Working Title: Cost-effectiveness of dapagliflozin as a treatment for
chronic kidney disease: beyond the DAPA-CKD trial

Running title: Cost-effectiveness beyond DAPA-CKD

Authors: Phil McEwan,! Jason Davis.! David C. Wheeler,? Peter Rossing,>* Glenn
M. Chertow,’ Ricardo Correa-Rotter,® Salvatore Barone,’ Juan Jose Garcia
Sanchez®

(1) Health Economics and Outcomes Research Ltd, Cardiff, UK (2) Department of Renal
Medicine, University College London, London, UK (3) Steno Diabetes Center Copenhagen,
Herlev Denmark (4) Department of Clinical Medicine, University of Copenhagen,
Copenhagen, Denmark (5) Departments of Medicine and Epidemiology and Population
Health, Stanford University School of Medicine, Stanford, CA, United States (6) Department
of Nephrology and Mineral Metabolism, National Medical Science and Nutrition Institute
Salvador Zubiran, Mexico City, Mexico (7) Late Stage Development, Cardiovascular, Renal
and Metabolism, BioPharmaceuticals R&D, AstraZeneca, Gothenburg, Sweden (8) Global
Market Access and Pricing, BioPharmaceuticals, AstraZeneca, Cambridge, UK

Target Journal: TBD

Corresponding author: Phil McEwan
Address: Unit A, Cardiff Gate Business Park, Copse Walk, Pontprennau, Cardiff, CF23 8RB
Email: phil.mcewan@heor.co.uk

Tel: 029 2039 9146



INTRODUCTION

The prevalence of chronic kidney disease (CKD) is estimated to be 8—-16% worldwide.!
It is a progressive disease resulting from a decline in kidney function, as measured by
estimated glomerular filtration rate (eGFR) and accrual of kidney damage, typically identified
by the presence of albuminuria.
Prevalence continues to grow; driven by both ageing populations and an increased
prevalence of type 2 diabetes.'?
Complications associated with CKD include increased risk of all-cause and cardiovascular
mortality, kidney disease progression, acute kidney injury, cognitive decline, anaemia,
mineral and bone disorders, and fractures®.
Subsequently, CKD has a far reaching impact on the individual’s quality of life and a
substantial societal and economic impact.®
Current treatment options typically include angiotensin-converting enzyme inhibitors (ACEis)
or angiotensin receptor blockers (ARBs), which aim to minimize symptoms and delay disease
progression.
Many patients continue to progress toward advanced CKD. Other treatments providing
additional protective efficacy are, therefore, needed to slow CKD progression and protect
patients against adverse disease related outcomes.
data from cardiovascular outcomes trials assessing sodium-glucose co-transporter-2 (SGLT2)
inhibitors have demonstrated reno-protective effects distinct from their glucose lowering
action, including the potential to reduce the rate of GFR decline and the risk of ESKD in
people with type 2 diabetes.®*?
For example, the DECLARE TIMI 58 trial assessed dapagliflozin, an SGLT2 inhibitor, in patients
with type 2 diabetes and had or were at risk of atherosclerotic cardiovascular disease.

o The trial demonstrated that those treated with dapagliflozin had slower rates of

kidney decline (hazard ratio, HR: 0.76, 95% confident interval, 95%Cl, 0.67-0.87) as



