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Introduction
• Aim: To support the Gilead UK and Ireland NASH
team to understand the current state of play of
NAFLD referral pathways in the UK and Ireland
• Phase 1 objectives:
– To estimate need, demand and supply for NAFLD
services across the UK and Ireland (based on best
available data)
– To rapidly review the published guidelines and evidencebase on NAFLD care pathways
– To map, compare and contrast current NAFLD care
pathways in the UK and Ireland

Definition and spectrum of disease

Primary NAFLD is:
• an excess of fat in the liver (hepatic
steatosis)
• that is not a result of excessive
alcohol consumption
• or other secondary causes
Secondary causes include side effects
of certain medications, hepatitis C
virus (HCV) infection and particular
endocrine conditions (NICE, 2016)

Estimate of need and
demand for NAFLD
services across the UK
and Ireland

The current prevalence of NAFLD and
NASH in general population
• Estimated prevalence of
NAFLD and NASH in
adults is approximately
20-30% and 3-5%
respectively

Source: NICE, 2016; Younossi, 2016; Alexander, 2018; Adelphi Values, 2018

Nearly 14 million adults have NAFLD and nearly 2.23
million adults have NASH in the UK and Ireland

Source: Office for National Statistics, Population Estimates for
UK, England and Wales, Scotland and NI: Mid-2018; Republic of
Ireland Central Statistics Office

Only
approximately
83,500 people
diagnosed with
NAFLD

Prevalence of NAFLD in high risk
groups
• NAFLD is more common in people with central obesity,
insulin resistance or T2DM, hypertension and
dyslipidaemia (NICE, 2016)
• More than 50% of patients with T2DM (53%)/MetS
(54%) will have NAFLD (NICE, 2016a)
• More than 45% of patients with high BMI (46%) will
have NAFLD (NICE, 2016) and up to 90% among
patients with morbid obesity who are undergoing
bariatric surgery will have NAFLD (Tanajewski, 2017;
Alexander, 2018)
• Those who are obese or have T2DM are associated
with at increased risk of progressive NAFLD (NASH
and fibrosis) and adverse liver related outcomes

Prevalence of childhood obesity in
England

Prevalence studies have
shown that up to 38% of
obese children have
evidence of NAFLD
(NICE, 2016)
Source: NCMP, 2017/18

Percentage of patients receiving a liver
transplant due to NASH is
progressively increasing in Europe

Source: The European Liver Transplant Registry (Belli, 2018)

Review of the published
guidelines and
evidence-base on
NAFLD care pathways

Current guidelines on NAFLD

NICE obesity (2014), weight management (2014), preventing excess weight
gain (2015), T2DM in adults (2015), cirrhosis (2016)

Comparative analysis of NICE, EASL
and AASLD: Assessment and Diagnosis
Similarities

Differences

Characteristic points for defining and
initially diagnosing NAFLD

Screening strategies in high-risk populations (eg
T2DM, MetS and obesity) recommended by EASL
but not NICE or AASLD

Systematic screening is not
recommended

Initial evaluation for NAFLD patients incidentally
identified through abnormal LFTs or USS (EASL and
AASLD)

LFTs not a sensitive screening or
diagnostic tool

Use of non-invasive tests for diagnosis in suspected
NAFLD patients: USS for 1st line examination to
identify liver steatosis (EASL and AASLD); NICE
high priority research question

Need for further research on preferred
non-invasive tests for accurately
identifying NASH in people with NAFLD

Use of prognostic scores for predicting presence of
steatohepatitis (EASL)

Liver biopsy is the ‘gold standard’ for
diagnosing NAFLD, NASH and staging
liver fibrosis

Preferred non-invasive tools for assessment of
advanced fibrosis (ELF versus NFS and FIB-4) and
imaging tools (eg TE)
When to use a liver biopsy to confirm a diagnosis

Comparative analysis of NICE, EASL and
AASLD: Management and Treatment
Similarities

Differences

1st line treatment of NAFLD patients
should involve weight loss including
maintenance

FU of NAFLD patients ranges from 2-3 years for
low risk and 6 months to 2 years for high risk
(≥F3/F4) (EASL and NICE)

Similar dietary deficit amounts
(500-1000kcal/day)

Management of metabolic disorders and links to
associated services (EASL only)

