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Supplementary table S1. Animals included in the study, related to Figure 1

Pig Sex Genotype Age at CSFsampling  Age at FDG-PE-T scan  Ageat PIB—PE scan AgeatMRIscan  Age at euthanization
(ID no) (mo) (mo) (mo) (mo) (mo)
Cloned animals (F0)

6304 Female KO 33 - - - 33
6401 Female HET 35 - - - 35
6402 Female HET 36* - - - 36
F1 offspring

6469 Female HET 24 21 21 22 29
6470 Female HET 24 21 21 22 29
6471 Male WT 18 - - - 18
6472 Male HET 30 - - 27

6473 Female HET 5 - - - 5
6474 Male HET 30 - - 27

6475 Female WT 24 21 21 22 29
6476 Male HET 18 - - - 18
6477 Female WT 24 21 21 22 29
6478 Female WT 5 - - - 5

WT control animals

334011 Female WT 36 - - - 36
230251 Female WT 38 - - - 38
339671 Male WT 17 - - - 17
339704 Male WT 17 - - - 17
338496 Male WT 29 - - 27 29
338593 Male WT 30 - - 27 29
WT breeding boars

229751 Male WT 23 - - - 23
332725 Male WT 22 - - - 22

Pigs included in the study listing age in whole months at individual procedures. A dash indicate that the procedure was not performed for the animal in question.
* CSF from animal 6402 was contaminated with blood and not used for any analysis



Supplementary table S2. Primer sequences, related to Experimental Procedures

Forward primer (5-3")

Reverse primer (5™-3°)

rAAV/SORL1 KO vector
LHA®

RHA*

3-Fusion*

CRISPR sgRNA vectors
sgRNAL**
sgRNA2**

C-checkvector
sgRNA1-szRNA2 target site insert***

PCR screening of donor cells
5'SORL1 KOPCR (F3+R3)
3'SORL1 KOPCR F4+R4)

Southern blot probes
SORL1 probe

neo'probe

Off target analysis
Chr.2 JUNB )
Chr. 2 (ARHGAP26)
Chr.5 (XRCC6)
Chr.6 (GSE1)
Chr.8 (PCDH7 )
Chr.9 (HEPACAM )
Chr. 14 (TXNRD2 )
Chr.15 (TWIST2)

Plasmid integration analysis
sgRNA1 plasmid
hCaz9 plasmid

Genotyping of piglets
5'SORL1 KOPCR
3'SORL1 KOPCR
SORLI WTPCR

RT-PCR
5’ SORL1 RT-PCR (exon 1-2, F1:R2)
5’ SORL1 RT-PCR (exon 1-3, F1:R1)
3’ SORL1 RT-PCR (exon 46-47)
GAPDH RT-PCR

APP RTPCR

ADAM10 RT-PCR

ADAM17 RT-PCR

BACE! RT-PCR

PSEN1 RT-PCR

PSEN2 RT-PCR

MAPT RT-PCR

qPCR
3'S0RL1
HPRT1

atacatacgrgprcgcCCTCAAMAACCAGGGTGTGAGTCCAGAGT
cgcectatagtgagtegtottoc GCATCCATCCTTGGCTGTCGCTTCCCAGG
atacatacgezpecac CCTCAAAAACCAGGGTGTGAGTCCAGAGC

3ccgGCGACACGGAGCAGCAGGA
3ccgATGGCGCTGCTGCCGCCCG

Bteggat(GGCGACACGGAGCAGC TGGCGCTGCTGCOGOCC

CTCTAGAAGTAGTCTCTCCTTCAGTCCTG
GGTACCCAATTCGCCCTATAGTGAGTC

CTGAGCTCCCCAAAGTTAGAAAGTG
GAAGCCCGGCATTCTGCACGC

AGCGGTGGCGGCAGCTAC
AGCGCCAGGAGGCCCATG
CCGTGCCACTCACCATTCACC
CTGAATCAGCACATGTCTGGCC
GAGTGGGATACGACCGATCTTGC
CTCAGGCGCTGATCTCCACAG
CCTGGAGGTTCACAGCAAGGTC
AGGCATGACCAGGTCATTCAGG