defined the secondary renal composite endpoint (240% decrease in eGFR to <60
ml/min per 1.73 m?, incidence of end-stage kidney disease, ESKD, or death from
cardiovascular or kidney-related cause).
The European Medicines Agency (EMA) and the Medicines and Healthcare products
Regulatory Agency (MHRA) have approved dapagliflozin as a therapy for patients with CKD (>
15 ml/min per 1.73m?) - the first available treatment that delays progression to renal failure
and cardiovascular and kidney death in patients with CKD, with or without comorbid type 2
diabetes.’
The efficacy and safety of dapagliflozin in addition to standard therapy in patients with CKD
and elevated albuminuria (eGFR 25-75 ml/min per 1.73m?, UACR >200 mg/g).was
investigated in the Dapagliflozin and Prevention of Adverse Outcomes in CKD (DAPA-CKD)
trial.
o The trial demonstrated a reduction in the primary composite endpoint of worsening
kidney function (defined as a composite of a sustained = 50% eGFR decline, onset of
ESKD or death from cardiovascular or kidney-related cause) when treated with
dapagliflozin compared to placebo (HR: 0.61, 95%Cl, 0.51-0.72, p < 0.001).
o The trial was ended prematurely due to overwhelming efficacy.
Subsequently, a cost-effectiveness analysis based on the trial demonstrated cost-
effectiveness across multiple European health care systems,[McEwan et al.] and has
subsequently been reimbursed across Europe in patients with eGFR between 25 and
75 ml/min per 1.73m?with elevated albuminuria (> 200 mg/g).
The objective is to adapt a previously published Markov model to assess the cost-
effectiveness of dapagliflozin in the broader CKD population, including patients without
elevated albuminuria in line the EMA/MHRA indications, from European healthcare

perspectives in the United Kingdom, Spain and Italy.



METHODS
e DAPA-CKD was a randomised, double-blind, placebo-controlled, event-driven trial in patients
with eGFR 25-75 ml/min per 1.73 m? and elevated albuminuria (> 200mg/g).

o The trial investigated the efficacy and safety of dapagliflozin (10 mg once daily) daily
versus placebo in addition to current standard therapy, defined as stable dosing of
either an ACEi or ARB.

o The study design, patient characteristics, and outcomes have been published.'#1°

e The DECLARE TIMI 58 trial was a randomised, double-blind, multinational, placebo-
controlled trial in patients with type 2 diabetes who had or were at risk for atherosclerotic
cardiovascular disease.

o The study design, patient characteristics, and outcomes have been previously
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Economic model

e This analysis adapts a Markov model published in a recent cost effectiveness analysis of
dapagliflozin in CKD using patient-level data from the DAPA-CKD trial.2%?

e The modelled population considered in this analysis uses the DAPA-CKD and DECLARE trial
populations to simulate a broader population according to the regulatory indication of the
EMA and MHRA,® using patient-level data.

e Outcomes were derived separately for patients with elevated UACR (= 200 mg/g) and
patients with low UACR (< 200 mg/g), and the two populations were pooled as weighted
averages for the broad CKD population (Error! Reference source not found.).

o Results for the low UACR group are thus calculated separately to allow for different
methods in estimating the effect of type 2 diabetes.

e The primary model outcome was the incremental cost-effectiveness ratio (ICER), expressed

as the difference in costs per quality-adjusted life year (QALY) gained.



e The analysis will also consider the costs avoided through treatment with dapagliflozin in

relation to KRT and hospitalisation for heart failure.
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Figure 1. Model schematic for estimation of outcomes in the broad CKD population
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Derivation of the broad CKD population
e Inthe DECLARE TIMI 58 trial, patient CKD status was not among the inclusion or exclusion
criteria, meaning a broad range of patients with CKD were eligible for inclusion.?
o Using patient-level data, it was possible to identify a subgroup who would have been
diagnosed with CKD according to albuminuria status and CKD-EPI Creatinine

2223 \which is referred to hereafter as the DECLAREp population.

Equation,
e To simulate a broader CKD population than what was included in the DAPA-CKD trial, it was
assumed to be compatible for analysis with the DECLAREp population.
o The two trials were established with divergent primary endpoints and
inclusion/exclusion criteria; to address these differences, the DECLAREp population
for the present analysis is limited to patients with CKD.

e The threshold for low (<200 mg/g) and elevated (=200 mg/g) UACR groups is defined

according to inclusion criteria of the DAPA-CKD trial.



o The DECLARE TIMI 58 trial did not restrict patients based on UACR status, and

analysis revealed the majority to be of have a low UACR.
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Figure 2. Baseline disease characteristics, stratified by type 2 diabetes status, eGFR and UACR, as
defined by KDIGO guidelines. Bars represent proportions while superimposed numbers correspond to
patient counts in each category. CKD, chronic kidney disease; eGFR, estimated glomerular filtration
rate; T2DM, type 2 diabetes mellitus; UACR, urine albumin creatinine ratio.

