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1. INTRODUCTION

In response to NICE’s Appraisal Consultation Document (ACD, November 2022) following the
first Appraisal Committee meeting for tezepelumab for treating severe asthma, the company

submitted a response with a revised base case analysis. This report summarises the EAG’s

critique of that response.
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2. EAG RESPONSE

2.1 Definition of treatment response

The company’s decision model focuses on asthma control and exacerbations as the key drivers
of costs and outcomes, the probabilities of which are determined by treatment. However, the
model also includes a response assessment at 52 weeks. Those deemed ‘non-responders’
discontinue treatment (receiving SoC) whilst responders continue. In its initial submission the
company defined treatment response as any reduction in exacerbations or mOCS dose (CS
sect B3.2.2.3). The EAG notes that the committee considered this to be inappropriate,
requesting that a 250% reduction in both exacerbations and mOCS dose should be used (ACD
sect 3.6 and 3.18).

The company’s revised base case does not match this recommendation, instead defining

response as:

e For patients not on maintenance oral corticosteroids (mOCS): 250% reduction in
exacerbations

e For patients on mOCS: 250% reduction in mOCS dose

That is, there is no requirement for a reduction in exacerbations as well as a reduction in dose

for those patients on mOCS.

This was following clinical expert advice to the company that “[m]JOCS reduction is the key
outcome for these patients, regardless of exacerbation reduction.” (Company response p3)
This comment was driven by the desire to reduce the risks of long-term OCS use. Furthermore,
the company feels that the ‘AND’ criterion (reductions in mOCS AND exacerbations) is
inconsistent with previous appraisals (which have employed an ‘OR’ criterion: reductions in
either) and sets a higher bar for tezepelumab than for other biologics. The company also notes
that there is a high positive correlation between mOCS dose and exacerbations (reductions in
one imply a reduction in the other), although the EAG notes the company reports that whilst 55
(74% of 74) patients treated with tezepelumab achieved 250% reduction in mOCS dose in the
SOURCE trial, - achieved both mOCS dose reduction AND =50% reduction in

exacerbations, implying less than perfect correlation (company response p4).
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The company provides three options in its revised model: its original base case (any reduction
in exacerbations or mOCS dose), its revised base case (reduction in in exacerbations for
patients not on mOCS and reduction in dose for those on mOCS), and the committee’s

preferred scenario (reduction in exacerbations AND mOCS dose for those on mOCS).

The EAG notes differences in transition probabilities reported by the company in its response.
These show a more favourable set of probabilities for the tezepelumab arm compared with the
company’s original base case post response assessment (Company response Tables 9-18).
This is as expected as the stricter definition of response means a greater proportion of patients
should fail to respond (i.e. discontinuation rates should be higher). The transition probabilities

are then recalculated for the remaining pool of patients defined as responders.

However, the EAG notes that in the company’s preferred scenario, discontinuation rates for
patients taking tezepelumab in most of the subgroups in the mOCS population are substantially
lower than the previous base case (Company response Table 19), which the EAG feels lacks
face validity. (The exception is in the non-bio eligible subgroup where the discontinuation rate is
substantially higher).

Whilst the EAG acknowledges the company’s concerns with the strict definition of response
preferred by the committee, on balance the EAG’s preference is to align with the committee’s
preferred definitions.

2.2. Efficacy of tezepelumab vs placebo

No new data or analyses were presented by the company in respect of this issue.

2.3. Uncertainty in network meta-analyses

The EAG reiterates that apart from specific views about the choice of subgroups to inform
analysis, the uncertainty generated through the network meta-analyses does not arise from
substandard conduct of the NMAs, but rather from the challenges of matching exact subgroups
to available data from published trials. However, the EAG notes that this uncertainty is not

resolved by the analyses or assertions made by the company in the ACD response.

2.3.1. Uncertainty in network meta-analyses generally

In response to concerns about uncertainty in the network meta-analyses (NMAs), the company
advances three main points, specifically the company a) presents additional analyses, b)
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compares findings to another published NMA, and c) asserts that any differences in length of

follow-up time are likely biased against tezepelumab.

Additional analyses presented by the company include a simulated treatment comparison. As
noted by the EAG in the original report, these analyses rely on a ‘one-by-one’ comparison
strategy and thus are not suitable for an EAG base case. Moreover, the simulated treatment
comparison is not suitable for verifying NMA results given that each comparison will contain a

different distribution of effect modifiers.