GGACATAAGCCTGTTCGGTTCG
ATGGGCGGTAGGCGTGTAC

CTCTAGAAGTAGTCTCTCCTICAGTCCTG
GGTACCCAATTCGCCCTATAGTGAGTC
CTCTAGAAGTAGTCTCTCCTTCAGTCCTG

CGGACGAGAAGCCGCTCCG
CGGACGAGAAGCCGCTCCG
GCCATGAACATCACAGCGTACC
GACTCATGACCACGGTCCATG
ACCCTATGAAGAGGCCACGG
TCCTTGGTCGAACCATCACC
GCAAAGGCGTGTCTTACTGC
TIGTGCGGGTGGAGATCAAT
CAGAGAGCCCTGCACTCAAT
GGCCATCCTCATCGGTTTGT
CATGCTCAGGGGGACTACAC

GCCATGAACATCACAGCGTACC
AAGCTTGCTGGTGAAAAGGA

Jagst

getecogettttgttecctttag COCTGGCTGGCGCTCCTCCTTIGTCCG
atacatacgezzccpcCCAAGGGTTGAACATTTAACTCTGTGTATTTCC
atacatacgezzccpcCCAAGGGTTGAACATTTAACTCTGTGTATTTCC

333cTCCTGCTGCTCCGTGTCGC
333cCGGGOGGCAGCAGCGCCAT

cgtacct(CCCCGEGCGGCAGCAGCGCCATCCCCTCCTGCTGCTCCGTEGTCG L )ate

GCGCATGCTCCAGACTGCCTTGG
AATGACACAATAGGCTAAGATGG

GCCTCTCCAGTTAACAGACCTTCC
CAGAAGCCATAGAGCCCACCGCA

GTACGAGCTCCCGGTACCGAC
CAAGGATGCGCTCCGTTCG
CAGTTCACTCGTGTGACCTGGAGC
GGACCTCGCCGTGAGCAG
GCGAACAGCGCGACTCCTATG
GTGCAGACTTCCAGGAGAGGTCC
GGTACCCTGAGTGAGCTTTGCTC
TCACGGAGGGAGCTCGGC

ACGCCACGGAATGATGTCG
GATCTCCTGCAGGTAGCAGATC

GCGCCTACCGGTGGATGTGG
AATGACACAATAGGCTAAGATGG
CTTCGCGCACTTICTCCGCTG

CAAGGCCACGATGACGTTGC
GCGATCACGGCTTCACTGCTG
GCTGACACATCCCTACCAGACC
GTCAGATCCACAACCGACACG
TGTTCAGAGCACACCTCTCG
CTGCCCACCAATAAGCCACG
CGAGTGGTCGGTTTCGTTAC
CATCTGGGAACTTCTCCGTCGAG
GCCAGGCATGGATGACCTTAT
TGTCCATGAAAGGCCGTACC
CCAAGAGTCACCTTCTGCCG

GCTGACACATCCCTACCAGACC
GTCAAGGGCATAGCCTACCA

*Underlined sequence: Not | restriction site; sequence in italics: linker for 3-fusion PCR
**Lower caze: overhang for Bsal cloning; upper case: porcine SORLI target sequence
***Nucleotides in brackets denote the overlapping target site sequences recognized by sgRNA1 and sgRNA2. Nucleotides relevant for cloning are shown in lower case.



= Wild type allele

— Targeted allele

SORL1

= Targeted allele

neo’

bp
1100
600
5'- ko
1100 1121 bp
600
3-ko
1100 1079 bp
600
C wt het wt ko wt
«Da CSF CSF CSF CSF CSF
- -
250 — sSORLA
S &
© %b‘ (b(b"l, © q:f,b

Supplemental figure S1. Molecular biological and biochemical validation of the SORL1 Gottingen Minipigs,
related to Figure 1 and Figure 2
a) Representative Southern blot of genomic DNA isolated from re-cloned Gottingen SORLI het minipigs. Genomic

