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B.1 Decision problem, description of the technology

and clinical care pathway

B.1.1  Decision problem

The submission covers the technology’s full marketing authorisation for this indication.
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Table 1: The decision problem

Final scope issued by NICE Decision problem addressed in the
company submission

Rationale if different from the final NICE
scope

NA

Population Adults with chronic heart failure with As per scope.
reduced ejection fraction.

Intervention Dapagliflozin in combination with SC Dapagliflozin in combination with SC,
(including treatment with an ACEi, ARB, where SC is defined as:
mineralocorticoid receptor antagonist, « ACEi or ARB, in combination with
beta blocker, sacubitril valsartan and/or beta-blocker, +MRA (according to
an aldosterone antagonist). patient’s tolerance of MRA)

e Sacubitril valsartan, in combination
with beta-blocker, tMRA (according
to patient’s tolerance of MRA)

The intervention is in line with the scope,
with SC defined more clearly to reflect the
two distinct places of therapy relevant for
dapagliflozin in the treatment pathway for
HFrEF patients.

with beta-blockers, and/or
mineralocorticoid receptor antagonists

Comparator(s) Individually optimised SC without For the treatment of HFrEF patients on
dapagliflozin. ACEi or ARB, in combination with beta-
blocker, £MRA, the comparators will be:
Standard care is defined as: * Sacubitril valsartan
« ACEi in combination with beta- * Placebo
blockers, and/or mineralocorticoid
receptor antagonists For the treatment of HFrEF patients on
¢ ARBs in combination with beta- sacubitril valsartan, in combination with
blockers, and/or mineralocorticoid beta-blocker, tMRA, the comparators
receptor antagonists will be:
o Sacubitril valsartan in combination ¢ Placebo

In line with NICE TA388 and NG106, the
relevant comparators at the two distinct
places of therapy relevant for dapagliflozin
in the treatment pathway for HFrEF
patients (see ‘intervention’) are sacubitril
valsartan and placebo. Background therapy
(SC) will be the same in both the
dapagliflozin arm and the comparator arm.

Outcomes The outcome measures to be considered | As per scope.
include:

e symptoms of heart failure
¢ hospitalisation for heart failure
e all-cause hospitalisation

NA
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Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final NICE
scope

¢ mortality

e cardiovascular mortality

¢ adverse effects of treatment (including
diabetic ketoacidosis, genital
infections, Fournier’s gangrene,
amputations and fractures)

¢ health-related quality of life.

Economic analysis Health economic analysis.

As per scope.

NA

Special None stated.
considerations
including issues
related to equity or
equality

Equality issues related to current use
and availability of dapagliflozin in T2DM
patients.

Dapagliflozin is currently available across
primary and secondary treatment settings
for T2DM patients, including T2DM patients
with comorbid HFrEF. A positive
recommendation for dapagliflozin in HFrEF
is expected to improve equality by
extending the benefits of dapagliflozin for
the treatment of all eligible HFrEF patients
with and without comorbid T2DM. Similarly,
initiation of dapagliflozin for the treatment of
HFrEF in the primary care setting would
improve equality of access without relying
on access to specialist care, which
currently varies by geography.
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B.1.2

Description of the technology being appraised

A draft summary of product characteristics (SmPC) for dapagliflozin is provided in Appendix
C; details of the technology being appraised in the submission, including the method of
administration, dosing and related costs, are provided in Table 2.

Table 2: Technology being appraised

UK approved name and brand name

Dapagliflozin (Forxiga®).

Mechanism of action

Dapagliflozin is a highly potent, selective and reversible
inhibitor of SGLT2. Inhibition of SGLT2 by dapagliflozin
reduces reabsorption of glucose from the glomerular filtrate
in the proximal renal tubule with a concomitant reduction in
sodium reabsorption leading to urinary excretion of glucose
and osmotic diuresis. However, the cardio-renal benefits of
dapagliflozin are not solely dependent on the blood
glucose-lowering effect and not limited to patients with
diabetes. In addition to the osmotic diuretic and related
hemodynamic actions of SGLT2 inhibition, potential
secondary effects on myocardial metabolism, ion channels,
fibrosis, adipokines and uric acid may be mechanisms
underlying the cardio-renal beneficial effects of
dapagliflozin.