Comparisons to another published NMA are useful but not dispositive. This is because (as
noted above) the EAG’s concern with the company’s provided NMAs was not one of quality but
of the inherent difficulties in approximating the exact definition for each population via subgroup
NMAs.

Finally, the company notes that differences in follow-up times would likely be biased against
tezepelumab on the basis that longer follow-ups would provide the basis for more treatment
waning and greater placebo response in AAER and mOCS reduction NMAs respectively. The
EAG does not agree that this is obviously the case; for example, while mOCS reduction in the
placebo arm may benefit from more attempts at reduction, the same would apply for the
tezepelumab arm. The EAG maintains that the uncertainty induced by differing follow-up times

is not amenable of categorisation.

2.3.2. Relevance of the AAER with hospitalisation

The company notes that having accepted the EAG’s base case relating to exacerbation split,
criticisms of the use of the NMA for AAER relating to hospitalisation in the economic model are
no longer relevant. The EAG agrees with this assertion.

2.3.3. Alignment of inputs to anti-IL5 and reslizumab-eligible subgroups

In an effort to make consistent the different subgroups used across antil-IL5 and reslizumab-
eligible populations, the company updated their base case to draw on NMAs for AAER and OCS
reduction from the high EoS (2300 cells/ul) subgroup. The EAG agrees that this is a reasonable
step and reflects an updated understanding of the relevant guidance.

2.3.4. Error in dupilumab network meta-analyses

The EAG notes with concern that the company identified an error in the dupilumab NMAs, but

no further information was provided to clarify the impact of this. The EAG maintains that the
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most appropriate subgroup for this analysis is EoS 2150 cells/ul. The EAG’s preferred base

case therefore reflects this.

2.4. Health-related quality of life

2.4.1. Utility addition associated with biologic therapy over and above
impact on health.

The EAG notes the committee’s recommendation to remove this and furthermore the company
confirms the original analysis contained an error. The parameter has been removed and the

EAG has no further comment to add.

2.4.2. Utility estimates for A&E vs mOCS burst

The EAG notes re-estimation of the health state utility regression analysis yields point estimates
for the disutility associated with an A&E attendance of JJlij and [l for an mOCS burst.
Whilst the estimates are similar, the point estimates lack face validity as the disutility associated
with an asthma episode requiring A&E attendance would be expected to be more severe
(higher) than that from one only requiring a burst of oral steroids. The EAG notes that the
confidence intervals are wide / the coefficients are not statistically significant. Therefore, the
observed point estimates are highly susceptible to (random) sampling error. Whilst the EAG
retains the health state utilities provided in the company’s revised analysis for its base case,
scenario analyses are performed (1) assuming an equal disutility between the two and (2) a

reversal of the point estimates.

2.5. Mortality

The EAG notes that the committee concluded that the mortality estimates used by the company
were appropriate (NICE ACD Section 3.15). Nevertheless, following the appraisal committee
meeting, the company provided additional analyses: (1) conducting an analysis of CPRD data
for its revised base case, (2) a scenario analysis based on a study set in France reporting all-
cause mortality in a cohort with severe uncontrolled asthma,(1) and (3) a further scenario based

on the mid-point between the two estimates.

Reviewing the protocol of the company’s CPRD analysis, the samples selected appear to match
the relevant populations in the various subgroups in the economic model. The EAG notes the
sample sizes for most subgroups may provide ‘reasonable’ bounds of uncertainty with n ranging

from |l to . although notes that larger sample sizes are required to detect differences
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in rare events, which may be the case for mortality. The exceptions are for the dupilumab (n =

) =nd omalizumab (n = [Jll) subgroups which yielded very small sample sizes.

Whilst the CPRD study appears well conducted, and that this is an appropriate data source for a
NICE appraisal, the EAG has a number of concerns and queries with regards to how the results
were incorporated in the model, as well as comparisons of the results with similar CPRD

studies.

2.5.1. Results are only reported and used from the biologic-ineligible
subgroup

Sample sizes are reported for the overall target population of the NICE appraisal (n=|jjli)) and
for each subgroup. However, the reported results only pertain to the subset of patients ineligible
for a biologic therapy (n=|ll). These appear to have been applied across all subgroups in
the model. This does not seem the most appropriate approach. It would have been preferable
to use the full target population across all subgroups as this would provide more precise
estimates due to the larger sample size (i vs ). Alternatively, mortality rates by
subgroup should be applied to their respective mortality rates individually in the model. The
EAG notes that the time period for data extraction from the CPRD was selected specifically to
exclude biologic therapy, so there is zero / minimal risk of contamination with the effects of
biologic therapies in the CPRD sample thus the EAG has a preference for the larger ‘target

population of the NICE appraisal’ sample to be used.

