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Evidence-based medicine

 “Evidence-based medicine is the
smV Integration of best research evidence
with clinical expertise and patient
aolall dyygull Gealall
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Fig. 1 Model of evidence-based practice (EBP) [51]
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Quality of evidence

Systematic

TRIP Database
searches these N Critically-Appraised FILTERED
simultaneously o Topics INFORMATION

[Evidence Syntheses]

Critically-Appraised Individual
Articles [Article Synopses]

r 4 X
Randomized Controlled Trials
(RCTs)
. UNFILTERED
— Cohort Studies INFOR MATION
Case-Controlled Studies
Case Series / Reports
Background Information / Expert Opinion \

EBM Pyramid and EBM Page Generatar, 8 20046 Trustess of Daromenwrch Callepe and Yale Tind versi e
All Rights Reserved. Producsd by Jan Glover, David o, Karen Odata and Led "Wang.
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Grading evidence and recommendations

Level of evidence* Confidence in the evidence

High Data derived from meta-analyses or systematic reviews | Further research is unlikely to echange our
or from (multiple) RCTs with high quality confidence in the estimate of benefit and risk
Moderate Data derived from a single RCT or multiple non- Further research (if performed) is likely to have an
randomized studies impact on our confidence in the estimate of benefit

and risk and may change the estimate

Low Small studies, retrospective observational studies, Any estimate of effect is uncertain
registries

Grade of recommendation® (wording associated with the grade of recommendation)

Strong “Must”, “should”, or “EASL recommends”

Weak “Can”, “may”, or “EASL suggests”
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(HCC): a global perspective
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EASL Clinical Practice Guidelines: Management
of hepatocellular carcinoma™
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Summary
liver cancer is ghe fifth most common cancer and she second
most frequent cause of cancer-elaied death globally. Hepan-
ol cardnona reprsents bout 502

advice tor the dinical managament of pasients with hepaocel-
hkar carcinama, 2 well 33 prwviding an in-depsh reviewaf all
the rlevant data kading ta the conchusins herein.

57013 European Assax izt for the Siudy of e Lincs, Published by
Bseer BY. Al righs maved

Introduction
in 2012, the previous guid slines for the managment of hepam-
eellular caranoma (HOC) wes as aresultof 3
dffors by the Eumopean Associason for the Study of the Liver
(EASL) and the Emmopean Orgnisstion for Rescarch and Treat-
ment of Cancer (BORTC)' Sinee then several clinical and soen-
afic adances have beenachiewd. Thus. an updared version of
the document i needed.

Objectives of the guideline
These EASL Chinical Pn»chce L\ldel‘me! &M are me curent
upedste o the previous EASL

i the e of sarvelince d gness g gt therapeuticamate.
Bes recommended for patiems with HOC.

The pupose of tis doomem i to asis physidin,
patients, healthcare providers and health policy makers from
Enrope and workhwide in the decision making proczas,
an the curenily avalaile evidence Users of these gurdelines

should be aware ha the recommendaions ane imended to
mide dinial pracsce in Gromsmnce: whee 3l pomsibie
msoures and therapies re availible. Thus, they chould it
#he recmmendations to thar bocal regulations andjor team

capacties, infratructre and cosbensit sratege Hnaly,
this document sets out some recommendations that chould be
instrumental t0 advancing e rmerch and knawled g of this
disease. and ul smaly comtribnting & improved pasent cre.

Methoddiogy
ComposiSon of the zukdelines grou

om tology (PHE. AF, |1, FP) surgary
(WM}, radbalogy (V). ancology (JLk) and pathology (PS). Ini-

e EASL goveming mominaed a chair (PRC)
and 3 governing hoard member (AF) to propose 3 panel of
Sxpers ane fnaly nemiaated the e COC, Addsondl.
3 guideline methodologist was ppointed to tupport
COC (ML

Funding and management of mnflict of interests

This gmadine pmject has kndly besn supported By EASL The

fearcisl spgort did ot ifueree the development of i
e anmwered and

panel and based on dinicd experste and exsing evidence.
A dechirasion of conflics: of interest was raquired to partic.
pat in the guiddine development. The erhical committee. of
EASL sesed the individual inerssss and decded tha there
were no subsantial conflicss of interest.