DNA was digested with Blpl, electrophoresed and blotted onto a nitrocellulose membrane prior to hybridization with



the SORLI probe resulting in an upper band (theoretical size 8.5 kb) and lower band (theoretical size 3.2 kb)
representing the wild-type and targeted allele, respectively (upper panel). Blpl-digested DNA was also hybridized with
the neo” probe, detecting the neo” cassette and yielding a band (theoretical size 6.9 kb) corresponding to the targeted
allele (lower panel). Lanes 1-7: Genomic DNA isolated from individual re-cloned SORLI het Gottingen minipigs; Lane
8: Genomic DNA isolated from a Gottingen wild-type minipig.

b) Genotyping of F1 SORLI piglets. Genomic DNA was isolated from ear biopsies obtained from newborn piglets and
used as template in PCR employing primer sets to amplify the wild-type or targeted SORLI allele. The SORLI KO
allele was detected by amplification of the 5'- and 3’-end of the targeted SORL/ region, respectively. Genomic DNA,
isolated from the pig fibroblasts used for re-cloning as well as from a wild-type Gottingen minipig, were used as
positive controls. M; 100 bp DNA marker.

¢) WB analysis of cerebrospinal fluid (CSF) isolated from a SORLI-wt (6478/5 mo), a SORL1-het (6473/5 mo) and the
cloned SORLI-ko (6304) animal and two older control animals, (w¢ (332725)/22 mo and wt (229751)/23 mo), showed
absent and reduced sSORLA in the CSF of the ko and het minipigs, respectively, in accordance with their individual

SORLI genotypes (see also Fig. 2a,d).



