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Objectives Methods ________________________________|Results

Use a microsimulation model to assess the
impact of improved diagnosis and
treatment on disease progression in
hereditary transthyretin amyloidosis with
polyneuropathy (AT TRv-PN) in the US.

Introduction

 ATTRv-PN Is a progressive autosomal dominant
disorder that leads to sensorimotor
polyneuropathy and autonomic dysfunction [1].

» Left untreated, ATTRv-PN can cause profound
morbidity, particularly in later familial amyloidotic
polyneuropathy (FAP) stages of disease [1].

* Phenotypic heterogeneity in ATTRv-PN results in
delayed diagnosis, treatment, and increased
severity [2].
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* Improving time-to-diagnosis may delay disease
progression, improve quality of life and reduce
mortality.
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. . . . Figure 1. Schematic of the microsimulation model
 The microsimulation model incorporates US-

specific (or proxy where unavailable) data to
create a representative cohort of patients with
ATTRv-PN in the US (Figure 1).

 Individuals were followed in annual cycles from
2025 to 2034, during which they could develop the
disease, experience disease progression, receive
diagnosis and/or treatment, or die.
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 FAP stage progression is characterised by annual
Norfolk Quality of Life Diabetic Neuropathy
(Norfolk QoL-DN) decline derived from trial data
[3], with Norfolk QoL-DN scores being mapped to
FAP stage based on a mapping algorithm [4]:

= Norfolk QoL-DN scores of =2 2.6 and < 54
correspond to FAP stage 1, Norfolk QoL-DN
of 2 54 and < 91 correspond to FAP stage 2
and scores = 91 correspond to FAP stage 3.
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* A current practice and intervention scenario were

run and compared (Figure 2). Figure 2. Specifications for the current practice and intervention scenarios
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Diagnosis and treatment over time

* In current practice, 42.1% of patients with ATTRv-PN are expected
to be diagnosed in 2034 (totalling 1,665 patients). Of those
diagnosed, 500 patients (30%) are treated with a silencer.

* In the intervention scenario, 69.5% of patients with ATTRv-PN are
diagnosed by 2034 (an additional 1,213 patients) compared with the
current practice scenario. Of those diagnosed, 2,365 (82.2%) are
treated with a silencer (Figure 3).
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Figure 4. FAP stage distribution of patients with ATTRv-PN in the two

scenarios

Cumulative disease progression avoided In the intervention

scenario

* Over the 10-year period, a 34.1% reduction in progression to more
severe FAP stages is projected under the intervention scenario;
with 696 fewer patients progressing from FAP stage 1 to FAP stage
2, and 421 fewer patients progressing from FAP stage 2 to FAP
stage 3 (Figure 5).
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Figure 3. Diagnosis and treatment rates in the two scenarios

FAP stage distribution
 In current practice, 2,915 patients with ATTRv-PN are estimated to
be in FAP stage 1, 397 in stage 2, and 560 in stage 3 in 2025. By

Intervention

2034, an additional 120 patients are projected to be in FAP stage 1, 900+
with 16 and 25 fewer patients in stages 2 and 3, respectively
(Figure 4). . FAP Stage

* In the intervention scenario, 546 additional patients in FAP stage 1 < 600- Stage 0-Stage 1
are projected in 2034 compared to current practice. 157 fewer 5 Bl Siece {-Stage 2
patients in FAP stage 2 compared with current practice, and 202 M Stage 2-Stage 3
fewer patients in FAP stage 3 are projected, representing a 41.2% 3001

and 37.7% decrease, respectively (Figure 4).
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Figure 5. Cumulative disease progression avoided by the intervention scenario

Conclusion

 Earlier diagnosis and treatment with silencers are projected to slow ATTRv-PN progression by 34.1% and reduce prevalence of severe
disease by 40% by 2034.

* This reduction in disease severity is associated with an estimated 1,222 QALYs gained, reflecting patients’ longer lives and better health-
related quality of life.

* These findings underscore the importance of timely diagnosis and treatment in patients with AT TRv-PN.
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