No drugs have currently been approved
for treatment of NASH

Target weight loss ranges from 3-10%

Statin use is safe for NAFLD patients being
treated for dyslipidaemia to reduce
cardiovascular risk

Different dietary macronutrient composition and
exclusion of NAFLD promoting foods

Bariatric surgery for NAFLD patients who
are obese and meet eligibility criteria
although criteria differs by guideline

Type, duration and intensity of physical activity
differs

Use of liver transplants for NAFLD patients
(EASL and AASLD) although not discussed
in NICE

Who to treat with pharmacotherapy (eg NASH
with/without fibrosis and stage of fibrosis or high
risk of disease progression)
Use of off label pharmacological treatment
FU and monitoring the effectiveness of
pharmacotherapy

NICE Algorithm: assessment and monitoring
of NAFLD (2016)

EASL algorithm for non-invasive assessment
of NAFLD (2016)

Sample
of
key
publications…
GPs should be
incentivised to
identify patients with
liver disease through
the QOF scheme

NHS England should
introduce a series of
CQUIN schemes
relating to liver services
that are commissioned
at a specialized level
Targeted
identification:
incorporate a liver
health check into
existing routine
practices

Identify the 15-20% of
NAFLD cases likely to
progress to severe liver
disease when screening
for other obesity-related
diseases

Actively screen
high risk patients

Improved collection
of NAFLD data in
both 1 and 2 care,
and through death
certification

Current service service
provision and comparative
analysis of current NAFLD
care pathways in the UK
and Ireland

Patient pathway of current practice

Use of simple assessment tools for
NAFLD
Clinical assessment tool

% completed
in 1 care

% completed in
2 care

Body mass index

26%

82%

Waist circumference

Not routinely performed in either 1
or 2 care

Alcohol history

No data

79%

Overall liver aetiology screen
• Ferritin
• Hepatitis B and C serology
• Liver autoantibodies

32%

86%
88%
86%
91%

Liver ultrasound

37%

81%

Fatty Liver Index Score

89% not performed in either 1 or 2
care

Source: UK NAFLD survey data (Sheridan et al, 2017)

Non-invasive fibrosis risk stratification
tool
Non-‐invasive	
  ﬁbrosis	
  risk	
  stra0ﬁca0on	
  tool

% routinely used in 2 care

AST/ALT ratio*

53%

Fibroscan (Transient Elastrography)

50%

NAFLD Fibrosis Score* (NFS)

41%

FIB-4 Score*

16%

AST to Platelet Ratio Index (APRI)*

6%

Enhanced Liver Fibrosis (ELF) or other 5%
serum fibrosis markers

Recommended by
NICE, 2016

* requires AST measurement; AST is often not routinely recorded
Source: UK NAFLD survey data (Sheridan et al, 2017)

Summary of current service provision
•
•
•
•

•
•
•
•
•
•

Pool of undiagnosed NAFLD patients in 1 and 2 care especially in high risk
groups
Over-reliance on and over-use of abnormal LFTs; gateway to 2 care
Inappropriate use of 2 care expertise to assess and diagnosis patients
Unnecessary demand for 2 care leads to bottle neck: delays in assessment
for those who with highest need and over medicalisation for those with low
need
Inappropriate use of limited NHS resources
Simple assessment tools not being routinely conducted in 1 care
Various non-invasive diagnostic risk assessment tools for fibrosis used (but
only in 2 care)
Unclear use of liver biopsy in 2 care
Uncertain management of patients in 1 and 2 care (ie no universal
provision of weight loss and lifestyle advice)
No or poor interconnection with associated services (eg weight
management/obesity, T2DM)

Examples of good
practice

Sample of good practice examples

Comparative analysis of example pathways:
identification, diagnosis, stratification

Comparative analysis of example pathways:
identification, diagnosis, stratification (continued)

Comparative analysis of example pathways:
management, evidence, funding

Comparative analysis of example pathways:
management, evidence, funding (continued)

Similarities and differences across the
example pathways
Similarities

Differences

Increased and faster identification and
diagnosis

Type of pathway (eg CLD, NAFLD, Abnormal
LFTs/ALT, target risk factors)

Earlier diagnosis of patients (provides
opportunity for lifestyle changes)

