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INTRODUCTION METHODS (cont.): SCENARIO ANALYSES DISCUSSION & CONCLUSION

- HITs are increasingly studied as novel - Scenario analyses were based on identified strategies undertaken by health systems in
technologies targeting specific genomic England and the Netherlands:
alterations, irrespective of tumour site - England: Due to the absence of testing infrastructure for NTRK fusions, a phased
of origin. These.theraples erjable the implementation approac.h.for DTX Was unde.rt.aken by the Na.tional Health Servicg for The cost-effectiveness of HITs highly
targeting of patient populations with entrectinib and larotrectinib. This approach initially targets high-prevalent mutations and depends on NGS service provision
rare and often overlooked cancer younger populations. P : : P o
types , , , Progress in the adoption of multigene DTx
' * Netherlands: A risk-sharing agreement to manage the uncertainty around the number of would imbrove access to HITs and limit
+ Economic evaluations for HIT therapies patients eligible for treatment with an NTRK inhibitor was implemented in the Netherlands.> P

decisions driven by tumour-specific
prevalence estimates and associated DTx
costs.

can give highly variable results
depending on 1) the prevalence of the
biomarker mutation in patients; 2) the
uncertainty in mutation prevalence
estimates; and 3) the cost of diagnostic
tests. This could lead to two extreme

« Three scenarios that incorporated these approaches were explored:

. . .. . . Risk-sharing: Phased implementation (based on
scenar!os. a negative decision . Phaz:;lt!;r;:?elEglveer:‘t::;zr:i(tl;?isae;l on A risk-sharing agreement that budget-impact criteria) + risk-
regarding the HIT or approval only if A prevalence-based approach in incorporates the costs of DTx and sharing:
DTx with next-generation sequencing which a set of histologies is selected mglUdeS al hlfr:oLC)tiles " th? a?aly5|s; At\)pha;ed |tr)nr3jlerr;gntat|?[n appt)rpacdh
(NGS) IS universa”y available. to be initially tested for NTRK fusions ! assume.s arhe man.u acturer ase. On. N !mpac combine This case studv demonstrated that ICER
until DTx is widely available for all temporarily funqs a portlon pf the | with a risk-sharing agreem_ent. Yy
- These challenges have been other histologies. Histologies for D costs for histologies with a il Histologles below the budget Impact calculations on DTx are heavily influenced
documented in published literature but which DTx is cost effective were e revalance threshold for cost. ected for DTx coverage anc by both the prevalence of the cancer gen
. included while those below the prevglence threshold for Cost- selected foor DTx coverage and | Y 0O € prevaience o e cancer gene
there is lack of consensus on how to estimated prevalence threshold for : effectiveness. The proportion of assumed 100% manufacturer funding mutation as well as the uncertainty in these
: : unding was set at 73.89% to yield a for those histologies with a mutation
resolve these issues when cost-effectiveness were excluded : . . :
, , , , from the analysis histology-independent ICER of prevalence below the estimated Inputs.
mcorpqratlng DTXx costs In economic ' £40,000. threshold for cost-effectiveness.
evaluations.
All scenarios assume temporary mechanisms for the first year of market entry, as the infrastructure for NGS testing improves until
widely available for all histologies. However, this analysis does not aim to be prescriptive on the design of market entry schemes.
OBJECTIVE
- To investigate how the uncertainty — , , , , : : :
around gene prevalence estimates « The histology-independent ICER for NTRK fusion testing resulted in £146,938 (95% Phased implementation strategies for DTx
impact the cost-effectiveness of an HIT confidence interval [CI] £121,918, £180,603), significantly exceeding the cost-effectiveness combined with risk-sharing agreements
product due to the high cost of DT, threshold of £40,000 per additional QALY. that include the cost of the DTx present an
and to present possible solutions using - However, significant variation was observed across histologies: opportunity to relieve the risk and cost
differentimplementation approaches - The histology with the highest gene prevalence (mammary analogue secretory carcinoma, burden on both the health system and the
and risk-sharing schemes. NTRK mutation prevalence = 92.90%) had an ICER of just £452; the histology with the manufacturer. However, the broader
lowest prevalence (high-grade glioma, NTRK mutation prevalence = 0.05%) had an ICER of application of NGS testing and wider
METHODS £64U,330. economic benefits beyond NTRK testing
— - This variation was exacerbated when uncertainties around prevalence estimates were need to be more formally considered to

. considered, particularly for low-prevalence histologies. The ICER for a histology with low : :
. ’ . . ensure an appropriate balance of risk-
Arc;?/saelesrfged);r\wl\:jaisncg%veerlw(c):zeddatjas:‘?gm NTRK prevalence (e.g., high-grade glioma) ranged from £697,210 to £1,032,816 (based on hari p.li)j pt' hilst :
P S x the 95% CI), making DTx for NTRK fusions in rare tumours unlikely to ever be cost effective. > arlhg COﬂSI. =rations WHHSE iSO ensur.'lng
NTRK fusions' in 28 tumour types* to that risk-sharing schemes are commercially
gzzgzisa?ggvurggéfg?:tpirrer:/a;ec?gcej ;?ed Threshold for FIGURE 1: ICER of histologies with NTRK fusion per mutation prevalence viable and encourage appropriate
ymp cost-effectiveness investment in innovation.

cost-effectiveness and budget impact of NTRK mutation prevalence and ICERs
a hypothetical HIT product. * When NTRK mutation £1000,000
A Histologies
* The case study only included the cost of prevelenes El eles: WP per QALY
NTRK testing with NGS (i.e., £3502) and 1 'O%%];fDTEf WEE el £100,000 p
excluded any drug-related costs or C?S cHective.
disease health-related costs. The » Eighteen of the 28 £10,000 | &
incremental quality-adjusted life year included tumour
(QALY) value was assumed to be equal types failed to meet Abbreviations:
across all tumour types (i.e., 0.833"). the threshold due to ICER, incremental
- - v
The assumptions were applied to focus a mutation ratio; QALY, quality-
on the impact of DTx costs and to allow prevalence below "0 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% | Weip wilinprece to
direct assessment of the impact of 1.05% (Figure 1). NTRK mutation prevalence pay
mutation prevalence on the .
incremental cost-effectiveness ratios Scenario analyses o | |
(ICER). - The scenario analyses resulted in improved cost-effectiveness and budget impact outcomes
. For each histology, the number needed (Figure 2). However, these scenarios highlighted a set of important trade-offs:
to screen. increme'ntal costs to identify - While phased implementation approaches improved cost-effectiveness outcomes, these
a single patient, the ICER and the also significantly limited the eligible population for DTx and therapy. REFERENCES
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oesophageal junction; gastrointestinal stromal tumour; head and neck squamous cell carcinoma; high-grade glioma; infantile
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ADDITIONAL SOLID TUMORS @ Tumour types included: appendix; breast; cervix; cholangiocarcinoma; colorectal; congenital mesoblastic nephroma; gastro