10 20 30 10 50 60
Pig PFLFELMALL 1 PEPODRGFL! DPRELRL
Human MATRSSRRESRLPFLF] LVALLPPGAL'E 19 PEPODRGFL! DPRELRL

70 80 90 100 110 120
Pig DEKPLRRKRSAALQPEPIBVYGOVSLNDSHNOMVVHWAGEKSNVIVAL
Human DEKPLRRKRSAALQPEPIKVYGOVSLNDSHNQOMVVHWAGEKSNVIVAL
130 140 150 160 170 180
Pig ARDSLELARPRSSDVYVSYDYGRSFKRISEKLNFG| ISEAVIAQFYHSPADNKRYIFA
Human ARDSLALARPKSSDVYVSYDYGKSFKKISDKLNFG SEAVIAQFYHSPADNKRYIFA
190 200 210 220 230 240
Pig DAYAQYLWETFDFCNTEQGFS IPFRAADLLLHSKASNLLLGFDRSHPNKQLWKSDDFGQT
Human DAYAQYLWETFDFCNTLOGFSIPFRAADLLLHSKASNLLLGFDRSHPNKQLWKSDDFGQT
270 280
Pig WIMIQEHVKSFSWGVDPYDKPNTIY! TVFRSTDFF( ILEEVRDF
Human WIMIQEHVKSFSWGIDPYDKPNTIYL: TVFRSTDFF( ILEEVRDF
310 330 350 350 360
Pig QLRDKYMFATK! HLFGS SSVOLWVSFGRKPMRAAQFVTRHPINEYY TADASEDQV
Human QLRDKYMFATKVVHHLLGSEQ@SSVOLWVSFGRKPMRAAQFVTRHPINEYY TADASEDQV
420
Pig FVCVSHSNNRTNLY I SEAEGLKFSLSLENVLYYSPGGAGSDTLVRYFANEPFADFHRVEG
Human FVCVSHSNNRTNLY I SEAEGLKFSLSLENVLYYSPGGAGSDTLVRYFANEPFADFHRVEG
130 440 150 480
Pig LOGVYIATLI ITFDK m;.chAPAFT YGEKINCELSQGCSLHLAQ
Human LOGVYIATLI ITFDKGGTWEFLQAPAFTEYGEKINCELSQGCSLHLAQ
190 500 510 520 530 540
Pig RLSQLLSLOLRREPILSKESAPGLIIATGSVGKNLASKTNVYVSSSAGARWREALPGPHY
Human RLSQLLNLOLRRMPILSKESAPGLIIATGSVGKNLASKTNVYISSSAGARWREALPGPHY
550 600
Pig YTWGDHGGII| IAQGMETNELKYSTNEGETWKTFVFSEKFHFVYGLLTEPGEKSTVFTI
Human YTWGDHGGIIBATAQGMETNELKYSTNEGETWKTF IF SEKPYFVYGLLTEPGEKSTVFTT
610 520 630 640 650 660
Pig FGSNKENIHSWLILQVNETDALGVPCTENDYKLWSPSDERGNECLLGHKTVFKRRTPHAT
Human FGSNKENVHSWLILQVNETDALGVPCTENDYKLWSPSDERGNECLLGHKTVFKRRTPHAT
670 680 690 700 710 720
Pig CFNGEDFDRPVVVSNCSCTREDYECDFGFKMSEDLELEVCVPDPEFSGKSESPPVPCPVG
Human CFNGEDFDRPVVVSNCSCTREDYECDFGFKMSEDLSLEVCVPDPEFSGKSYSPPVPCPVG
730 740 750 760 770 780
Pig STYRRTRGYRKISGDTCSGGDVEfRLEGELVPCPLAEENEFILYAMRKS IBRYDLAS
Human STYRRTRGYRKISGDTCSGGDVERRLEGELVPCPLAEENEFILYAVRKS IFRYDLAS
790 800 810 820 830 840
Pig EQLPLTGLRAAVALDFDYEHNCLYWSDLALDIIQRLCLNGNTGOEVIINSGLETVEALAF
Human EQLPLTGLRAAVALDFDYEHNCLYWSDLALDVIQRLCLNGSTGQEVIINSGLETVEALAF
850 860 870 880 890 900
Pig EPLSQLLYWVDBGFKKIEVENPDGDFRLTIVNSSVLDRPRALVLVPQDGVMFWTDWGDLR
Human EPLSQLLYWVDAGFKKIEVANPDGDFRLTIVNSSVLDRPRALVLVPQEGVMFWTDWGDLK
910 920 930 940 950 960
Pig PGIYRSNMDGSAAYRLVSEDVKWPNGI] WY YWTDAYLBCIERVTFSGOORSTILDN
Human PGIYRSNMDGSAAYHLVSEDVKWPNGI| WIYWTDAYLECTERITFSGQORSVILDN
970 980 990 1000 1010 1020
Pig LPHPYAIAVFKNEIYWDDWSELSIFRASKHSKSDMAT: LT EKIFYRGKETGSN
Human LPHPYAIAVFKNEIYWDDWSQLSIFRASKYSESQMET: LT MKIFYKGKNTGSN
1040 1050 1080
Pig PCSLLCLP LPSGDL MPF‘{‘DQGYQLK TCVKEENTCL
Human AC PCSLLCLPKANNSRSCRCPBIV ISVLFSGDLMCDCPQGYQLK [TCVKEENTCL
1140
Pig RNQYRCSNGNCINSIWWCDFDNDCGDMSDERNCPTTYCDLDTQFRCQESGTCIPLSYKCD
Human RNQYRCSNGNCINSIWWCDFDNDCGDMSDERNCPTTICDLDTQFRCQESGTCIPLSYKCD