Simulated clinical efficacy parameters

e A Poisson simulation extrapolated the treatment effect of dapagliflozin versus placebo into
patients with low UACR region and further adjusting the treatment effect patient type 2
diabetes status, independent of treatment received.

e These adjustment factors were applied to the DECLAREp data to estimate rates for a non-

type 2 diabetes proportion of this low UACR population.



e  When considering primary composite endpoint of the DAPA-CKD trial and the non-fatal
component endpoints (250% sustained eGFR decline or incidence of ESKD), higher UACR was
associated with a higher rate of incidence (Error! Reference source not found.).

e Patients treated with dapagliflozin were predicted have lower rates of incidence in all
patients, regardless of UACR.

e Patients without type 2 diabetes were also expected to incur lower rates of death from any
cause (HR: 0.566), hospitalisation for heart failure (HR: 0.302) and incidence of ESKD (HR:
0.995) versus patients with type 2 diabetes.

e Inthe base case analysis, the model assumes that 75% of the broad CKD population is

constituted of patients with low UACR (<200 mg/g) and 25% with elevated UACR (>200

mg/g).
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Figure 3. Event rate ratios for the DAPA-CKD primary efficacy endpoint, >50% sustained decline in
eGFR, and incidence of ESKD in patients with and without type 2 diabetes treated with dapagliflozin
versus placebo. eGFR: estimated glomerular filtration rate; T2DM: type 2 diabetes mellitus; UACR:
urine albumin-to-creatinine ratio.



CKD progression
e For patients with elevated UACR, treatment dependent transition matrices were derived
from DAPA-CKD trial for the first 4 months of follow-up and from month 4 thereafter, so as
to replicate observed patterns of eGFR derived from patient-level data.*

o Insufficient KRT events occurred over the DAPA-CKD trial follow-up period to reliably
inform transitions following initiation of these events, so these transitions were
informed by the outcomes of a systematic review.*

e For patients with low UACR, transition matrices were derived by a similar method, but
patients were largely from the DECLARE trial, and the same stratification of matrices for 0 to
4 months and for 4 months onwards was applied.
o the low UACR transition matrices use DECLARE data for CKD G1-G3 and DAPA-CKD
for CKD G4 and G5

e The model derives transitions for post-KRT outcomes from a systematic literature review of
CKD modelling methodology as these events were rare in the DECLARE and DAPA-CKD
trials.?*

e To ensure that there was no double counting of mortality, transition probabilities to track
disease progression were derived excluding the transition to death.

e The role of altered kidney function on the risk of death was calculated by parametric survival
modelling, which is described below.

Mortality and incidence of hospitalisation for heart failure

e The incidence of all-cause mortality was extrapolated using parametric survival equations, in
accordance with guidance set out by the National Institute for Health and Care Excellence,®
fitted to a Weibull distribution.

e To capture the long-term incidence of hospitalisation for heart failure (including first and

recurrent events), generalised estimating equations were used with a Poisson distribution.



e All event rate extrapolations were adjusted for baseline patient covariates and treatment
arm; eGFR levels were time-updated to reflect increased risk associated with disease
progression.

e Analysis was conducted from an intention-to-treat perspective.

Treatment-related adverse events

e Probabilities of serious adverse events or specific adverse events of interest are assessed as
a function of number of observed events and patient time at risk.

e Treatment-specific event rates are specified for patients receiving dapagliflozin in addition to
standard therapy or standard therapy alone.

e Patients discontinuing treatment with dapagliflozin are subject to the risk of adverse events
associated with the placebo arm of DAPA-CKD.

e The model also captures treatment-related adverse events, including volume depletion,
major hypoglycaemic events, fractures, diabetic ketoacidosis, and amputation as adverse

events.