Marketing authorisation/CE mark
status

Marketing authorisation is expected late July / early August
2020.

Indications and any restriction(s) as
described in the summary of product
characteristics (SmPC)

Indication of relevance to this submission:

Dapagliflozin is indicated in adults for the treatment of
symptomatic heart failure with reduced ejection fraction.
[expected wording]

Other indications:

Dapagliflozin is indicated in adults for the treatment of
insufficiently controlled type 2 diabetes mellitus as an
adjunct to diet and exercise

e as monotherapy when metformin is considered
inappropriate due to intolerance.

¢ in addition to other medicinal products for the
treatment of type 2 diabetes.

Dapagliflozin is indicated in adults for the treatment of
insufficiently controlled type 1 diabetes mellitus as an
adjunct to insulin in patients with BMI = 27 kg/m?, when
insulin alone does not provide adequate glycaemic control
despite optimal insulin therapy.

Method of administration and dosage

10 mg oral dapagliflozin once daily.

Additional tests or investigations

None.

List price and average cost of a
course of treatment

£36.59 for a 28-tablet pack
Annual treatment cost of £476.98

Patient access scheme (if applicable)

Not applicable
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B.1.2.1  Appraisal route

AstraZeneca (AZ) strongly believe that dapagliflozin is an appropriate candidate for fast track
appraisal (FTA). Dapagliflozin for HFrEF satisfies the criteria for FTA:

e The cost-minimisation analysis of dapagliflozin versus sacubitril valsartan showed
that dapagliflozin was associated with cost-savings compared to sacubitril
valsartan

o0 This analysis was based on the outcomes from a matching-adjusted indirect
comparison (MAIC), which demonstrates there to be no statistically
significant differences in outcomes between dapagliflozin and sacubitril
valsartan, with numerical differences favouring dapagliflozin for the key
endpoints that drive cost-effectiveness (including cardiovascular [CV]-
mortality and heart failure [HF] hospitalisation); additionally, the cost of
dapagliflozin is approximately 60% less than the cost of sacubitril valsartan

o The cost-effectiveness analysis of dapagliflozin as an add-on to standard care, as
specified in the National Institute for Health and Care Excellence (NICE) scope,
showed the incremental cost-effectiveness ratio (ICER) to be less than £10,000/
quality adjusted life year (QALY)

0 Scenario analyses demonstrate the cost-effectiveness of dapagliflozin to be
highly robust and maintained under variations in model input
parameters

0 As such, it is highly likely that the most plausible ICER is less than £20,000
per QALY gained and it is highly unlikely that the ICER is greater than
£30,000 per QALY gained

One in five people over 40 years old will develop HF in their lifetime (1), with a 5-year
mortality rate for patients in the UK of 54.5% (2). The burden of HF is expected to rise in the
future (3), with hospital admissions related to HF projected to rise by 50% over the next 25
years (4). Dapagliflozin for heart failure with reduced ejection fraction (HFrEF) reduces
mortality and hospitalisations compared with current standard care and has a favourable
safety profile. In addition, the efficacy of dapagliflozin is evident from the very early stages of
treatment, as shown by the early separation of the Kaplan-Meier (KM) curves for the primary
endpoint, with a hazard ratio (HR) corresponding to a p-value of <0.05 from day 28 onwards
(exploratory analysis) (5). Providing access to dapagliflozin as swiftly as possible is therefore
likely to be highly beneficial for patients in the National Health Service (NHS). AstraZeneca
consequently believe that there is a strong clinical rationale for FTA of dapagliflozin.

Dapagliflozin also offers benefits beyond efficacy compared with standard care; it has no
requirement for dose titration (a limitation of beta-blockers, angiotensin-converting-enzyme
inhibitors (ACEis) / angiotensin receptor blockers (ARBs) and mineralocorticoid receptor
antagonist [MRASs]) and is not associated with hypotension and hyperkalaemia (a limitation
of ACEis, MRAs and sacubitril valsartan). In addition, there is extensive experience of the
use of dapagliflozin within the NHS, along with its safety profile, as a result of years of use
for dapagliflozin as a treatment for type 1 and type 2 diabetes.