2.5.2. Uncertainty in CPRD estimates is not carried through to multipliers thus
underestimating uncertainty in modelled mortality rates

The company’s model compares the 10-year mortality rates (by age band) from the CPRD
analysis with 10-year mortality rates implied in the company’s original model. Model mortality
rates are adjusted (calibrated) until they match the CPRD rates, yielding a set of multipliers by
age band. Original per-cycle mortality rates are then multiplied by this to increase the death
rates predicted by the model to match the CPRD probabilities.

However, due to sampling uncertainty, the multipliers themselves are subject to uncertainty.
This uncertainty may be substantial, given the limited sample size of the CPRD study and the
relative rarity of mortality events. However, this is not followed through into the decision model.
It would have been preferable for the company’s probabilistic sensitivity analysis to include a
probability distribution around the CPRD death rates by age band, and to sample from this to
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recalibrate the multipliers for each simulation. The EAG understands that this would be time-
consuming and complex to code, but nevertheless the company’s model underestimates

uncertainty in mortality estimates.

2.5.3. Calibrating exacerbation-related mortality to all-cause mortality may
overestimate modelled mortality

Deaths occurring due to all causes might not necessarily be strictly because of asthma or its
exacerbations. The co-morbidities of the patients could have contributed to or caused the death
despite the primary admission being for asthma. Watson et al. (2007)(2) showed that though the
primary admission might have happened for asthma the death could have been caused by a
secondary comorbidity. For instance, the respiratory tract infection which was the most
prevalent comorbidity for J45 admissions was found to cause around 17% secondary

admissions.

The EAG considered calibrating non-exacerbation related mortality to the same level as all-
cause mortality and re-calculate exacerbation related mortality accordingly. However, the model
coding merged non-exacerbation mortality with background (i.e., age and gender specific)
mortality. Recoding this requires further alterations to Markov calculations which was not

possible within the given timeframe.

2.5.4. Other similar CPRD studies report lower mortality rates

A recent multinational cohort study of mortality in patients with asthma (Engelkes et al. 2020)(3)
which compared UK CPRD data from between 2008-2013 with similar data from four other
European countries (NL, DK, ES, IT) suggested a lower all-cause mortality rate in the UK than
observed in the company’s CPRD analysis. Table 1 compares all-cause mortality rates derived
from the company’s original model SoC arm, the CPRD-ONS data (company’s revised base
case post AC1) and the Engelkes study. Engelkes et al.(3) also noted that the cause of death

was not reported in a substantial proportion of deaths (as high as 80%) in case of CPRD.
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Table 1 Comparison of mortality rates: company base case, revised base case and

Engelkes et al.(3)

All-cause mortality All-cause All-cause
rate* (based on SoC | mortality rate* mortality rate*
arm of original (based on (per online
Ade drou company model) CPRD-ONS Ade grou Table 2;
ge group data used in ge group Engelkes et al.
the revised 2020)
company
model)
0.7 0.0 18-<35 yrs. 1.2
<50 35-<45 yrs. 1.8
45-<55 yrs. 4.0
50-<60 11.6 36.6 55-<65 yrs. 6.7
60-<70 19.5 21.8 65-<75 yrs. 14.6
70-<80 35.7 67.4
80-<90 90.9 186.0 >=75 yrs. 54.6
90+ 260.6 477.3

*expressed as number of deaths per 1000 PY. Note age bands do not align.

2.55. EAG preferred mortality scenario

The EAG’s base case is to default to the committee’s preferred mortality estimates (as per the

company’s original submission).

2.6. Company changes to base case

Changes to the company base case in the light of the committee’s recommendations are

summarised in Table 2 below.
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Table 2 Comparison of committee preferences, company revised base case and EAG
revised base case