Choice of non-invasive fibrosis risk stratification
tool (eg FIB4, NFS, STL, ELF, TE, AST/ALT)

Identification of asymptomatic patients with
advanced fibrosis/cirrhosis

Use of TE in primary care eg Nottingham and
Southampton

Shift diagnosis and risk stratification to 1
care

1 or 2 tier risk stratification (eg C&I, Nottingham
and Southampton 2 step)

Decreased referrals to 2 care and reserved
for medium/high risk of advanced fibrosis

Use of technology and electronic databases (eg
Dundee, ICE; Hull & East Yorkshire ERS & Choose
and Book; Others, EMIS/SystmOne)

Piloting use of 2 care tools in 1 care setting
(eg FIB4, NFS, ELF, Fibroscan)

Joint physical or virtual 1 and 2 care clinics (GP
and Hepatologist) (eg Nottingham, Southampton,
Hull & East Yorkshire)

Decreased costs in short term (and predict
long term savings) eg Dundee, Nottingham,
Hull, C&I, Southampton

Alignment with different guidelines (eg NICE x 4
or EASL x 4)

Gaps and duplications across the example
pathways
Gaps

Duplications

Examples on effective management and follow up are
lacking; pathways primarily focus on identification and
diagnosis (except Nottingham, ? Newcastle)

Patients overlap across pathways eg
can be both T2DM and excess alcohol
consumption (ie NAFLD and ALD
pathway)

On going uncertainty about the most validated fibrosis
risk assessment tool (and optimal thresholds) for use in
1 care

Diagnostic tools duplicated in 1 and 2
care ?

Interaction and links to related pathways and services
(eg obesity, T2DM)
Information on demand management across whole of
pathway (bottle neck from increased diagnosis)
Information on cost effectiveness of example care
pathways especially LT clinical outcomes
Sustainable sources of funding although main source is
CCGs
Lack of generalisability (eg Nottingham)
Follow up and monitoring in 1 and 2 care

Comparative analysis of
current supply and
NAFLD pathway
guidelines

Comparative of analysis of national
guidance and current practice

Comparative of analysis of national
guidance and current practice

Comparative of analysis of national
guidance and current practice

Summary of what’s
working well and what’s
not working as well

Working well

Not working so well

Conclusion
•
•
•
•
•
•
•
•
•
•
•
•

NAFLD is an important public health problem
Extent of the disease burden is severely under-recognised; large numbers
of asymptomatic undiagnosed patients
National NICE NAFLD guidelines exist but local implementation is absent,
ad hoc and limited to pockets of good practice
Current practice inappropriately relies on abnormal LFTs as marker for
detecting NAFLD and referral on to 2 care
Good practice examples all aim to shift diagnosis from 2 or 3 care to 1
care, and pilot use of diagnostic tools in 1 care. Building evidence of
effectiveness
But, example care pathways have significant differences, gaps in service
provision and struggle with LT commissioning and sustainability
Vital starting point but currently no standardised pathway that could be
adopted by whole of UK and Ireland
No national performance management/incentivisation schemes
Integration of NAFLD diagnosis and management with associated
comorbidities is lacking (national and local level)
Significant gaps and uncertainties in the evidence base – await further
published research
Inadequate and inequitable service provision across UK and Ireland
Overall, clearer guidance needed for NAFLD patients across whole care
pathway
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Any questions?

Next steps and
phase 2

Phase 2: Stakeholder mapping, engagement
and consultation
•

Conduct semi-structured telephone interviews with key
stakeholders (n=30) from across UK and Ireland
– Examples of key stakeholders (policy makers, providers,
commissioners, patient organisations): representatives from case
studies, NHS England, PHE, CCGs, PH LAs, HWBs, RCGPs,
clinicians across 1, 2 and 3 care, patient organisations
– Examples of questions to include: clarify information, further
information and views on existing pathways and services; type of
pathway (CLD, NAFLD, abnormal LFTS), referral routes and
interaction between 1,2 and 3 care; commissioning and funding
routes; barriers to and opportunities for implementing a pathway;
recommendations for improvements in service provision/referral
pathways; staff training needs etc

•
•

Analyse qualitative data and identify key themes
Review and revise phase 1 desktop report based on phase
2 findings