Providing access to dapagliflozin as swiftly as possible is therefore likely to be highly
beneficial for HF patients in the context of the high hospitalisation rate and high mortality rate
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associated with HF. AstraZeneca consequently believes that there is a strong clinical and
cost-effectiveness rationale for FTA of dapagliflozin.
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B.1.3  Health condition and position of the technology in the

treatment pathway

B.1.3.1 Background

Heart failure is a clinical syndrome caused by structural or functional cardiac abnormalities
which result in symptoms and signs such as difficulty breathing, fatigue, ankle swelling, and
oedema (6). Mortality associated with HF is high, with approximately half of patients dying
within 5 years of diagnosis (2). There are numerous causes of HF, such as left ventricular
dysfunction (the most common), and abnormalities of the valves, pericardium, endocardium,
and cardiac conduction and heart rhythm (e.g. atrial fibrillation). The most common causes
of left ventricular dysfunction, which can be either predominantly systolic (reflecting
contraction and emptying of the chamber) or diastolic (reflecting relaxation and filling), are
ischaemic heart disease (IHD) and hypertension, although the cause in many patients is not
known. Diabetes is also associated with a higher risk of developing HF, and comorbid
diabetes is associated with poorer functional status and worse outcomes after HF develops
(6). This is particularly relevant as the prevalence of diabetes has more than doubled in the
UK over the past 20 years and is projected to increase further over the next 10 years (7); it is
likely that this increase will therefore be associated with an increase in the incidence of HF
and severity of prevalent HF.

HF is broadly divided into two types, differentiated on the basis of measurement of left
ventricular ejection fraction (EF). Measurement of EF is a means of quantifying the fraction
of blood ejected by the left ventricle, into the arteries, each time the heart contracts. If the EF
is substantially lower than normal (<40%) the patient is said to have HF with reduced EF
(HFrEF). The principal underlying problem in these patients is systolic dysfunction. Up to half
of patients with HF do not have a clearly reduced EF and are generally described as having
HF with “preserved” EF (HFpEF) i.e. not clearly reduced but not always normal (>50%). In
many of these patients the predominant problem may be diastolic dysfunction. Recently
patients with EF in the “borderline” area between 40% and 50% have been described as
having HF with “mid-range” or “mildly-reduced” EF (HFmrEF) to reflect the possibility that
some may have mild systolic dysfunction (4, 6). As outlined in the scope, this submission is
concerned with treatment of patients with HFrEF.

B.1.3.2 Burden of HF

Heart failure represents one of the most significant healthcare problems in the UK; one in
five people over 40 years old will develop HF in their lifetime (1) and their five-year mortality
rate post-diagnosis is 54.5% (2). This mortality rate is higher than for many forms of cancer
(e.g. leukaemia, bladder, colon) (8), with a one-year mortality rate for HF in the UK of 24.1%
(2). Cardiovascular disease has been identified by the NHS as the single biggest condition
where lives can be saved; the current NHS Long Term Plan consequently aims to prevent
>150,000 heart attacks, strokes and dementia cases over the next 10 years (9). Improving
treatment outcomes in HF will help meet this long-term NHS goal.

HF can lead to a range of symptoms, including difficulty breathing, fatigue, and ankle
swelling (6). These symptoms, in addition to the emotional burden of living with a chronic
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condition, reduce quality of life (QoL) significantly and increasingly as the patient’s disease
progresses (10), and the QoL of patients with HF is similar to diseases such as multiple
sclerosis and rheumatoid arthritis, and lower (worse) than for breast cancer (11, 12). This
burden places considerable stress on patients, and depression and anxiety are common
comorbidities in HF (13). Hospitalisation for HF also has a significant impact on the QoL of
patients; in a randomised controlled trial (RCT) of sacubitril valsartan patients with
hospitalisation for heart failure (hHF) had a significant worsening in Kansas City
Cardiomyopathy Questionnaire (KCCQ)' overall summary score (including the QoL domain)
and clinical summary score from baseline at 8 months, while those who did not have a hHF
event had improvements in these scores from baseline (14). Avoiding hHF will therefore
have substantial QoL benefits for patients. Furthermore, a study of HF patients showed that
patients’ mental and physical QoL scores are predictive of long-term mortality, further
emphasising the importance of maintaining HF patients’ QoL (15).

