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TABLE 1

Summary of NICE evaluations that used an ITC to demonstrate similar/greater health benefits (N=26)

Objective

To understand the indirect evidence accepted by NICE to demonstrate
similar/greater health benefits between an intervention and the relevant
comparator(s) and meet the NICE cost-comparison pathway criteria.

ITC primary clinical endpoint result:

TA Statistically Not statisticall Full Demonstrated  Demonstrated Support
b Title Type of evaluations < eriory different Y Comparable redactyed similar/greater similar/greater obtained from
numBer P safety HRQolL clinical experts
TA871 | Eptinezumab for preventing migraine STA — FTA
(scenario cost-comp)
¢ The National Institute for Health and Care Excellence (NICE) cost-comparison TABG8 Vutrisiran for hereditary transthyretin-related ETA J V4
pathway (formerly fast-track appraisal [FTA] pathway) is an expedited amyloidosis
reimbursement route that aims to grant faster access to new interventions i : : :
_ _ _ Upadacitinib for active non-radiographic
than the conventional single technology appraisal (STA) pathway."? TA861 | . ial spondyloarthritis s FTA v v/
¢ Suitable interventions for consideration via the cost-comparison pathway TA829 | Upadacitinib for active ankylosing spondylitis FTA 4 v
are those that can demonstrate similar/greater health benefits, at TA820 | Brolucizumab for diabetic macular oedema ETA N4 N4 N4
similar/lower costs, than technologies already recommended in the same _ _ _ _
indication.! Where this is demonstrated, a cost-comparison analysis TAg03 | R'sankizumab for previously treated active FTA N4 N4 N4
. Cy .. T psoriatic arthritis
(also referred to as a cost-minimisation analysis) is sufficient in lieu of
a cost-utility analysis that is typically required for the STA pathway. TA799 | Faricimab for diabetic macular oedema FTA VA4 A4 A4
: : : . . TA Farici f t - t ti FTA
¢ As head-to-head evidence is often not available between an intervention 800 | Faricimab for wet age-related macular degeneration v v v
and the relevant comparator(s), indirect treatment comparisons (ITCs) ta773 | Empasgliflozin for chronic heart failure with reduced STA = FTA Y4 Y4
are frequently used to demonstrate similar/greater health benefits in ejection fraction (scenario cost-comp)
these evaluations. However, the interpretation of ITC results can often be TA735 | Tofacitinib for juvenile idiopathic arthritis FTA V4 V4 V4
associated with high uncertainty and it is unclear what indirect evidence is —— —
accepted by NICE to meet the criteria for a cost-comparison analysis. iBesl Bimekizumab for moderate to severe plaque psoriasis FTA v v
TA705 Atezolizumab monotherapy for untreated advanced STA — FTA \/ \/
M et h O d S non-small cell lung cancer (scenario cost-comp)
_ _ _ _ _ _ TA689 | Acalabrutinib for chronic lymphocytic leukaemia STA —FIA \/ \/ \/
¢ The Committee papers for NICE evaluations with final guidance published (scenario cost-comp)
between 1 April 2017 (when the cost-comparison pathway was launched) TAG685 | Anakinra for Still's disease Other* V4 V4 N4
and 1 May 2023 were searched for relevant terms relating to ' — ]
cost-comparison and cost-minimisation analyses. TA671 | Mepolizumab for severe eosinophilic asthma FTA \/ \/
Brolucizumab for wet age-related
¢ Evaluations that included a cost-comparison analysis were added to a Ul macular degeneration FTA v v
pre-formatted extraction grid into which details of the evidence used to . " q L cell
d trate similar/greater health benefits were extracted, including the Brigatinib for ALK-positive advanced non-small ce STA (base case
emons 8 = - S TA670 | lung cancer that has not been previously treated \/ \/
methodology of any ITC used and the volume of indirect evidence presented. with an ALK inhibitor cost-comp)
¢+ Data extraction was undertaken by two reviewers and a third reviewer TA596 Rlisa”kizum?b for moderate to severe FTA N4 N4 N4
independently verified the extracted information. plaque psoriasis
Ertugliflozin with metformin and a dipeptidyl STA (base case
R I t [ peptidase-4 inhibitor for type 2 diabetes cost-comp) \/ \/ \/
| | 3 o | TA572 Ertugzllgpzbmtmonotnirapy and dual therapy for ETA \/ \/
¢+ A total of 30 NICE evaluations were identified which included a cost-comparison ype < diabetes metitus
analysis, of which 19 fell under the NICE cost-comparison pathway and Abemaciclib with an aromatase inhibitor for
11 were STA evaluations that included a cost-comparison analysis; all 30 previously untreated, hormone receptor-positive, STA — FTA
: : . . _ . TA563 : : . \/ \/
interventions evaluated received a positive recommendation in at least HER2-negative, locally advanced or metastatic (scenario cost-comp)
one population. breast cancer
o _ o TA561 Venetoclax in combination with rituximab for STA — FTA 4 4
¢ The vast majority of evaluations (26/30; 86.7%) demonstrated similar/greater relapsed or refractory chronic lymphocytic leukaemia (scenario cost-comp)
health benefits using an ITC, of which 20/26 (76.9%) used a network
meta-analysis (N MAgFi ure1). The remai/nin ( evalL(J);tions (4/30; 13.3%) TAS62 | Cncorafenib with binimetinib for unresectable or STA = FTA N4 N4 N4 N4
y o 8 ' . & S 19070 metastatic BRAF V600 mutation-positive melanoma (scenario cost-comp)
demonstrated similar/greater health benefits through randomised control
trial data or bioequivalence. TA521 | Guselkumab for moderate to severe plaque psoriasis FTA \/ \/
Golimumab for non-radiographic
¢ Considering the ITC results for the primary clinical efficacy endpoint, TA497 | . ial spondyloarthritis srap FTA Vv Vv
3/26 (11.5%) evaluations demonstrated statistically significant superiority for the _ _ —
intervention versus comparator(s), 9/26 (34.6%) demonstrated no statistically TA486 | Aflibercept for choroidal neovascularisation FTA v/ Vv Vv