of recommend tions
In a first step the panel idemified, priorissed and slected rele-
mtmauﬂmedmhqqmunhemmxdﬁee
questions were chuered and dizsbued 2o -
mm\gpm-mnmmdmmdﬂmv
dhupters.
According to the key quesions, 3 liertim seach was
pedformed. The studies idensified and incuded wer azsessed
and azigned to cegones rdaed to smdy design and
stEngth of evidence Jerording T endpointz. fased an this
aidence. the drafs for rrommendition and chper: were
ezed
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prenided for all during the
consenss nfmence, modermed by Marks follmann, MD
M Me 3 cermiien modentor for the €ermin Awoion of
Sciemific Medical Sodeties (AWMF) Fomal consensus
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Liver cancer - HCC

e Liver cancer

smV — Fifth / common cancer

| — Second /death globally
anlall cu | aealall
SYRIAN PR'idETJ::JNWERs[TY 854, 000 new cases

810,000 deaths per year
A — 7% of all cancers
e HCC

— Accounts for approximately 90% of primary
liver cancers




Global prevalence and incidence
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worldwilde




Incidence of primary liver cancer in Europe

Incidence rates per 100,000
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lain risk factors for
imary liver cancer

‘ Alcohol (%) ‘ HBV (%) HCV (%) Others (%)
Europe N
Western * 37 T3 v 44 10
Central 46 15 29 10
Eastern ) 53 15 24 8
North America 37 9 31 23
Andean Latin America 23 45 12 20
Asia
East Asia 32 41 9 18
Asia-Pacr 22 55 6
South-East Asia 31 26 22 21
| Africa
North Africa, Middle East 13 =) 27 ) 44 16
Southern (sub-Saharan) 40 29 20 11
Western (sub-Saharan) 29 - 45 11 15




Main risk factors for primary liver cancer worldwide

Alcohol (%) HBV (%) HCV (%) Others (%)
Europe
Western 32 13 44 10
Central 46 15 29 10
Eastern 53 15 24 8
North America 37 9 31 23
Andean Latin America 23 45 12 20
Asia
East Asia 32 41 9 18
Asia-Pacific 18 22 55 6
South-East Asia 31 26 22 21
Africa
North Africa, Middle East 13 27 44 16
Southern (sub-Saharan) 40 29 20 11
Western (sub-Saharan) 29 45 11 15
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HCC related death per year

S
>800000

“EnAIl &gl dealall
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Globaly

>300000
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oncogenic

HCC related death per year

>800.000
death/y
Globaly

Up to 90% of
HCC arises on a
background of
cirrhosis in the
Western
world?




HBV - HCV

CHRONIC VIRAL HEPATITIS
sm RISK OF LIVER CANCER
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HOW:
Orily patients wilh cirhosis
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sm * incidence rate

dolall &1)gwll dealall
SYRIAN PRIVATE UNIVERSITY

e Incidence rate mirror the prevalence of HBV &HCV

 Mortality rate

e Miirror the incidence rate




HCV infection HBYV infection




Epidemiology and risk factors

—
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Cirrhosis is an important risk factor for HCC

— Multiple causes, including viral hepatitis, chronic
alcohol use, NAFLD
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The Liver Disease of the Modern Times!

A Complex Disease: Genes and Environment

SYRIAN PRIVATE UNIVERSITY DR. Nazir lbrahim
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HCC
prgression

Liver diseasa
progression

Type of
prevention

Paotential
chemoprevention
sirategies

HCC preventive Interventions

X 1

Mormmal Subclinical molecular!
hepatocyte histological IEM
e o e
Exposura/presence of risk factors
Primary Secondary || Tertiary {adjuvant)
HCC screening Fost-treatment monitoring
Antiviral therapies
AntHinflammation therapies

Anti-fibrotic therapies
Metabolic diseass treatment

Molecular targeted therapies
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Epidemiology and risk factors
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* Incidence of HCC has been rising

— Driven by increases in chronic viral
Infections and lifestyle-related risk
factors

Recommendations

The incidence of HCC is increasing both in Europe and worldwide; it is amongst
the leading causes of cancer death globally

Chronic liver disease should be treated to avoid progression Strong




Prevention

—

'ﬁﬁ‘ﬁdﬁﬁﬁﬁ  Primary prevention of HCC can be achieved with universal
vaccination against HBV