HF is the leading cause of hospitalisations in people aged >65 years (16) and is the leading
cause of rehospitalisation in the general population (17). The economic burden of HF is
consequently high, and estimates of the annual cost to the NHS range from £650 million (18)
to approximately 2% of the annual NHS budget (£2.6 billion) (4, 19). Based on 2019/20 NHS
National Tariff and Reference Costs (EBO3A-E), the average cost per hHF is £2,436 (20,
21) with an average length of stay of 9.1 days (22). In addition to direct costs, HF also
contributes substantial indirect costs as a result of mortality, lost productivity, and the need
to provide long-term domiciliary of institutional care for some patients (23).

The burden of HF will rise in the future, in part due to an ageing population and improved
survival from other CV and other chronic diseases (24), and hospital admissions related to
HF are projected to rise by 50% over the next 25 years (4). Despite improvements in clinical
care and the introduction of new treatments for HF, many patients still experience disabling
symptoms (25) and mortality rates remain high (26). In addition, HF admissions in England
rose by 33% between 2013/14 and 2018/19, three times the percentage increase in overall
admissions during this period (27). There is consequently an unmet need for easily
accessible new treatments for HF which can lower mortality, reduce hospitalisation rates and
improve symptoms and quality of life for patients with HF.

B.1.3.3 Epidemiology

The prevalence of HF in the UK is estimated to be 0.93% (28); based on 2018 population
estimates there are therefore approximately 550,000 patients with HF in England and Wales
(29). While the overall crude incidence rate for HF per 100 000 population in the UK
decreased by 7% between 2002 and 2014, incidence increased in the oldest age group (=85
years) and the number of individuals with new-onset HF increased by 12% over this period
due the increase in population size and change in age structure (3). The age- and sex-
standardised prevalence, which, in part, reflects survival of people developing heart failure,
remained relatively stable between 2002 and 2014, although the number of people living
with heart failure grew by 23% over the same period (3, 26).

' The KCCQ assesses a patient’s health function and is discussed further in Section B.1.3.5.
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Of 68,266 patients admitted to hospital due to HF in England and Wales between April 2017
and March 2018, 66% had HFrEF (26); based on the estimate of 550,000 patients with HF in
England and Wales (29), there are therefore approximately 364,000 patients with HFrEF in
the UK.

B.1.3.4 Healthcare settings for the management of patients with HF

NICE NG106 recommends that patients should receive care from both a primary care team,
typically their local general practitioner (GP), and a specialist multidisciplinary team (MDT).
The specialist MDT should include a lead physician trained in HF along with a specialist HF
nurse; at least one member of the specialist MDT should have expertise in specialist
prescribing for HF. The primary care team are responsible for coordinating the patient’s care,
ongoing monitoring and management following the initial diagnosis, and referring the patient
to specialist HF services as and when required. NG106 recommends that the specialist MDT
are responsible for diagnosing HF and initial management of newly diagnosed patients,
management of patients with recently decompensated or advanced HF, initiating new
medicines which require specialist supervision, and managing patients who are not
responding to treatment.

B.1.3.5 Diagnosis of HF

Diagnosis of HF can be difficult because the typical symptoms and signs of heart failure are
non-specific i.e. breathlessness fatigue, and swollen ankles, which can result in delays and
under-diagnosis of the condition. NICE NG106 (Figure 1) provides guidance on the
diagnosis of HF (4); briefly, patients with a medical history suggestive of HF should have a
measurement of plasma N-terminal pro B-type natriuretic peptide (NT-proBNP) and referred
for echocardiogram and electrocardiogram (ECG) if the NT-proBNP concentration is 2400
ng/L.
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Figure 1: NICE NG106 diagnostic pathway for HF
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Source: NICE NG106 (4).
Abbreviations: ECG, electrocardiogram; HF, heart failure; LV, left ventricle; NT-proBNP, N-terminal pro B-type
natriuretic peptide.

Clinical guidelines for diagnosis of HF from the European Society of Cardiology (ESC) have
similar recommendations (6). Once diagnosis of HF is confirmed it is categorised as HFrEF
(left ventricular ejection fraction [LVEF] <40%), heart failure with mid-range ejection fraction
(HFmrEF; LVEF 40 to <50%) or HFpEF (LVEF =250%) (4, 6).

