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B KEY FINDINGS & CONCLUSIONS

eOverall, flying during lecanemab therapy was NOT associated with a higher incidence of ARIA (flyers 17.6% [6/34] vs non-flyers 32.0% [16/50]; Fisher's p = 0.206).

eTotal number of flights (9.0 vs 4.2; p = 0.30), average number of infusions prior to ARIA onset (6.2 vs 7.2; p = 0.69) and treatment duration (15.3 vs 13.8 months; p = 0.37) did not differ between the group of patients who flew and those who did not.
e However, among patients who flew, those who developed ARIA (n = 6) had flown for the first time significantly earlier than patients who flew and did not develop ARIA (n = 28) — 3.3 vs 18.1 infusions before first flight (p < 0.001).

eThe risk of ARIA fell by 39% with each extra infusion received before the first flight.

eAir travel was not associated with an increased risk of ARIA in patients treated with lecanemab. However, a potential signal of increased ARIA risk during the earliest phase of treatment was observed. Pending confirmation in larger cohorts, clinicians may
consider advising patients to defer non-essential air travel during the first 3-4 months of treatment (approximately the first 6—8 infusions).

B BACKGROUND 8 COHORT FLOW B FLIGHT EXPOSURE & ARIA

e ARIA (ARIA-E oedema; ARIA-H microhaemorrhage / siderosis) is the major 40.5% flew during treatment (n = 34)
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e Current risk mitigation (MRl screening, APOE genotyping, clinical
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surveillance) offers no guidance on the potential impact of environmental
stressors such as high altitudes or commercial air travel.

e Commercial cabins cause only mild hypoxia (*1,500-2,440 m), yet preclinical
work shows mild hypoxia can transiently alter cerebral blood flow and BBB analysed — 34 flyers (40.5%) - 50 non-flyers
permeability which could potentially increase early-treatment vulnerability.

B TIMING COMPARISON

Among the 34 flyers, those who developed ARIA had flown far earlier in treatment.
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