1150 1160
Pig LEDDC! LHOCRSNEYEC uMLlRSSWVCDGDNDCRDWSDEANCTAIYHTC
Human LEDDCGDNSDESHCEHHQCRSDEY CSSGMCIRSSWVCDGDNDCRDWSDEANCTATYHTC
1210 1220 1230 1240 1250 1260
Pig EASNFQCHNGHCIPQRWACDGDMDCODGSDEDPVECEKKCNGFRCPNGTCIPSSKHCDGL
Human EASNFQCRNGHCIPQRWACDGDEDCODGSDEDPVNCEKKCNGFRCPNGTCIPSSKHCDGL
1270 1280 1290 1300 1310 1320
Pig IDCEDGSDEQHCEPLCTRFMDFVCKNRQOCLF@SMVCDGIVQCRDGSDEDAAFAGCSHDP
Human CEDGSDEQHCEPLCTHFMDFVCKNRQQCLFHSMVCDGITQOCRDGSDEDAAFAGCS@DP
1330 1380 1350 1360 1370 1380
Pig EFHKVCDEBSFQCONGVCISLIWKCDGMDDCGDBSDEANCENPTEAPNCSRYFQFPCENG
Human EFHKVCDEEGFQCONGVCISLIWKCDGMDDCGD¥SDEANCENPTEAPNCSRYFQFRCENG
1390 1400 1110 1420 1430 1450
Pig HCIPNRWKCDRENDCGDWSDEKDCGDEHILPEBTPGPSTCLPNYYRCSSGRCVMDSWVCD
Human HCIPNRWKCDRENDCGDWSDEKDCGDSHILPESTPGPSTCLPNYYRCSSGECVMDIWVCD
150 1190 1500
Pig GYRDCADGSDEEACP VTAASTPTQLGRCDRFEFEC ICIPNWRRCDGHQDCQD
Human GYRDCADGSDEEACP) VTAASTPTQLGRCDRFEFEC] ICIPNWKRCDGHODCQD
1530 1580 1560
Pig DEANCP SSLTC CEDGE] IVLSERCDGFLDCSDESDE CSEE YRIQ
Human IDEANCPTHSTLTC] ICEDGEACIVLSERCDGFLDCSDESDEKACSDELEVYKVQ
1600 1610 1 52 o
Pig NLQWTADFSGDITLTWLKPKKMPSAbL YNVYYR LKVLK]
Human NLOWTADFSGDYTLTWMRPKKMPSASCVYNVYYRVVGES IWKILETHSNKTITVLKVLKP
1630 1640 1650 1660 1680
Pig DTTYQVRVQVOCLSKWHETNDFVTLRTPEGLPDAPBNLOLS: EGVIVGH PIHT
Human DTTYQVRVQVQCLSKAHNTNDFVTLRTPEGLPDAPRNLOLS: GVIVGHWAPPIHT
1690 1700 1710
Pig HGLIREYIVEY SAGNBTETRNLLE! TVRVAAVTSRGIGNWSDSKS
Human HGLIREYIVEY TKNLL TVRVAAVTSRGIGNWSDSKS
1750 1760 1770 1780 1790 1800
Pig ITTENKGKVIPBPDIHIDSYBENSLSFTLSMBSDIKVNGYVVNLFWAFDTHROEBRTLNF
Human ITTEEKGKVIPBPDIHIDSYEENYLSFTLIMESDIKVNGYVVNLFWAFDTH| TLNF
1810 1820 1830 1840 1850 1860
Pig GSMLSHRVGNLTAHTBYEI SAWAKTDLGDSPLAFEHVTRGVRPPAPSLKAKAINQTAV
Human GSILSHKVGNLTAHTSYEI SAWAKTDLGDSPLAFEHVMTRGVRPPAPSLKAKAINQTAV
1880 1890 1900 1910 1920
Pig ECTWTGPRNVVYGIFYATSFLDLYRNPKSVTTS JHNKTVLVSRDEQYLFLVRVVVPYQGP
Human ECTWIGPRNVVYGIFYATSFLDLYRNPKSLTTSEHNKTVIVSKDEQYLFLVRVVVPYQGP
1930 1940 1950 1960 1970 1980
Pig SSDYVVVRMIPDSRLPPRHLHVVHTGKTSEVIKWESPYDSPDQDLLYAIAVKDLIRKSDR
Human SSDYVVVKMIPDSRLPPRHLHVVHTGKTSMVIKWESPYDSPDQDLLYATIAVKDLIRKIDR
2040
Pig SYKVKSRNSTVEYTLNKLEPGGKYHVIVOLGNMSKDSSIKITTVSLSAPDALKIITENDH
Human SYKVKSRNSTVEYTLNKLEPGGKYHIIVOLGNMSKDSSIKITTVSLSAPDALKIITENDH
2050 2060 2070 2080 2090 2100
Pig VLLFWKSLALKEKHFNESRGYEIHMFDSAMNITAYLGNTTDNFFKISNLKEGHNYTFTVQ
Human VLLFWKSLALKEKHFNESRGYEIHMFDSAMNITAYLGNTTDNFFKISNLKMGHNYTFTVQ
2110 2120 2130 2140 2150 2160
Pig CLFGBQICGEPAVLLYDEL TDVAAVVVPILFLILLSLGIGFAIL
Human CLF! ICGEPAILLYDELGSG'DISAIQAIRSTDVAAVVVP ILFLILLSLGVGFAIL
2170 2180 2190 2200 2210
Pig YTKHRRLONSFTAFANSHYSSRLGSATFSSGDDLGEDDEDAPMITGFSDDVPMVIA*
Human YTKHRRLOSSFTAFANSHYSSRLGSATFSSGDDLGEDDEDAPMITGFSDDVPMVIA*