Committee Preferences Included in Included in EAG

company base case | base case

Treatment response defined as 250% reduction in

exacerbations AND mOCS dose V]
Uncertainties in NMA addressed V]
No additional utility gain for people having v o

biological treatments

2.7. EAG revised base case

Table 3 to Table 7 show deterministic results for (i) the company’s prior base case, (ii) their
revised base case post AC1, (iii) the company’s revised base case but using the EAG’s
preferred asthma mortality rates, (iv) the company’s revised base case using the EAG’s
preferred definition of response, and (v) the EAG’s preferred base case which comprises (iii)
and (iv) together. The final set of rows (vi) shows the probabilistic results for the EAG’s
preferred base case. Results for the five subgroups are in the five separate tables. Note that in
Table 5 (dupilumab eligible subgroup), an additional analysis set is included with the EAG’s
preferred exacerbation rates based on the NMA subgroup with EoS 2150 cells/ul. (Additional

scenarios exploring the impact of health state utilities are in Section 2.8 below.)
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Table 3: EAG’s preferred model assumptions (anti-IL5 eligible)

Preferred assumption Section in | Total Total QALYs Incremental | Incremental | ICER £/QALY
EAG costs cost QALYs
response
Company prior base-case
Tezepelumab (PAS price) + SoC - [ ] [ ] - - -
Mepolizumab + SoC [ ] [ ] [ ] [ Dominated
Benralizumab + SoC [ ] [ ] [ ] [ Dominated
Company revised base-case post AC1
Tezepelumab (PAS price) + SoC 2.6 [ ] [ ] - - -
Mepolizumab + SoC [ ] [ ] [ ] [ Dominated
Benralizumab + SoC [ ] [ ] [ ] [ Dominated
Asthma mortality as per committee preference (based on NICE TA565)
Tezepelumab (PAS price) + SoC Error! [ ] [ ] - - -
Mepolizumab + SoC Sgaiince [ ] [ ] [ ] [ Dominated
Benralizumab + SoC Pooljnd. L L L L Dominated
Committee preferred response definition for people with severe uncontrolled asthma on mOCS
Tezepelumab (PAS price) + SoC 2.1 [ ] [ ] - - -
Mepolizumab + SoC [ ] [ ] [ ] [ Dominated
Benralizumab + SoC [ ] [ ] [ ] [ Dominated
Cumulative (EAG preferred base case deterministic)
Tezepelumab (PAS price) + SoC - [ ] [ ] - - -
Mepolizumab + SoC [ ] [ ] [ ] [ ] Dominated
Benralizumab + SoC [ ] [ ] [ ] [ Dominated

Cumulative (EAG preferred base case probabilistic)
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Preferred assumption Section in | Total Total QALYs Incremental | Incremental | ICER £/QALY
EAG costs cost QALYs
response
Tezepelumab (PAS price) + SoC - [ [ - - -
Mepolizumab + SoC [ ] [ ] [ ] [ Dominated
Benralizumab + SoC [ ] [ ] [ ] [ Dominated

Fully incremental results presented.

Abbreviations: EAG, External Assessment Group; ED, emergency department; ICER, incremental cost-effectiveness ratio; QALY, quality adjusted life year; SoC,

standard of care

Table 4: EAG’s preferred model assumptions (reslizumab eligible)

Preferred assumption Section in | Total Total QALYs Incremental | Incremental | ICER £/QALY
EAG costs cost QALYs
response
EAG corrected company prior base-case
Tezepelumab (PAS price) + SoC - [ [ - - -
Reslizumab + SoC [ [ [ ] [ ] Dominated
Company revised base-case post-AC1
Tezepelumab (PAS price) + SoC 2.6 [ [ - - -
Mepolizumab + SoC [ ] [ ] [ ] [ ] Dominated
Benralizumab + SoC [ ] [ ] [ ] [ ] Dominated
Reslizumab + SoC [ ] [ ] [ ] [ ] Dominated
Asthma mortality as per committee preference (based on NICE TA565)
Tezepelumab (PAS price) + SoC Error! [ [ - - -
Mepolizumab + SoC SR(()elfﬁ(r:eence [ [ [ ] [ ] Dominated
Benralizumab + SoC not [ [ [ ] [ ] Dominated
Reslizumab + SoC found. [ [ [ ] [ ] Dominated
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Preferred assumption Section in | Total Total QALYs Incremental | Incremental | ICER £/QALY
EAG costs cost QALYs
response
Committee preferred response definition for people with severe uncontrolled asthma on mOCS
Tezepelumab (PAS price) + SoC 2.1 [ [ - - -
Mepolizumab + SoC [ [ [ ] [ ] Dominated
Benralizumab + SoC [ ] [ ] [ ] [ ] Dominated
Reslizumab + SoC [ ] [ ] [ ] [ ] Dominated
Cumulative (EAG preferred base case deterministic)
Tezepelumab (PAS price) + SoC - [ [ - - -
Mepolizumab + SoC [ [ [ ] [ ] Dominated
Benralizumab + SoC [ [ [ ] [ ] Dominated
Reslizumab + SoC [ [ [ ] [ ] Dominated
Cumulative (EAG preferred base case probabilistic)
Tezepelumab (PAS price) + SoC - [ [ - - -
Mepolizumab + SoC [ [ [ ] [ ] Dominated
Benralizumab + SoC [ ] [ ] [ ] [ ] Dominated
Reslizumab + SoC [ [ [ ] [ ] Dominated

Fully incremental results presented.

