LI-RADS v2018 by magnetic resonance in
US-detected nodules < 2 cm in cirrhotics

Untreated observations
Multiphase CT or MRI

No
observation Categorize each untreated observation detected

.
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HCC Diagnosis: LI-RADs
LR 2,3,4 and HCC risk management:
biopsy or repeat imaging

Results

LIRADS v2018 Hepatocellular Non-HCC Benign
category carcinoma malignant nodules nodules

LR1 15 (5.7%) 0 (0%) 0 (0%) 15 (100%)

LR 2 26 (9.9%) 6 (23.1%) 0 (0%) 20 (76.9%)
LR 3 74 (28.2%) 51 (68.9%) 2 (2.7%) 21 (28.4%)
LR 4 12 (4.6%) 11 (91.7%) 0 (0%) 1(8.3%) , —
LR5 127 (48.5%) 126 (99.2%) 1(0.8%) 0 (0%) '

LR-M 8 (3%) 3(37.5%) 4 (50%) L{12.3%) THE INTERNATIONAL

262 197 (75.2%) 7 (2.7%) 58 (22.1%)
LIVER CONGRESS™
T '

M« m M 0:05:11/0:1653 14748 «)) ®@ Floor HE

Forner, ILC 2019



FDA approves Cyramza for second line
therapy in patients with liver cancer and

high AFP
+

m REACH 2, randomized control phase 3
m HCC, previous treatment with sorafenib
m AFP > 400

m Death: 75% vs 78%

m Overall Survival: 8.5 vs 7.3 months

m Overall Response Rate: 4.6% vs 1.1%

May 13, 2019
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