health-related quality of life, respectively. Other ITC <0 7
3/26 (11.5%)
¢ Lastly, 18/26 (69.2%) evaluations cited clinical expert feedback to support 16/26
the demonstration of similar/greater health benefits for the intervention. (61.5%)
Unanchored
MAIC 3 15 —
2/26 (7.7%) >
o ~
c
Conclusions N .
In the vast majority of NICE evaluations which included a cost-comparison MAIC 2
analysis, ITCs (most commonly NMAs) were used to demonstrate 1/2%%) g 10 -
similar/greater health benefits between the intervention and the relevant ' ©
comparator(s). However, there was considerable variation in the ITC 2
results presented by the manufacturer and subsequently accepted by E
NICE, particularly in terms of statistical significance and the number - 5/26
of endpoints presented. Where only one or two ITC endpoints were S (19.2%)
presented, it may be useful in future research to understand if there were 2 5 3/26
additional contributing factors to the acceptance of the cost-comparison 2/26 (11.5%)
analysis, such as whether the intervention had the same mechanism of (7.7%)
action as the relevant comparator(s). '
All evaluations analysed had a positive recommendation from NICE in at NMA
least one population, but some had rejections in some of the considered — o) i i i
populations. Further research is therefore warranted to analyse the 20/26 (76.9%) 1 2 3 4 or more

significant difference and 5/26 (19.2%) described ‘comparable’ results (Table 1).
Results were fully redacted for the remaining evaluations (9/26 [34.6%]).

In 2/26 (7.7%) evaluations, similar/greater health benefits were
demonstrated based on ITC results for one clinical efficacy endpoint; the
majority of evaluations (16/26; 61.5%) presented ITC results for four or more
efficacy endpoints (Figure 2).

In addition, 18/26 (69.2%) and 2/26 (7.7%) evaluations used ITC results to
demonstrate similar/greater health benefits in terms of safety and

reasons why a cost-comparison analysis may not have been accepted in
a particular population.

Finally, a limitation of this research is that over one third (9/26 [34.6%)]) of
the evaluations had redacted ITC results. This may be improved following
NICE’s recent update to confidentiality marking, which should lead to less
redacted data in future evaluations.

*The External Assessment Group (EAG) provided a cost-minimisation analysis which was concluded to be sufficient for decision making by NICE.

FIGURE 1

Type of ITC used to demonstrated similar/greater
health benefits (N=26)

FIGURE 2

Number of ITC clinical efficacy endpoints used to

demonstrate similar/greater health benefits (N=26)

Number of endpoints

Abbreviations: Cost-comp: cost-comparison; EAG: Evidence Assessment Group; FTA: fast-track appraisal; HRQoL: health-related quality of life; ITC: indirect treatment comparison;
MAIC: matching-adjusted indirect comparison; NICE: National Institute for Health and Care Excellence; TA: technology appraisal; STA: single technology appraisal.
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