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Supplementary figures
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Figure S1: FSC curves for cryo-EM maps and structures of (A) APP/PS1 murine type III, (B)
ARTE10 murine type III, (C) ARTE 10 type II, (D) DI1, (E) DI2, (F) DI3, (G) tg-APPsw. type 11,
(H) APP23 type II, and (I) tg-APParcswe murinear type I fibrils. FSC curves for two independently
refined half maps are shown in blue; FSC curves for the refined atomic model against the final

cryo-EM map in orange.
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Figure S2: Molecular lipophilicity potential (MLP) maps for (A) APP/PS1 murine type III, (B)
ARTE!10 murine type III, (C) ARTE10 type II, (D) DI1, (E) DI2, (F) DI3, (G) tg-APPsye type 111,
(H) APP23 type II, and (J) murinear. type I. Coloring on the surface ranging from cyan (most

5 hydrophilic) to white to yellow (most lipophilic/hydrophobic).
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Figure S3: DI2 density map at different thresholds. At (A) 4., (B) 5o, and (C) 66
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Figure S4: DireX analysis of DI2. (A) The table contains the Cwork and Cree values from the DireX
fitting of all possible eight sequence assignments (black box) in both possible C,-chain directions
into the DI2 density maps. The Cgee value was used to rank the results. The N-terminus of the
sequence is coloured in grey, the C-terminus is coloured in green. (B) The most favourable
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sequence fit. (C)-(E) The 2nd to 4th most favourable sequence fit.
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Figure S5: DI3 density map at different thresholds. At (A) 30, (B) 40, (C) 50, and (D) 60.
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Cfree Cwork 1 32
1 0.21486 0.83129 EVHHQKLVFFAEDVGSNKGAITIG
2 0.20279 0.788 YEVHHQKLVFFAEDVGSNKGATITIGHL]!
3 0.19498 0.79647 EVHHQKLVFFAEDVGSNKGAITIG
4 0.18539 0.80618
5 0.17551 0.80869
6 0.16756 0.79798
7 0.16304 0.7844
8 0.15993 0.78889
9 0.15597 0.80193 GIIAGKNSGVDEAFFVLKQHHVE
10 0.15094 0.78938 YEVHHQKLVFFAEDVGSNKGATITIGI
1 0.1497 0.79756 f
12 0.14226 0.7817 g
13 0.14006 0.7828 G V GITIAGKNSGVDEAFFVLKQHHVE
14 0.13798 0.79018 ML[GIIAGKNSGVDEAFFVLKQHHVEYG
15 0.13771 0.80256 MLGIIAGKNSGVDEAFFVLKQHHVE
16 0.13592 0.79658 G MLGIIAGKNSGVDEAFFVLKQHHV
17 0.13524 0.8013 ITAGKNSGVDEAFFVLEKQHH

18 0.13382 0.78705 LGIIAGKNSGVDEAFFVLEKQHH

19 0.12439 078646 AIVVGGVMLGITAGKNSGVDEAFEVLKQHEHYVEY?

20 0.1177 0.76346 GIIAGKNSGVDEAFFVLKQHH
21 0.11127 0.79328 HHQKLVFFAEDVGSNKGAIIGL
22 0.09261 0.78783 E

Figure S6: DireX analysis of DI3. (A) The table contains the Cyork and Crree values from the DireX
fitting of all possible 22 sequence assignments (black box) in both possible Cy-chain directions
into the DI3 density maps. The Cgee value was used to rank the results. The N-terminus of the
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sequence is coloured in grey, the C-terminus is coloured in green. (B) The most favourable
sequence fit. (C)-(E) The 2nd to 4th most favourable sequence fit.



Supplementary Tables

Table S1: Distribution of polymorphs in extracted AP fibril samples from different mouse models.
The term “unassigned” refers to particles that were originally picked by crYOLO but discarded
because they were false positives or of too low quality for high-resolution reconstruction.

Mouse Model Distribution

APP/PS1 murine type III: 12.2%; unassigned: 87.8%

ARTE10 type II: 13.2%; murine type III: 0.6%; unassigned: 86.2%
tg-SwDI DI1: 3.6%; DI2: 2.6%; DI3: 0.7%; unassigned: 93.1%
tg-APPswe type II: 1.7%; unassigned: 98.3%

APP23 type II: 10%; unassigned: 90%

tg-APParcswe murinear type I: 4.4%; unassigned: 95.6%

10