HF patients are routinely evaluated in clinical practice using the New York Heart Association
(NYHA) Functional Classification (Table 3), which is based on physical limitations due to
symptoms; however, symptom severity does not correlate closely with left ventricular (LV)
function and patients with “mild symptoms” (NYHA class Il) still have a substantial risk of
hospitalisation and death (6). While the NYHA is useful as a short-hand description of a
patient’s clinical status, it is highly subjective, poorly reproducible and not patient-centric (i.e.
it is a clinicians assessment of the patients functional limitation) (30). Different cardiologists
may have different assessments of the same patient (inter-rater concordance of 54-56% for
mild to moderate symptoms) (30) and poor correlation between the NYHA classification and
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more objective HF severity measures has been demonstrated (31), as well as very low
reproducibility of the NYHA classification among trained cardiologists (32, 33). Inputs from
clinical experts indicate that NYHA class has a limited impact on the treatments offered to
patients in clinical practice, given the subjective nature of the classification criteria.

Table 3: NYHA Classification Criteria
NYHA stage Criteria

I No limitation of physical activity. Ordinary physical activity does not
cause undue fatigue, palpitations, or dyspnoea.

Il Slight limitation of physical activity. The patient is comfortable at rest.
Ordinary physical activity results in fatigue, palpitations, or dyspnoea.

1 Marked limitation of physical activity. The patient is comfortable at rest.
Less than ordinary activity causes fatigue, palpitations, or dyspnoea.

v Inability to carry on any physical activity without discomfort. Heart failure
symptoms are present even at rest or with minimal exertion.

Abbreviations: NYHA, New York Heart Association

In contrast to the NYHA classification system, which provides only 4 score options, the
KCCQ overall summary score provides a continuous measure with a potential score
between 0 to 100, derived from answers to 23 questions covering 6 domains (physical
limitations, symptoms, social limitations and QoL; Table 4) and is considered to provide a
more comprehensive and robust assessment of a patient’s health status and to be more
responsive to change (34). Importantly, it is not biased by a physician’s interpretation of
patients’ symptoms but gives a patient-reported and more granular assessment of the
patient’'s symptoms and limitations. The KCCQ is consequently a more robust measure of
changes in a patient’s condition than NYHA class, especially in clinical trials, and has
established thresholds which indicate clinically relevant changes in health status (35).
Baseline KCCQ —Total Symptom Score (TSS) has been found to align with clinical
outcomes, with patients with worse KCCQ-TSS at baseline having higher mortality and hHF
rates (35). As a result, KCCQ rather than NYHA class, has become the standard tool used in
clinical trials to evaluate patient-reported health status and response to treatment.
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Table 4: KCCQ questionnaire domains and summary scores

Domains Description Total Clinical Overall
Symptom | Summary | Summary
Score Score score
Physical Q1: measures the limitations Score Includes Includes
limitations patients experience, due to their | does not | this this
heart failure symptoms, in include domain domain
performing routine activities. this
domain
Symptoms Q2-9: quantifies the frequency Includes Includes Includes
(frequency, and burden of clinical symptoms | the this this
severity and in heart failure, including fatigue, | frequency | domain domain
change over shortness of breath, paroxysmal | and
time) nocturnal dyspnoea and patients’ | severity
oedema/swelling sub-
domains
Self-efficacy and | Q11-12: quantifies patients’ Score Score Score
knowledge perceptions of how to prevent does not | does not | does not
heart failure exacerbations and include include include
manage complications when this this this
they arise. domain domain domain
QoL Q13-15: quantifies patients’ Score Score Includes
assessment of their quality of does not | does not | this
life, given the current status of include include domain
their heart failure. this this
domain domain
Social Q16: quantifies the extent to Score Score Includes
interference which heart failure symptoms does not | does not | this
impair patients’ ability to interact | include include domain
in @ number of social activities. this this
domain domain

Source: Green et al. 2000 (34), Kosiborod et al. 2020 (35).
Abbreviations: QoL, quality of life

B.1.3.6

Current treatment options for HFrEF

NICE NG106 separates treatment for HFrEF into two groups, first-line treatment and
specialist treatments.

