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Establishment of optimal diagnostic procedures and risk assessment for ATTR-CA

focusing on sex differences
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Abstract

Transthyretin cardiac amyloidosis (ATTR-CM) is an increasingly recognized cause of heart failure with preserved
ejection fraction in older adults. Although ATTR-CM was historically considered a male-predominant disease,
women often present with milder hypertrophy and atypical phenotypes, which can delay diagnosis. Therefore, sex-
specific diagnostic strategies are clinically relevant. First, we retrospectively analyzed 301 consecutive patients with
suspected ATTR-CM who underwent *™
of myocardial uptake on PYP scintigraphy and sex-related differences in outcomes. Myocardial uptake on PYP

Tc-pyrophosphate (PYP) scintigraphy to explore the prognostic significance

scintigraphy was visually graded using planar and SPECT imaging and semi-quantified using the heart-to-contralateral
lung (H/CL) ratio. The primary endpoint was a composite of cardiac death and life-threatening ventricular arrhythmias.
Positive myocardial uptake on SPECT imaging was observed in 30% of patients. During a median follow-up period of
668 days, the incidence of the primary endpoint was significantly higher in patients with positive uptake than in those
without (log-rank P=0.018). Among patients with positive scans, higher H/CL ratios were associated with higher event
rates. Multivariable Cox regression analysis after adjusting for age, sex, coronary artery disease, and left ventricular
ejection fraction showed that SPECT positivity was independently associated with the primary endpoint (adjusted
hazard ratio, 2.86; 95% confidence interval, 1.10-7.41). Sex was not significantly associated with outcomes (P=0.88).
Myocardial PYP uptake may provide incremental value for cardiovascular risk stratification in patients with suspected
ATTR-CM. Ongoing multicenter registry analyses will further clarify optimal diagnostic pathways and sex-specific risk

assessment.