Abbreviations: EAG, External Assessment Group; ED, emergency department; ICER, incremental cost-effectiveness ratio; QALY, quality adjusted life year

Table 5: EAG’s preferred model assumptions (dupilumab eligible)

Preferred assumption

Section in
EAG
response

Total
costs

Total QALYs

Incremental
cost

Incremental
QALYs

ICER £/QALY

Company prior base-case

Tezepelumab (PAS price) + SoC
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Preferred assumption Section in | Total Total QALYs Incremental | Incremental | ICER £/QALY
EAG costs cost QALYs
response
Dupilumab + SoC [ ] [ [ ] [ ] Dominated
Company revised base-case post AC1
Tezepelumab (PAS price) + SoC - [ [ - - -
Dupilumab + SoC ' [ ] [ ] [ ] [ ] Dominated
Asthma mortality as per committee preference (based on NICE TA565)
Tezepelumab (PAS price) + SoC Error! [ ] [ [ ] [ ] -
Reference
source | I I I
Dupilumab + SoC not Dominated
found.
Committee preferred response definition for people with severe uncontrolled asthma on mOCS
Tezepelumab (PAS price) + SoC 2.1 Not applicable
Dupilumab + SoC
Relative exacerbation rate for dupilumab based on High EoS >150
Tezepelumab (PAS price) + SoC Error! [ ] [
coeerce ' | —— ——
source
Dupilumab + SoC not Dominated
found.
Cumulative (EAG preferred base case deterministic)
Tezepelumab (PAS price) + SoC - [ [
Dupilumab + SoC [ ] [ [ ] [ ] Dominated
Cumulative (EAG preferred base case probabilistic)
Tezepelumab (PAS price) + SoC - [ ] [
Dupilumab + SoC [ ] [ ] [ ] [ ] Dominated

Abbreviations: EAG, External Assessment Group; ED, emergency department; ICER, incremental cost-effectiveness ratio; QALY, quality adjusted life year; SoC,
standard of care
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Table 6: EAG’s preferred model assumptions (omalizumab eligible)

Preferred assumption Section in | Total Total QALYs Incremental | Incremental ICER £/QALY
EAG costs cost QALYs
response

Company prior base-case

Tezepelumab (PAS price) + SoC Error! [ [ - - -
kiadl — TT . .

) source ]

Omalizumab + SoC not Dominated
found. -

Company revised base-case post AC1

Tezepelumab (PAS price) + SoC 2.6 [ [ - - -

Omalizumab + SoC [ [ [ [ ] Dominated

Asthma mortality as per committee preference (based on NICE TA565)

Tezepelumab (PAS price) + SoC Error! [ [ - - -
Reference

_ source |1 HE I I I _

Omalizumab + SoC not Dominated
found.

Committee preferred response definition for people with severe uncontrolled asthma on mOCS

Tezepelumab (PAS price) + SoC - [ [ - - -

Omalizumab + SoC [ ] [ ] [ ] [ ] Dominated

Cumulative (EAG preferred base case deterministic)

Tezepelumab (PAS price) + SoC 2.1 [ [ -

Omalizumab + SoC [ [ [ [ ] Dominated

Cumulative (EAG preferred base case probabilistic)
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Preferred assumption Section in | Total Total QALYs Incremental | Incremental ICER £/QALY
EAG costs cost QALYs
response

Tezepelumab (PAS price) + SoC - [ [

Omalizumab + SoC [ [ [ [ ] Dominated

Abbreviations: EAG, External Assessment Group; ED, emergency department; ICER, incremental cost-effectiveness ratio; QALY, quality adjusted life year; SoC,

standard of care

Table 7: EAG’s preferred model assumptions (non-bio eligible)