Treatment discontinuation
e The model assumes a constant rate of discontinuation, which was applied to all patients
receiving treatment with dapagliflozin in each modelled cycle.
o Upon discontinuing treatment with dapaglifiozin, patients were assumed to be
treated with standard therapy only and subject to the risk of outcomes associated

with that treatment arm.

Resource use and costs
e The analysis considered only direct costs from health care payer perspectives in the United
Kingdom , Spain and Italy
e Costs were discounted at an annual rate of 3.5% in the United Kingdom and 3% in Spain and

Italy, according to local guidelines.?>%’



e Cost inputs, specific to each country are given in Error! Reference source not found..

Table 1. Cost inputs for the United Kingdom, Spain, and Italy

Health related quality of life

Parameter United Kingdom (£) Spain (€) Italy (€)
Treatment (per annum)

Dapagliflozin 483128 380! 4317
Standard therapy 49128] 430 7417
CKD management (per annum)

CKD G2 1,22819 4,633(30 1,5328B4
CKD G3a 1,228[2% 4,874120 1,5536B4
CKD G3b 1,22819 4,87432 2,256BY
CKD G4 4,299(2° 5,8870 3,774531
CKD G5, pre-KRT 15,0712 9,394l 4,632834
Dialysis 34,5793 52,1340 35,7004
Transplant 20,501 24,1193 11,1976
Transplant (maintenance) 5,831 7,06657 73,7883
Events

Hospitalisation for heart failure 5,274839 4,450/ 13,11544
Volume depletion 3302 3917 391
Major hypoglycaemic event 373431 336" 361
Diabetic ketoacidosis 2,288144 4,162 2,312
Fracture 2,570 2,2111 2,209
Amputation 13,9564 13,816 13,4751

CKD: chronic kidney disease; KRT: kidney replacement therapy

e Utility estimates derived from patient-level EQ-5D-5L data from the DAPA-CKD trial (Error!

Reference source not found.); further details are available in published material.[McEwan et

al.]

e Therefore, the model assumes that patients with low UACR are adequately represented by

health-related quality of life outcomes in patients with elevated albuminuria; in effect, that

albuminuria has no influence over patient utility.

and Italy.?>?’

Benefits were discounted annually at a rate of 3.5% in the United Kingdom and 3% in Spain




Table 2. Health state utility values and event-related disutility modifiers for the United Kingdom,
Spain, and Italy

Utility or Utility Decrement ®
Parameter United Spai Source
Kingdom pain Italy
Health-state utility
CKD G2 0.77 (0.005) |  0.83 (0.005) 0.85 (0.09) | DAPA-CKD¥
CKD G3a 0.77 (0.005) |  0.83 (0.005) 0.80 (0.09) | DAPA-CKD¥
CKD G3b 0.77 (0.005) |  0.84 (0.003) 0.80 (0.08) | DAPA-CKD¥
CKD G4 0.76 (0.006) | 0.84 (0.003) 0.74 (0.07) | DAPA-CKD¥
CKD G5, pre-KRT 0.73(0.010) | 0.83 (0.003) 0.73 (0.07) | DAPA-CKD¥
Dialysis 0.68 (0.014) | 0.79 (0.009) 0.47 (0.05) | DAPA-CKD¥
Transplant 0.71 (0.070) 0.77 (0.007) 0.71 (0.07) | DAPA-CKD?
Event-related disutility modifier
osplialisation for heart 10.09(0.04) | -0.07(0.03) |  -0.08(0.04) | DAPA-CKD*
Volume depletion -0.05 (0.01) -0.01 (0.02) -0.01 (0.02) | McEwan et al.*®
50. H
Major hypoglycemic events -0.01(0.00) | -0.01(0.00) |  -0.01(0.00) zf::‘_flet etal.™; Currie
Diabetic ketoacidosis -0.01 (0.01) -0.01 (0.01) -0.01 (0.01) | Peasgood et al.>?
Fracture -0.09 (0.03) | -0.07 (0.03) -0.05 (0.03) | DAPA-CKDY
Amputation -0.26 (0.05) -0.26 (0.05) -0.32 (0.05) | DAPA-CKD¥
CKD: chronic kidney disease; KRT: kidney replacement therapy