First-line treatments
First-line treatments for HFrEF consists of a combination of diuretics, ACEi or ARB in
patients who cannot tolerate an ACEi, and beta-blockers, followed by an MRA if symptoms
continue (Figure 2). In clinical practice MRA initiation is often carried out by HF specialists,
depending on the geographic region, due to the variable confidence amongst general
practitioners in initiation of MRAs. This is primarily due to the common adverse events

associated with MRAs, such as hyperkalaemia, hypotension, and worsening kidney function.
Company evidence submission template for dapagliflozin for HFrEF.

© AstraZeneca 2020. All rights reserved Page 22 of 175



Similarly, ACEI/ARB initiation and up-titration in primary care is also variable and may
instead take place during a HF specialist visit, depending on the geographic region. Further
differences between NG106 and clinical practice are discussed in Section B.1.3.7.

Specialist treatments

Specialist treatments are typically treatments which may be associated with more significant
AEs or with which there is less clinical experience. NG106 specifies the treatments which
can only be initiated under the supervision of the specialist MDT in patients who still have
symptoms after ACEI/ARB and beta-blocker, tMRA as (Figure 2):

e Sacubitril valsartan in patients with ejection fraction <35%.

o lvabradine in patients with sinus rhythm >75 beats per minute and ejection fraction
<35% despite first-line treatment for heart failure.

¢ Hydralazine in combination with nitrate is recommended as an alternative to
ACEI/ARB in patients who cannot tolerate ACEi nor ARB. Hydralazine in combination
with nitrate can also be considered in patients of African or Caribbean family origin
with moderate to severe heart failure despite ACEi/ARB and beta-blocker, tMRA
therapy.

¢ Digoxin in patients with reduced ejection fraction despite first-line treatment for heart
failure.

Ivabradine, hydralazine/nitrate and digoxin are not commonly used in UK clinical practice to
treat patients with HFrEF (36).
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Figure 2: Pharmacologic treatments for HFrEF recommended in NG106
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Abbreviations: ACEi, angiotensin-converting enzyme inhibitor; ARB, angiotensin-receptor blocker; EF, ejection
fraction; HR, heart rate; MRA, mineralocorticoid-receptor antagonist.

Source: NG106 (4).

In clinical practice, standard care for patients in the UK with HFrEF varies depending on
patients’ symptoms and how well they tolerate each treatment. In the majority of patients,
standard pharmacological therapy for the treatment of HFrEF consists of the following
treatment combinations, in addition to a diuretic (see Section B.1.3.7, Table 5):

o ACEI/ARB, beta-blocker, tMRA (with or without MRA, according to the patient’s
suitability for MRA)

e Sacubitril valsartan, beta-blocker, +MRA
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B.1.3.7 Clinical practice vs clinical guidelines

NG106 sets out recommendations for management of HFrEF (4); however, clinical practice
does not always match guideline recommendations, which makes the choice of setting for
initiation of dapagliflozin (primary or specialist) a highly relevant issue. Only 24% of patients
with recorded HF symptoms have been found to follow a NICE guideline pathway to
diagnosis, with only 4% completing the pathway within the recommended 6 weeks (37);
most patients were found to be diagnosed in hospital following admission for acute
symptoms (37).

There is also a discrepancy between clinical guidelines and clinical practice for setting of
care. NG106 states that the specialist MDT should diagnose HF and prescribe any initial
medications, with the primary care team then responsible for adding or adjusting any
medications which do not require specialist prescribing (see Section B.1.3.6). Should the
patient’s HF fail to respond to treatment and require medications which require specialist
initiation, the primary team should refer the patient to the specialist MDT. However, this does
not consider GPs with a special interest (GPwSI) in HF, who are skilled in diagnosing and
managing HF. GPwSI are typically part of large practices, and other GPs from their practice
will typically refer any patients with suspected HF to the GPwSI (38). These GPwSI will
initiate some treatments for HFrEF, such as ACEis / ARBs, beta-blockers, and MRAs, and
may initiate sacubitril valsartan in coordination with specialist care; however, they would
typically work in a community care setting, and depending on regional variation, may not be
seen as part of the specialist MDT. Specialist HF nurses are part of the specialist MDT and
are usually tasked with treatment titration, medicines management and follow-up following
diagnosis by a HF specialist.