Supplemental figure S2. Alignment of human and pig SORLA protein sequences, related to Figure 2

SORLA identity 92.2% (2043/2216)
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Supplemental figure S3. Histopathology of young SORL I-het and SORL 1-wt Gottingen Minipigs, related to

Figure 2

Histological examination of hematoxylin-stained frontal cortex from 5-month old wt (6478) and het (6473) SORLI

minipigs showing no detectable difference in neuronal layering and numbers.
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10 20 30 40 50 60
MLPGLALVLLAAWTARALEVPTDGNAGLLAEPQVAMFCGKLNMHMNVONGKWESDPSGTK
MLPGLALLLLAAWTARALEVPTDGNAGLLAEPQIAMFCGRLNMHMNVONGKWDSDPSGTK

70 80 90 100 110 120
TCIEGTKEGILQYCQEVYPELQITNVVEANQPVTIQONWCKRSRKOQCKTHEHEIVIPYRCLVG
TCIDTKEGILQYCQEVYPELQITNVVEANQPVTIQONWCKREGRKOQCKTHRHEVIPYRCLVG

130 140 150 160 170 180
EFVSDALLVPDKCKFLHQERMDVCETHLHWHTVAKETCSEKSTNLHDYGMLLPCGIDKFR
EFVSDALLVPDKCKFLHQERMDVCETHLHWHTVAKETCSEKSTNLHDYGMLLPCGIDKFR

190 200 210 220 230 240
GVEFVCCPLAEESDNIDSADAEEDDSDVWWGGADTDYADGSEDKVVEVAEEEEVADVEEE
GVEFVCCPLAEESDNVDSADAEEDDSDVWWGGADTDYADGSEDKVVEVAEEEEVAEVEEE

250 260 270 280 290 300
EAEDDEDDEDGDEVEEEAEEPYEEATERTTSIATTTTTTTESVEEVVREVCSEQAETGPC
EADDDEDDEDGDEVEEEAEEPYEEATERTTSIATTTTTTTESVEEVVREVCSEQAETGPC

310 320 330 340 350 360
RAMISRWYFDVTEGKCAPFFYGGCGGNRNNFDTEEYCMAVCGSVMSQSLLKTTQEHLPOD
RAMISRWYFDVTEGKCAPFFYGGCGGNRNNFDTEEYCMAVCGSAMSQSLLKTTQERPLARD

370 380 390 400 410 420
PVKLPTTAASTPDAVDKYLETPGDENEHAHFQKAKERLEAKHRERMSQVMREWEEAERQA
PVKLPTTAASTPDAVDKYLETPGDENEHAHFQKAKERLEAKHRERMSQVMREWEEAERQA

430 440 450 460 470 480
KNLPKADKKAVIQHFQEKVESLEQEAANERQQLVETHMARVEAMLNDRRRLALENYITAL
KNLPKADKKAVIQHFQEKVESLEQEAANERQQLVETHMARVEAMLNDRRRLALENYITAL

490 500 510 520 530 540
OAVPPRPRHVFNMLKKYVRAEQKDROQHTLKHFEHVRMVDPKKAAQTIRSQVMTHLRVIYER
OAVPPRPRHVFNMLKKYVRAEQKDROQHTLKHFEHVRMVDPKKAAQTIRSQVMTHLRVIYER

550 560 570 580 590 600
MNQSLSLLYNVPAVAEEIQDEVDELLQKEQNYSDDVLANMISEPRISYGNDALMPSLTET
MNQSLSLLYNVPAVAEEIQDEVDELLQKEQNYSDDVLANMISEPRISYGNDALMPSLTET

610 620 630 640 650 660
KTTVELLPVNGEFSLDDLOPWHPFGVDSVPANTENEVEPVDARPAADRGLTTRPGSGLTN
KTTVELLPVNGEFSLDDLOPWHSFGADSVPANTENEVEPVDARPAADRGLTTRPGSGLTN