Subgroup analysis
e Patients were stratified into populations defined by type 2 diabetes and elevated
albuminuria status:
o Patients with type 2 diabetes and without elevated albuminuria (>200 mg/g)
o Patients without type 2 diabetes and without elevated albuminuria (<200 mg/g)
o Patients with type 2 diabetes and with elevated albuminuria (>200 mg/g)
o Patients without type 2 diabetes and with elevated albuminuria (<200 mg/g)
Sensitivity analysis
e One-way sensitivity analyses were conducted to demonstrate the effect of varying key
parameters values on model outcomes.
e Probabilistic sensitivity analysis was conducted to assess uncertainty across all model

parameters.



Model Validation
e CKD progression and hospitalisation for heart failure rates for the broad population and
subgroups are validated in exercises described in the supplementary material, which

demonstrate that the model simulates realistic outcomes.



RESULTS
Base case analysis

e Patients treated with dapagliflozin in addition to standard therapy were expected to
experience a slower rate of CKD progression and reduced rates of hospitalisation for heart
failure, leading to improved life expectancy versus patients treated with standard therapy
alone.

e Across all considered countries, mean life expectancy (undiscounted) in the overall broad
population was extended by 0.6 years in those treated with dapagliflozin (12.5 years) versus
those treated with standard therapy alone (11.9 years).

e Patients treated with dapagliflozin would spend more time in early stages of CKD (stages G1
to G4) versus those treated with standard therapy alone (dapagliflozin: 14.5 years; standard
therapy 13.4 years).

e However, patients spent a comparable length of time in ESKD health states (CKD G5, dialysis,
and transplant) in both treatment groups (dapagliflozin: 0.67 years; standard therapy: 0.70
years).

e Patients treated with dapagliflozin had a lower rate of hospitalisation for heart failure (119
vs 140 events per 1000 patients)

Table 3. Base case clinical outcomes for the broad CKD population

Outcome Dapagliflozin plus Standard Therapy Incremental
Standard Therapy
Total LYs gained, undiscounted 12.51 11.91 0.60
Mean time in each CKD stage, yr.
CKD G1 2.91 2.56 0.35
CKD G2 6.04 5.60 0.43
CKD G3 3.27 3.07 0.20
CKD G4 2.30 2.13 0.17
CKD G5 (pre-KRT) 1.20 1.22 -0.01
Dialysis 0.17 0.18 -0.01
Transplant 0.67 0.70 -0.03
Event incidence, per 1000 patients
Hospitalisation for heart failure 119 140 -21
Adverse events ? TBD TBD TBD
a Adverse events include volume depletion, hypoglycemic events, fractures, diabetic ketoacidosis, and amputation.




e Treatment with dapagliflozin in the broad CKD population led to lifetime QALY gains of 0.47,
0.51, and 0.52 in the United Kingdom, Spain, and Italy, respectively (Table 4).

o Differences between setting are borne of the application of country specific utility
tariffs, life tables, and discounting rates.

e Treatment with dapagliflozin led to increased overall costs versus placebo in the United
Kingdom (£3,213), Spain (€4,164), and Italy (€2,616).

o The main contributors of additional cost in those treated with dapagliflozin were
additional drug acquisition costs and disease management costs resulting from
extended life expectancy.

o These costs were partially offset by reductions in costs associated with KRT through
delayed time to dialysis or transplant, and a reduced rate of hospitalisation for heart
failure over the modelled period (lifetime).

o Most of these cost offsets as a result of treatment with dapagliflozin were accrued
during the first 15 years from baseline (Figure 4).

o Beyond this point, the incremental costs associated with KRT from treatment with
dapagliflozin reduced as the proportion of patients in the control arm progressing to
ESKD will have reduced, relative to dapagliflozin, after approximately 15 years.

e Dapagliflozin was considered cost-effective with ICERs well below the specified willingness-
to-pay thresholds at £6,846/QALY, €8,245/QALY, and €5,018/QALY in the United Kingdom,

Spain, and Italy.