Once patients are diagnosed with HF, NG106 initially recommends triple therapy with a beta-
blocker, an ACEi or ARB and an MRA, with such treatment considered a key performance
indicator in the National Heart Failure Audit (26). However, beta-blockers, ACEis/ARBs and
MRAs require dose titration and therefore require time and multiple appointments to reach
guideline-recommended doses. Their use is also limited by treatment-related AEs such as
hypotension (beta-blockers, ACEis/ARBs and MRAs) and hyperkalaemia (ACEis, and
MRAs), which hinder patients from reaching guideline-recommended treatment doses (39,
40). Many hospitals consequently fall far short of prescribing benchmarks (26). Data from the
2017/18 National Heart Failure Audit show standard care to consist of a combination of beta-
blockers (89% of patients), ACEi and/or ARB (~85% of patients), and MRA (~55% of
patients) (26). However, these data are based on patients discharged following hHF who are
likely to have more severe HF than the HF population as a whole. In the overall population,
the proportion of patients on guideline-recommended treatments is even lower than National
Heart Failure Audit, with only 70% of patients receiving ACEi or ARB, 51% receiving ACEi or
ARB plus beta-blockers, and 16% receiving ACEi or ARB plus beta-blockers plus MRA
(Table 5). In addition, of those patients on guideline-recommended treatments, the mean
daily dose was only 42%, 20%, and 29% of the guideline-recommended dose for those
receiving ACEi/ARB, MRA, and beta-blockers, respectively (41).

NICE NG106 provides recommendations for diagnosis, management, and treatment of
patients with HF; however, in clinical practice many patients do not follow the diagnosis
pathways outlined in NG106, and those who do are unlikely to be diagnosed within the
Company evidence submission template for dapagliflozin for HFrEF.

© AstraZeneca 2020. All rights reserved Page 25 of 175



recommended timelines (37). This can impact the availability of treatments to patients and
reinforces the relevance of the setting for initiation of dapagliflozin (primary or specialist). As
HF diagnosis is a prerequisite for pharmacological management of HF, especially with
regards to specialist treatments, delays in HF diagnosis are likely to restrict patients’
treatment options, particularly those initiated in specialist care, and thereby their disease
progression (4). Once diagnosed, delays also occur in optimisation of patients’ treatment;
capacity issues, primarily due to a lack of HF nurses, delay referrals to specialist care, and a
lack of experience and capacity may prevent GPs from up-titrating treatments which can be
prescribed in primary care (36). It consequently takes approximately 3 months to titrate
ACEis and beta-blockers, and up to 6 months to reach optimised specialist treatment with
sacubitril valsartan (36). In the context of a condition with a 1-year mortality rate in the UK of
24 1% (2), such delays may have serious consequences for patients.

When assessing a new therapy which offers early and sustained efficacy benefits in patients
with HF, such as dapagliflozin, it is therefore essential therapies with a favourable benefit-
risk profile are not unnecessarily restricted to specialist initiation, which may impact patient
care. Indeed, the choice to restrict a treatment to specialist initiation may have significant
implications for patients’ treatment options, with less than 5% of patients with HFrEF
receiving treatments restricted to specialist initiation (Table 5). While it is unclear the extent
to which this low level of uptake is due to the restriction, first-line therapies have much higher
levels of uptake, although uptake remains below guideline-recommended levels. Treatments
offering strong efficacy benefits along with a reassuring safety profile should not be
unnecessarily restricted to specialist initiation if large number of eligible patients are to
benefit, particularly in diseases with such high unmet need.
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Table 5: Treatments for HF in UK clinical practice

Treatmentt

n (%) (N=116,408)

Any HF treatment

107653 (92.5)

Diuretics 64662 (55.5)
ACEi 58893 (50.6)
ARB 25534 (21.9)
Beta-blockers 74771 (64.2)
MRA 25928 (22.3)
Sacubitril valsartan 1493 (1.3)
Ivabradine 2420 (2.1)
Hydralazine 927 (0.8)

Device therapy

13429 (11.5)

Therapy combinations?

ACEi or ARB 81433 (70.0)
(ACEi or 