* Progression to cirrhosis and HCC can be prevented by:

— Antiviral treatment in patients with chronic hepatitis B
and C*

— Adoption of healthy lifestyle measures




Prevention

onf

Vaccination against hepatitis B reduces the risk of HCC and is

aolll ayyguwll aeolall | recommended for all newborns and high-risk groups High Strong
SYRIAN PRIVATE UNIVERSITY

Governmental health agencies should implement policies that:

* Prevent HBV/HCV transmission

* Counteract chronic alcohol abuse

* Promote lifestyles that prevent obesity and metabolic syndrome

Moderate Strong

In patients with chronic hepatitis, use antiviral therapies to:
e Maintain HBV suppression in chronic hepatitis B

e Maintain SVR in chronic hepatitis C High Strong




Role of DAASs for HCV in HCC

» Effect of DAAs on HCC in patients with cirrhosis is debated

dolall &1)gwll dealall
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e Antiviral therapy* is beneficial in preventing cirrhosis

— Robust conclusion impeded by retrospective
assessment, absence
of HCC screening, short follow-up and loss to follow-up

Recommendations

Once cirrhosis is established:

progression and decompensation Moderate
e Successful antiviral therapy reduces but does not eliminate the
risk of HCC development

For patients with HCV-associated cirrhosis and treated HCC:

* HCC recurrence rate is high even after SVR with DAA therapy’

* Close surveillance is advised in these patients

* The benefit of viral cure must be weighed against a potentially Low Strong
higher recurrence risk




g}'}‘_l-" i
: sﬁ Role of NAs for HBV in HCC

Gl djquil doalal .
SEAENESY o HCC may still develop and remains the major concern for
CHB patients treated with NAs

Recommendations

Once cirrhosis is established:

e Surveillance is mandatory for all

e Successful antiviral therapy reduces but does not eliminate the risk of HCC development Grade 1
evidence 2-2

Patients on NAs should remain under surveillance
Those with moderate or high HCC risk scores at the onset of NA therapy

PAGE-B, Grade 1 evidence 2-2
(GAC-HCC,CU-HCC,REACH-B.)


Presenter
Presentation Notes
PAGE-B, which is based only on baseline patients' age, gender and platelets, represents a simple and reliable score for prediction of the 5-year HCC risk in Caucasian CHB patients under entecavir/tenofovir.
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Treatment approaches depends to
large extent on the stage of disease
at time of diagnosis

Early detection
Best treatment as tumor as small as
possible
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e What screening tests to apply and how

frequently?
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QO screening




Ultrasound Diagnosis of Early-stage HCC in Patients
with Cirrhosis. Meta-analysis

Ultrasound alone Ultrasound + AFP
Study (vear) Sensitivity (85% CI) Study (year) 0 Sensitivity (95% CI)

Sangiovanni 2006 i s 0.50 (0.38-0.62) Sangiovanni 2006 s 0.50 (0.38-0.62)
Sangiovanni 2004 i 0.50 (0.41-0.60) Sangiovanni 2004 . 0.50 (0.41-0.60)
Santagostino 2003 . 0.25 {0.03-0.65) Santagostino 2003 e 0.25 (0.03-0.85)
Bolondi 2001 EmEE 0.82 (0.70-0.91) Bolondi 2001 i 0.82 (0.70-0.91)
Henrion 2000 —s 0.67 (0.22-0.96) Henrion 2000 « 1,00 (0.54-1.00)
Tradati 1998 —0—e— | 0.33 (0.04-0.78) Tradati 1998 | ———avv 0.33 (0.04-0.78)
Zoli 1996 ——a— | 0.91 (0.76~0.98) Zoli 1996 —— | 0.91 (0.76-0.98)
Cottone 1994 - 0.87 (0.69-0.96) Cottone 1994 ——a— | 0.87 (0.69-0.96)
Pateron 1994 o — 0.23 (0.05~0.54) Pateron 1994 ' : 0.38 (0.14-0.68)
lDJ-;a 1990 LY R 0.68 (0.51=0.81) Oka 1990 . 0.80 (0.64-0.91)
Arrigoni 1988 = 0.69 (0.41-0.89) Arrigoni 1988 —e- 0.75 (0.48-0.93)
Kobayashi 1998 e 0.50 {0.16-0.84) Kobayashi 1398 . -- 0.50 (0.16-0.84)
Combined | —_— 0.63 (0.45-0.76) Combined — 0.69 (0.53-0.81)