Table 4. Base case health economic outcomes for the broad CKD population in the United Kingdom,

Spain, and Italy

Dapagliflozin plus

Outcome Standard Therapy Standard Therapy Incremental
United Kingdom, £
Total costs 42,097 38,884 3,213
Drug acquisition 4,505 571 3,934
CKD management (pre-KRT) 18,506 17,996 510
KRT 16,466 17,646 -1,180
Hospitalisation for heart failure 418 511 -93
Adverse events 2,202 2,159 42
Total QALYs gained 9.56 9.09 0.47
ICER, £/QALY 6,846
Spain, €
Total costs 88,808 84,645 4,164
Drug acquisition 3,450 515 2,935
CKD management (pre-KRT) 57,427 54,430 2,997
KRT 24,902 26,715 -1,813
Hospitalisation for heart failure 363 444 -81
Adverse events 2,666 2,540 126
Total QALYs gained 10.31 9.80 0.51
ICER, €/QALY 8,245
Italy, €
Total costs 49,382 46,766 2,616
Drug acquisition 4,233 883 3,351
CKD management (pre-KRT) 21,218 20,313 905
Dialysis 20,647 22,094 -1,446
Hospitalisation for heart failure 1,078 1,316 -238
Adverse events 2,207 2,162 45
Total QALYs gained 10.27 9.75 0.52
ICER, €/QALY 5,018

adjusted life year

CKD: chronic kidney disease; ICER: incremental cost-effectiveness ratio; KRT: kidney replacement therapy; QALY: quality-
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Figure 4. Incremental costs (in Euros) associated with (a) kidney replacement therapy, (b)
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Subgroup analysis
e Results show that dapagliflozin is cost effective in all tested settings compared to standard
therapy alone, regardless of UACR or type 2 diabetes status (Figure 5).
e Inall subgroup settings, the costs associated with the treatment and placebo arms of the
low UACR group were lower than those with elevated UACR.
However, the ICERs between the treatment and placebo arms of the low UACR group were

greater than the base case ICERs, with those in the elevated UACR group smaller.

T2DM, low UACR Il £7,814.00
o No T2DM, low UACR [ ——— £16,373.00
- T2DM, elevated UACR £4,018.00 NN
No T2DM, elevated UACR  £3,024.00 I
T2DM, low UACR Il €9,516.00
< No T2DM, low UACR I €10,727.00
g.;- T2DM, elevated UACR €5,758.00 NN
No T2DM, elevated UACR €4,711.00 I
T2DM, low UACR Il €5,520.00
> No T2DM, low UACR I € 7,904.00
= T2DM, elevated UACR €3,382.00 NN

No T2DM, elevated UACR = € 2,444.00 IS

-100% -50% 0% 50% 100% 150% 200%

ICER change from base case (%)

Figure 5. Subgroup analysis of patients treated with dapagliflozin and standard therapy versus
standard therapy alone based on type 2 diabetes status and UACR (<200 mg/g, >200 mg/g) in the
United Kingdom, Spain, and Italy

Deterministic sensitivity analysis
e Deterministic sensitivity analyses showed that results were robust to the choice of input
parameters, with ICERs most positively influenced by shorter time horizons (10 years) and
negatively influenced by lower cost discounting (0%).

e However, analyses remained cost effective for all parameter variations.



Probabilistic sensitivity analysis
e Probabilistic sensitivity analysis demonstrated that the model was robust to joint uncertainty
of all parameters.
e In the United Kingdom, 99.6% of simulations were found to be cost effective at a threshold
of £20,000/QALY, 100 % were cost effective at a threshold of €30,000/QALY in Spain, and
100 % were cost effective at a threshold of €25,000/QALY in Italy (Figure 6).

