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Source data are provided with this paper as a supplementary excel file.

Sample size was determined based on prior knowledge of intrinsic and extrinsic variability and practical considerations (Button K, 2013;
Krzywinski D, 2013). No calculation of sample size and statistical power was performed in absence of prior knowledge about the expected
effect size.

For ex vivo tissue amyloid phagocytosis assays, results obtained during method development indicated that 6 sections per condition was
appropriate to average out the section to section variability and remain practical with all conditions investigated in parallel in the same
experiment. Similarly, the in vivo efficacy studies were conducted using the largest group size group compatible with running all treatment
groups in parallel in the same study.

No data point was excluded from the analyses, but in some cases samples were not quantifiable, e.g. tissue loss during histological processing.

All main effects reported in this study were observed repeatedly using identical or similar study designs. NI301A activity on tissue amyloid
removal was observed >=5 times using different patient tissues and PBMCs from different donors. ch.NI301A activity in vivo was also observed
in >=5 studies. Both in vivo and ex vivo dose-response studies were performed at least twice using similar but not identical antibody
concentrations.

For all studies, sample processing and quantification steps were randomized to ensure absence of technical artifacts.

The ex vivo experiments were conducted with the experimentalist blinded to the treatment applied. Blinding was also maintained during
quantification of amyloid load in tissues, which was performed semi-automatically using an image analysis software, and during data QC.

The in vivo studies were conducted using blinding to group allocation during tissue collection, processing, staining, quantification and QC.

Primary antibodies:

NI301A, ch.NI301A and ch.NI301A-LALAPG, Neurimmune AG (proprietary reagents, various lots used)

Isotype antibodies (43A11 and ch.43A11), Neurimmune (proprietary reagents, various lots used)
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Validation

Animals and other organisms
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Wild animals
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Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Human research participants
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Population characteristics
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Ethics oversight
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Flow Cytometry

Plots

Confirm that:

The axis labels state the marker and fluorochrome used (e.g. CD4-FITC).

The axis scales are clearly visible. Include numbers along axes only for bottom left plot of group (a 'group' is an analysis of identical markers).

All plots are contour plots with outliers or pseudocolor plots.

A numerical value for number of cells or percentage (with statistics) is provided.

Methodology

Sample preparation

Instrument

Anti-Transthyretin 39-44, Alexotech, AT-550-01

Anti-human prealbumin antibody, Dako, A0002

CD11B, Abcam ab133357

LY6G, Abcam ab2557 (clone NIMP-R14)

IBA1, Wako 019-19741

Secondary antibodies:

Anti-human IgG Fc! (unlabelled), Jackson Immunoresearch, 709-005-098

Anti-human IgG HRP-conjugated, Jackson Immunoresearch, 709-036-098

Anti-rabbit IgG HRP-conjugated, Jackson Immunoresearch, 111-035-045

Anti-mouse IgG HRP-conjugated, Jackson Immunoresearch, 115-035-146

NI301A and variants: Validated for ELISA, WB and IHC (cf. manuscript, especially Fig.1, 2 and 3)

Isotype antibodies: Validated for ELISA, WB, IF and IHC (Jelcic, 2015)

Anti-Transthyretin 39-44: Validated for ELISA, WB and IHC. (Goldsteins, 1999; Palha, 2001; Sousa, 2002)

Anti-human prealbumin antibody, Dako, A0002: Validated for ELISA, WB, IP and IHC.

CD11B, Abcam ab133357: Validated for WB, IF and IHC

LY6G, Abcam ab2557 (clone NIMP-R14): Validated for IHC.

IBA1, Wako 019-19741: Validated for ICC and IHC

SKH1 Elite female mice 2.5 - 3 month old.

The study did not involve wild animals.

The study did not involve samples collected from the field.

Animal studies were approved by the cantonal veterinary office (license ZH269-14).

De-identified blood samples for antibody screening were obtained from healthy elderly donors.

Autopsy heart tissues were obtained from 80+ years old males with heart failure with preserved ejection fraction.

Healthy elderly blood donors were recruited by the University of Zurich.

Autopsy heart tissues were collected by the National Disease Research Interchange.

Human blood samples were collected under informed consent and approval by the Ethics Committee of the Canton of Zurich.

Human heart tissues were collected under informed consent and use approved by the NDRI.

Macrophages were differentiated from fresh human monocytes by culturing these for 10-15 days in macrophage serum-free
medium (M-SFM, Life technologies) supplemented with macrophage colony-stimulating factor (100 ng/mL M-CSF, Miltenyi).
Phagocytosis was done for 2 hours at 37°C in the presence of fucoidan, ATTR-L55P labeled with Atto488 (Sigma), NI301A
labeled with Atto550 (Sigma) at concentrations from 0 to 80 nM.
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