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Extended Data Fig. 6 | Brain regions vulnerable to AD pathology in the ADNI 
cohort. Vulnerable brain regions were defined using sMRI and [18F]-FDG PET data 
from an independent sample of participants from the ADNI cohort (n = 54) who 
met key trial inclusion criteria (see Methods). a) Longitudinal patterns of grey 
matter degeneration were assessed in ADNI over a mean interval of 1 ± 0.2 years. 
Voxels showing a significant (FWER corrected P < 0.05) longitudinal reduction 
in grey matter volume based on a paired-sample one-sided voxel-wise t test are 
shown in red. Voxels in red were used as an explicit mask for sMRI analyses of 

clinical trial data. b) Longitudinal reductions in glucose metabolism in the ADNI 
population over a mean interval of 2.39±   1.96 years. Voxels showing longitudinal 
reductions in [18F]-FDG PET SUVr based on a paired-sample one-sided voxel-wise 
t-test are shown in red (FWER corrected P< 0.05). Voxels shown in red were used 
as a mask for statistical comparisons of the clinical trial PET data. For both a) and 
b), the medial and lateral views shown on the left half of the figure correspond to 
the left hemisphere of the brain. FWER, family-wise error rate.



Nature Medicine

Article https://doi.org/10.1038/s41591-024-02977-w

a sMRI

Decline: drug > placebo (puncorr < 0.05)

b FDG PET

Decline: drug > placebo (puncorr < 0.05)

Extended Data Fig. 7 | Hypothesis-inconsistent interactions in trial sMRI and 
[18F]-FDG PET Data. Drug group-by-time interactions from voxel-wise factorial 
mixed ANCOVA models assessing where decline in gray matter volumes (a) and 
glucose metabolism (b) is greater in the drug group (sMRI n = 127; PET n = 121) 
compared to the placebo group (sMRI n = 66; PET n = 62). Voxels exhibiting this 
effect are shown in yellow (post hoc t contrast; one-sided). Given the exploratory 

nature of the trial, all P values are uncorrected. Hypothesis-consistent 
interactions (that is, where drug treatment slowed progression of pathology) in 
sMRI and PET data are shown in Fig. 4. For both a) and b), the medial and lateral 
views shown on the left half of the figure correspond to the left hemisphere of the 
brain.

http://www.nature.com/naturemedicine


Nature Medicine

Article https://doi.org/10.1038/s41591-024-02977-w

Extended Data Table 1 | Comparison of median 26-week change between 200 mg and 400 mg LM11A-31 groups

Groups were compared using Wilcoxon rank sum tests (two-sided, uncorrected for multiple comparisons). Data used to derive statistics in this table can be visualized in Extended Data 
Figs. 2–4. Neuroimaging analyses were restricted to AD-vulnerable brain regions, as defined in an independent AD cohort (Extended Data Fig. 6).
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Extended Data Table 2 | Collection schedule of key trial outcome measures

*MRI was performed at screening if no MRI scan was available within 6 months prior to baseline visit. All patients needed to have an MRI according to the MRI protocol at baseline if no MRI was 
performed at the screening visit. ED = early discontinuation visit. 
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Extended Data Table 3 | Clinical global impression scale-improvement under placebo and LM11A-31

CGI-Improvement scores at the 12-week and final visit for patients in the intention to treat population. The proportion of participants in each category did not differ by treatment group at 
the 12-week (p = 1.00) or final timepoint (p = 0.836) according to a Fisher’s Exact test. The n refers to the total subjects that were assessed as part of the ITT population, and all percentages are 
based on the total n.
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