670 680 690 700 710 720
IKTEEISEVKM TVIVITL
IKTEEISEVKM TVIVITL

730 740 750 760 770
VMLKKKQYTSTIHHGVVEVDAAVTPEERHLSKMOONGYENPTYKFFEQMON
VMLKKKQYTSTIHHGVVEVDAAVTPEERHLSKMOONGYENPTYKFFEQMON

Supplemental figure S4. Alignment of human and porcine APP protein sequences, related to Figure 3

APP identity 97.8% (753/770)

The 42 amino acid sequence of APP corresponding to the AP peptide is 100% conserved (shown in red letters).



10 20 30
Pig MAEPRQEFTVMEDH OGDYTLLODHEGD
Human MAEPRQEFEVMEDH OGGYTMHQODQEGD

40 50 60
DlLKESPLQTPIDDGSEEPG
D

LKESPLOTPEEDGSEEPG

70 80 90 100 110 120
Pig SETSDAKSTPTAE DVTAPLVDEGAPGHOAAAQPBTEIPEGTTAEEAGIGDTP)
Human SETSDAKSTPTAE DVTAPLVDEGAPGKQAAAQPHTEIPEGTTAEEAGIGDTP
130 140 150 160 170 180
Pig LEDQAAGHVTQARMVSKEKDGTGEDDKKMAKGADGKBESKIATPRGAAPPGOKGBANATRT
Human LEDEAAGHVTQARMVSKSKDGTGSDDKKAKGADGK==TKIATPRGAAPPGQKGQANATRI
190 200 210 220 230 240
Pig PAKTHPEPKTPPESGESEKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRT
Human PAKTPPAPKTPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRT
250 260 270 280 290 300
Pig PPKSPSHEAKSRLQTAPEPMPDLKNVRSKIGSTENLKHQPGGGKVQIINKKLDLSNVQSKC
Human PPKSPSSAKSRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIINKKLDLSNVQSKC
310 320 330 340 350 360
Pig GSKDNIKHVPGGGSVQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQ
Human GSKDNIKHVPGGGSVQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQ
370 380 390 400 410 420
Pig SKIGSLDNITHVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNV
Human SKIGSLDNITHVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNV
430 440 450
Pig SSTGSIDMVDSPQLATLADEVSASLAKQGL
Human SSTGSIDMVDSPQLATLADEVSASLAKQGL
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Supplemental figure SS. Total tau measurements in SORL1 Gottingen Minipigs, related to Figure 3

a) Alignment of human and porcine tau protein sequences. Tau identity 89.8%

b) Quantification of total tau using MSD for the mouse tau protein in CSF from /et (n=8) and age-matched wt (n=11)
SORL1 Géttingen Minipigs. Average age of the two groups of pigs were similar. The group of /et minipigs has higher

(P=0.0431) total-tau (1.26£0.036 ng/ml) than wt SORLI minipigs (1.16£0.030 ng/mL). Two-tailed unpaired Student’s t



test was used for the statistical analysis, with P-values below 0.05 considered significantly changed. Data are expressed
as mean = SEM.

¢) Western blot analysis for CSF isolated from wt and het SORL I minipigs (29-30 mo old) using the SE2 anti-tau
antibody (as shown in Fig. 3g) focusing on a high-molecular tau isoform (band marked by asterisk) which seems to
appear in the CSF from the SORL-het animals. CSFs for this analysis were isolated from the animals immediately

prior to euthanization at the age of 29-30 month. Identification numbers are provided below each lane.
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Supplemental figure S6. Normal neuronal integrity in SORL1-het and SORL I1-wt Gottingen Minipigs, related to
Figure 7

Biochemical assessment of neuronal degradation as measured by neurofilament light chain (NF-L) in collected SORL1
minipig CSFs (wt, n=10; het, n=5; ko, n=1). The group of het minipigs were depicted including data obtained from the
ko pig 6304 shown in red. Two-tailed unpaired Student’s t test was used for the statistical analyses, with P-values below

0.05 considered significantly changed. Data are expressed as mean + SEM.



