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Key Questions Evaluated in an ICER HTA Report

* Net health benefit (Comparative Clinical Effectiveness): How well does
the intervention work compared to the standard of care?

« Health Benefit Price Benchmark (Cost-effectiveness Analysis): What
Is the price range that aligns with a treatment’s added benefits?

* Policy Recommendations: How best to apply the evidence and additional
considerations to clinical practice, pricing, and insurance coverage
policies?

ICER = © 2026 Institute for Clinical and Economic Review 2
INSTITUTE FOR CLINICAL
AND ECONOMIC REVIEW J



Conducting high-quality health technology assessments
requires high-quality evidence

In an ideal world.....

* Robust data set

« High-quality randomized controlled trials
* Relevant active treatment comparator

« Patient-important outcome will be measured
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HTA Reality

Evidence Available

Evidence

Needed for
HTA

The Gap is Widening

 Limited data from small, short-term, single-arm trials
« ~70% of drugs in 2024 were approved based on 1 pivotal trial
« ~ 25% of drugs in 2024 were approved based on a single-arm trial
« Surrogate outcomes: ~ 20% were accelerated approvals
* Very few active controlled trials
« Incomplete reporting

(usually for
regulatory decision)
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Implications for Net health benefit: How well does the
intervention work compared to the standard of care?

 More complex analyses (e.g., ITCs), complicating HTA evaluations

Comparative Clinical Effectiveness

ICER EBM
Rating Matrix
E I: Insufficient
P/l: Promising but
inconclusive

Comparative Net Health Benefit
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Implication for estimating the price that aligns with a
treatment’s added benefits?

* More assumptions in cost-effectiveness models
« Higher levels of imprecision and uncertainty in model results

 Many models produce outcomes that are impossibly optimistic

* Over-estimation of value can have real harm to others in the health care
system, who may face higher costs or limited access
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Recommendations at Launch in the Face of Uncertainty:
ICER’s Approach

 Incorporate the level of certainty into the net health benefit

 Discussion of uncertainty and controversies in the clinical evidence &
iImpact on modeled results

 Alternative model structures and assumptions
 Bind findings with conservative and optimistic analyses

« What if we end up with a judgment of “insufficient evidence™?

« Exploratory cost-effectiveness analysis
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Priority Needs for Evidence Visibility and Communication

1. Strengthen evidence foundations
» Regulators should require greater use of RCTs and active controlled trials when feasible

* More clarity on the strength of the relationship between surrogate endpoints and clinical outcomes

2. Improve transparency and accountability

» The strength of evidence supporting each drug approval should be described more clearly

« Patient-friendly language to communicate uncertainties
3. Align financial incentives with evidence and value; Pricing that reflects uncertainty

4. Increase enforcement of requirements to complete confirmatory trials

» More transparency on the status of confirmatory trials and what questions we are yet to answer

ICER = © 2026 Institute for Clinical and Economic Review 8
INSTITUTE FOR CLINICAL
AND ECONOMIC REVIEW J



©)HEMA

Health Economics
Methods Advisory

Health Economics Methods Advisory Selects New Area for Study:
Frameworks to Communicate Uncertainty in Health Technology
Assessment Decisions

BOSTON, LONDON, OTTAWA, May &, 2026 — The Health Economics Methods Advisory
{(HEMA) today announced a new research topic. an assessment of approaches to evaluating,
presenting. and communicating uncertainty in economic evaluations. This work will provide
recommendations for health technology assessment (HTA) organizations on the best approaches for
integrating uncertainty as they consider adoption of new technologies. The aim is to publish a final
report in the first half of 2027, with preliminary findings and consultation throughout 2026.

“Uncertainties in economic evaluation can come from a range of sources including small sample sizes,
limitations in the available evidence and assumptions used in the modeling,” said Mark Sculpher, PhD,
Chair of the HEMA Working Group. “There are both established tools and new methods for quantifying
these uncertainties; our goal is not only to review those methods, but also to recommend the best ways
to use those tools to make better decisions about new medicines.”

HEMA was convened by the leaders of three global HTA organizations to critically and independently
examine and assess new methods and processes. The three institutions are the USA-based Institute
for Clinical and Economic Review (ICER), England’s National Institute for Health and Care Excellence
(NICE), and Canada’s Drug Agency (CDA-AMC). Importantly, because HEMA operates independently,
HTA organizations are free to decide whether to implement the guidance, and HEMA is similarly free
o decide whether to revise its guidance based on comments received.
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Thank youl!

Foluso Agboola, MD, MPH
Senior Vice President of Research, ICER
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