Preferred assumption Section Total Total QALYs Incremental | Incremental ICER £/QALY
in EAG costs cost QALYs
response
Company prior base-case
Tezepelumab (PAS price) + SoC - [ ] [ [ ] [ ] £29,968
SoC [ ] [ - - -
Company revised base-case post AC1
Tezepelumab (PAS price) + SoC 2.6 [ ] [ [ ] [ ] £17,251
SoC [ ] [ - - -
Asthma mortality as per committee preference (based on NICE TA565)
Tezepelumab (PAS price) + SoC Error! [ ] [ [ ] [ ] £34,458
e |- - | | |
found.
Committee preferred response definition for people with severe uncontrolled asthma on mOCS
Tezepelumab (PAS price) + SoC 2.1 [ ] [ [ ] [ ] £19,428
SoC [ ] [ - - -
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Preferred assumption Section Total Total QALYs Incremental | Incremental ICER £/QALY
in EAG costs cost QALYs
response

Cumulative (EAG preferred base case deterministic)

Tezepelumab (PAS price) + SoC - [ ] [ [ ] [ ] £31,608
SoC [ ] [ - - -
Cumulative (EAG preferred base case probabilistic)

Tezepelumab (PAS price) + SoC - [ ] [ [ ] [ ] £32,019
SoC [ [ - - -

Abbreviations: EAG, External Assessment Group; ED, emergency department; ICER, incremental cost-effectiveness ratio; QALY, quality adjusted life year; SoC,
standard of care
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2.8. EAG scenarios (post AC1)

Table 8 below presents the results of additional utility scenarios conducted by EAG following company’s revised base case with ‘no

biologic specific utility’ post AC1. Results are almost completely insensitive to the assumed scenarios.

Table 8. EAG scenarios following company’s revised model post AC1

Preferred assumption Section in | Incremental costs Incremental ICER £/QALY +/-

EAG ACD QALYs (tezepelumab+ SoC vs. | company

response comparator) base case*
Anti-IL5 eligible™ (Comparators: Mepolizumab+SoC, Benralizumab+SoC)
Company’s revised base case post AC1 2.6
Mepolizumab + SoC [ ] [ ] Dominated -
Benralizumab + SoC [ ] [ ] Dominated
A&E utility same as mOCS burst 2.4.2
Mepolizumab + SoC [ ] [ ] Dominated 0%
Benralizumab + SoC [ ] [ ] Dominated 0%
A&E and mOCS burst utilities - point 242
estimates reversed
Mepolizumab + SoC [ ] [ ] Dominated 0%
Benralizumab + SoC [ ] [ ] Dominated 0%
Reslizumab eligible® (Comparators: Mepolizumab+SoC, Benralizumab+SoC, Reslizumab+SoC)
Company’s revised base case post AC1 2.6
Mepolizumab + SoC [ ] [ ] Dominated -
Benralizumab + SoC [ ] [ ] Dominated
Reslizumab + SoC [ ] [ ] Dominated
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Preferred assumption Section in | Incremental costs Incremental ICER £/QALY +/-
EAG ACD QALYs (tezepelumab+ SoC vs. | company
response comparator) base case*

A&E utility same as mOCS burst 2.4.2

Mepolizumab + SoC [ ] [ ] Dominated 0%

Benralizumab + SoC [ ] [ ] Dominated 0%

Reslizumab + SoC [ ] [ ] Dominated 0%

A&E and mOCS burst utilities - point 2.4.2

estimates reversed

Mepolizumab + SoC [ ] [ ] Dominated 0%

Benralizumab + SoC [ [ Dominated 0%

Reslizumab + SoC [ [ Dominated 0%

Dupilumab eligible (Comparator: Dupilumab+SoC)

Company’s revised base case 2.6 [ ] [ ] Dominated -

A&E utility same as mOCS burst 2.4.2 [ ] [ ] Dominated 0%

Qi:fnz;?gsnrwgg?s:grst utilities - point 2.4.2 [ ] [ ] Dominated 0%

Omalizumab eligible (Comparator: Omalizumab+SoC)

Company'’s revised base case 2.6 [ ] [ ] Dominated -

A&E utility same as mOCS burst 2.4.2 [ ] [ ] Dominated 0%

/(:;En 2?3;:322 :;rst utilities - point 2.4.2 [ ] [ ] Dominated 0%

Non-bio eligible, 3+ exacerbations or mOCS (Comparator: SoC)

Company’s revised base case 2.6 [ ] [ ] £17,251 -

A&E utility same as mOCS burst 2.4.2 [ [ £17,249 0%

A&E and mOCS burst utilities - point 2.4.2 [ [ £17 258 0%

estimates reversed ’
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