0.0 Sensitivity 1.0 0.0 Sensitivity 1.0

sp " anlall dyygull dealall

SYRIAN PRIVATE UNIVERSITY DR NaZ”' Ibrahlm



PLAIN LANGUAGE SUMMARY

lnadequate evidence on srreening with alpha-Fetoprutein and/or ultrasound of the liver for pntients with chronic ||epatitis B
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Plain language summary

Alpha-foetoprotein and/or liver ultrasonography for screening of

HCC in patients with chronic hepatitis B

Cochrane Systematic Review - Intervention Version published:
September 2012

 Thus, to date, there is insufficient evidence
regarding screening for liver cancer among
patients with chronic hepatitis B infection.
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A General Causal Pathway: Screening Procedure
and Alternative Treatments

0

®
| v v

Early Alternative
Population ) Detection Treatments
At Risk of Target A
Condition B

A Mortality
..... {&--»| a Morbidity
A Quality of Life

Screening

Intermediate
Outcomes

Adverse Effects

Adverse Effects of Aor B

Is screening test accurate for target condition?

Does screening result in adverse effects?

Do treatments change intermediate outcomes?

Do treatments result in adverse effects?

Are changes in intermediate outcomes associated with changes in health outcomes?
Does treatment improve health outcomes?

Is there direct evidence that screening improves health outcomes?

i E ol

Source: Adapted from Harris 2001.
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Surveillance

o Utility of and applicability of surveillance is influenced by a number
of factors

» Incidence of HCC in target populations

» Availability of efficient diagnostic tests at acceptable costs

» Availability and effectiveness of treatments

Definition of target populations must consider
» Incidence of HCC in subsets of patients
» Probability that effective therapies, particularly radical ones, are suitable

HCC incidence is higher in patients with more advanced cirrhosis
Probability of receiving effective therapy is lower*
Different incidence thresholds may apply to different target populations

anlall éuygul dealall
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Survelllance
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High rate of HCC in certain risk groups makes surveillance a
cost-effective route to reducing mortality

- Conventional threshold is US $50,000 per year of life saved*

Recommendations

* Implementation of screening programmes to identify
at-risk candidate populations should be improved

e Such programmes are a public health goal, aiming to
decrease HCC-related and overall liver-related deaths

Patients at high risk of developing HCC should be entered
into surveillance programmes. Government health policy
and research agencies should address these needs

Low

Moderate

Strong

Strong




Surveillance in patients at high risk of HCC
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Surveillance is recommended in specific target populations

Recommendations

Cirrhotic patients, Child—Pugh stage A and B

Cirrhotic patients, Child—Pugh stage C awaiting LT

Non-cirrhotic HBV patients at intermediate or
high risk of HCC* (according to PAGE-B' classes
for Caucasian subjects, respectively 10-17 and
>18 score points)

Non-cirrhotic F3 patients, based on an individual
risk assessment

Low

Low

Low

Low

Strong

Strong

Weak

Weak

6-month interval is reasonable and cost-effective
3 months: no clinical benefit _
12 months: fewer early stage diagnoses and shorter survival

d tumour



Uncertainties in surveillance strategy

* Benefit of surveillance has not been established in all risk

groups

sm * US remains the method of choice

— Serological tests are not currently cost-effective

dolall &1)gwll dealall
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Role of surveillance for patients with NAFLD without cirrhosis is
unclear

Surveillance should be performed by experienced personnel in all
high-risk populations using abdominal US every 6 months

Tumour biomarkers for accurate early detection are still lacking™®

Patients on the waiting list for LT should undergo surveillance
for HCC

Y To detect and manace fiimotir occrirrence aor flrimoltir rechonce

Low

Moderat

Low

Strong




Unmet needs to achieve EASL future goals
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Impact of coffee on HCC development

e Numerous epidemiological studies have addressed the
prevention of HCC in patients with chronic liver disease
— Trials analyzing the effect of coffee consumption have

shown a consistently positive effect with regard to lowering
HCC incidence

Recommendations

Coffee consumption has been shown to decrease the risk of HCC in patients
with chronic liver disease

Moderate Strong
In these patients, coffee consumption should be encouraged
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