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Table 1. APAC HTA precedents demonstrating suboptimal outcomes mapped to PICOS
domains and sub-domains
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Figure 1. Research methodology relevance Non-locally relevant comparator choice reduced
______________ Recommendation |applicability of the evidence, contributing to a Japan
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with suboptimal No £ Reiection outcome in lieu of overall survival or if the Australia
ST EXCLUDE > EXCLUDE v ) surrogate outcome was relied on for PBAC (PBAC)
available? No g decision found a 44% rejection rate, reflecting
..g uncertainty in clinical benefit
O Country- | Recommendation |Use of non-local HRQoL inputs was criticised;
level with restriction: |assessment required adjustment using Japanese | Japan (C2H)
RES U LTS inputs pending local data |correction factors in the model
: : e ST ' : : g |Single-arm Rejection Ecl)nrglea_raarg\]/ee \ngin%eavxcajss%rwlgllcfaeri dl:es;[;enon_ Singapore
» Fifteen APAC precedents were identified via literature review with the primary PICOS 2 trial ! “mitﬁ]g interpretagtion Felnical be%eﬁt : (ACE)
. . . . . . +
drivers of suboptimal HTA outcomes being population (3/15), intervention (2/15), > . . .
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» Population issues led to rejection, deferral, or population restriction due to limited trial comparators, rather than safety and efficacy (PTAC)

generalisability and unclear reimbursement population scope

» Intervention issues led to deferral, price reduction, and conditional reimbursement CONCLUSIONS AN D LI M ITATIONS

pending evidence generation due to concerns related to treatment line, sequencing, and . o . ,
treatment duration, where evidence did not align with local treatment pathways Our analysis suggests that PICOS misalignment may directly influence APAC HTA

» Comparator misalignment was the most quoted issue and led to rejection, restriction, outcomes, with PICOS issues resulting in rejection, deferral, restriction, or price

or price reduction where comparators did not reflect local standards of care, limiting reduction. However, the analysis was exploratory and hypothesis-generating; the
added benefit quantification small sample size and absence of a comparator set of positive HTA outcomes

limited the ability to demonstrate a causal association between PICOS
misalignment and suboptimal HTA outcomes. Further research should include a
full systematic literature review and controlled analysis comparing positive and
suboptimal HTA outcomes to quantify the relative contribution of PICOS-related
factors to reimbursement decisions across APAC markets

» Outcome measure issues resulted in deferral, rejection, or recommendation pending
local data due to the use of surrogate endpoints and uncertain country-level utility
Inputs

» Study-type limitations included single-arm trials and immature data, leading to
rejection or deferral due to uncertainty around comparative benefit and durability of
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