[—— UK—— Spain— ltaly|

1.0 - [

0.8 +

Probability cost-effective

]

I

06+ / :
|

|

|

|

|

|

|

0.2 - |
|

|

|

1

0.0

| I 1 I 1 |
0 5000 10000 15000 20000 25000 30000
Willingness-to-pay threshold [US$/QALY]
Figure 6. Cost-effectiveness acceptability curves for the United Kingdom, Spain, and Italy



DISCUSSION
Using a previously published model, this study bridges a significant data gap in the
treatment of CKD, simulating clinical outcomes in patients beyond the DAPA-CKD trial to the
broader CKD population for which dapagliflozin is approved in CKD.

o Extrapolation using this simulated population showed that dapagliflozin slowed the
progression of CKD, extended life expectancy and reduced the incidence of
hospitalisation for heart failure in this broader CKD population.

Patients with elevated UACR were generally expected to have a higher rate of progression of
chronic kidney disease, including a greater proportion of patients reaching ESKD.

o Dapagliflozin had greater expected efficacy in these patients, resulting in greater
quality of life benefits than for the low UACR population.

o Hence, in these results, dapagliflozin may have demonstrated a greater cost
effectiveness in the high UACR population.

The key findings in this analysis demonstrate that clinical and economic outcomes
demonstrated in the DAPA-CKD trial population may be generalisable to a broader
population with less severe albuminuria.

o Inline with the DAPA-CKD cost effectiveness analysis, patients treated with
dapagliflozin spent more time in CKD stages 1-4 (0.70 years versus 0.87 years in the
DAPA-CKD population) but similar lengths of time in the ESKD health states in both
treatment arms (-0.02 years versus -0.04 years).

o Inboth analyses, treatment with dapagliflozin led to an increase in life expectancy,
though there was a less pronounced increase in the broader population (1.75 years
versus 0.60 years).

o Thisis in line with expectations, given that the broad population extends to patients

who have less severe kidney damage.



Nevertheless, the clinical outcomes from treatment with dapagliflozin still led to ICERs in all
countries considered in the United Kingdom, Spain and Italy that could be considered to
represent good value.

o This conclusion was also reached in all subgroup analyses considering patients with

or without type 2 diabetes and the degree of albuminuria.

This cost-effectiveness analysis is subject, as with any modelling analysis, to several
limitations.
First, any extrapolations beyond trial follow-up periods are subject to uncertainty, and this
analysis may be considered to have considerable additional uncertainty resulting from
insufficient evidence to inform outcomes in patients without type 2 diabetes and with low
UACR.
Second, the analysis assumed that discrete eGFR-defined states capture patient
heterogeneity, which may be considered to be in accordance with clinical guidelines for the
management of CKD.?>>3
Third, DAPA-CKD and DECLARE TIMI 58 trial data could not be used to simulate outcomes in
patients who initiated kidney replacement therapy due to insufficient data.
o Therefore, the transition probabilities for post-KRT outcomes applied in the model
were estimated in a published systematic review of modelling in CKD.?*
Finally, while this analysis takes advantage of two trial datasets to generate a simulated
dataset that includes patient-level data from 10,273 patients, the expanded population
included healthier patients in relation to kidney function.
o Therefore, the overall time to progress to advanced CKD is therefore greater than
for the DAPA-CKD trial population. As a result, the length of follow-up limits the

predictive power of the broad population dataset.



e |n conclusion, the outcomes estimated from this analysis address a data gap that currently
exists in patients with CKD according to the regulatory indication by EMA and MHRA.

o By incorporating patient-level data from the DAPA-CKD trial and DECLARE TIMI 58
trial, this economic analysis demonstrates that the value of dapagliflozin to patients
with CKD and payers, may be broader than what has previously been demonstrated.

o The country-specific results of the model suggest that dapagliflozin could be a cost-
effective treatment option for the broad CKD population and all subgroups in Spain,

Italy and the UK.
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