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Tau positivity status
Braak-0 | Braak 1-2 | Braak 3.4 | Braak 5-6
N 131 13 48 120
Clinical Mt 79 10 27 66
Diagnosis mild AD 52 3 21 54
Female 65 8 25 59
Gender
Male 66 5 23 61
Non-E4 82 3 11 40
APDE‘Q SERLUS b o
E4 carvier 49 10 37 80
Age* Mean (8D} | 71.2 (82} 72.6{6.7) 75.6(5.6) 70.6{7.9)
BMI* Mean (SD} | 28.1{4.0} | 26.6{4.0} | 26.2(3.3) 26.2{(3.8}
MNMSE Mean (8D} | 25.6 (2.1} | 265 {2.0}) | 25.9(2.1) 254(2.2)
FIG. 6
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% Overall Accuracy
Data used for deriving | For detecting d;:;g;:g;;
signatures* Tau positivity in Braak 3-4 ang
—— Braak 5-6
Clinical (cggmttve 76.0% 50.8%
function)
pTaul8l {plasma) 73.9% 66.8%
Clinical + pTaul81l 82.2% 67.6%
MR 66.6% 68.1%
Clinical + MR] 73.7% 66.0%
pTaul8l + MRI 75.0% 74.6%
Clinical + pTaul81 + MR 77.2% 75.8%

FIG. 8
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Clinical + Plasma pTau181 + MRI
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Inferior parietal cortical thickness, grouped by tertiles
' tra-Rair I3Y ozare o aam e

v é e . s
@ :

a :

X 22 — A
- ==k
= : : Y
L ka : e
2 A

8 1‘3-5 o

Q L J

T 16 b e

Q

L :

et :

B3 14 .

Q.

8012 B34 BS6  BOIZ B34 BS6  BOI2 B34 BSG
Tau positivity status

FIG. 15A

SUBSTITUTE SHEET (RULE 26)



WO 2025/019463 PCT/US2024/038115
28/69

Cuneus Cortical Thickness

W OBM B B BM B B B B3
Tau positivity status

FIG. 158

SUBSTITUTE SHEET (RULE 26)



WO 2025/019463

29/69

PCT/US2024/038115

Data used for deriving
signatures

% Accuracy

For detecting Tau positivityFor further discriminating

in Braak 3-6

Braak 3-4 and Braak 56

W/OAPET | WAPET | w/oAPET | wAPET

Clinical {cognitive func.)

100% | 814k | 608k | 70.5%

pTauldl {plasma) | 73.9% | 8.2% | 668% | T.0%
Clinical +pTaul8l | 822% | 834% | 676% | 742%
MR bob% | 8Lk | 681% | T3%

Clinical + MR Bl | 80 | 660k | T0T%
plaui8l + MR B50% | 795% | T46% | TLTh
Clinical + plavI8L+MRL 77.0% | 8L | 758%h | 69.6%
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Patient Characteristics Traning Set Test et
N =144 N =98
Diagnosis MCI; N (%) 93 (65%) 64 (65%)
Mild AD; N (%) 51 (35%) 34 (35%)
Tau PET WCGM SUVR  |Mean (SD) 1.37 (0.57) 1.41 (0.65)
Quartiles (Q1,Q2, Q3) | (0.98,1.13, 1.55) (0.96, 1.10, 1.76)
Tau PETMTLSUVR  |Mean (SD) 1.60 (0.61) 1.58 (0.61)
Quartiles (Q1, Q2, Q3) (104, 1.50, 1.97) (1.05, 1.46, 1.98)
ApoE4 status E4 homozygous; N (%) 13 (9%) 12 (12%)
3R heterozygous; N (%) 68 (47%) 46 (47%)
Non-E4; N (%) 63 (44%) 40 (41%)
Sex Female; N (%) 69 (48%) 54 (55%)
Male; N (%) 75 (52%) 44 (45%)
Age Mean (SD) 727 (1.7) 70.5(7.4)
Race White; N (%) 133 (92%) 92 (94%)
Non-White N (%) 11 (8%) 6 (6%)
MMSE Mean (SD) 25.8(2.2) 255(2.1)

MMSE: minimental state examination; PET: positron emission tomography; SUVR: standardized uptake
value ratio; WCGM: whole cortical grey matter; MTL; medial temporal lobe; SD, standard deviation.

FIG. 18A
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Crossvalidated R?ofthe predction model for ach predictor type

Rgn | TalfR| Cincd | W | PETCL 0;?;;2'[3;;‘: pTgﬁg* oTaR+IR pT;E?gT strﬁggﬁmz‘?kh:é
Braak! 0532 | 0070 | 0142 | 042 | 029 | 055 0490 0529 0460
Braak! 0504 1 0186 | 018 | 03%5 [ 0307 | 049 ] 0507 0418
Braakd 0546 | 0182 | 024 | 0450 | 042 | 0509 050 05% 0430
Braald 0639 | 0%61 | 021 | 046 | 048 | 059 0505 0620 057
Braakd 0402 | 05 | 0247 | 039 | 0477 | 04 0452 0467 0473
Braald 0206 | 0067 | 0185 | 026 | 0348 | 0166 021 021 0.1%
Frontd 0363 | 0105 | 0f84 | 028 | 0409 | 030 0325 0340 037
Ocptal 0336 | 004 | 0240 | 034 | 032 | 0293 0323 0316 0282
Paretd 0400 | 0132 | 0248 | 0417 | 0488 | 04% 042 0465 0430
Latera Tempora | 0635 | 0183 | 0230 | 048 | 0403 | 059 0506 0519 0567
WedalTemporal | 0582 | 0480 | 0% | 0431 | 038 | Q%7 053 0576 04%4
WOGH 0546 | 0M50 | 0242 | 0408 | 0483 | 0504 0511 0525 0509

CL" PET Centloid, *Clncal". cognidve and functional assessment composites ADAS-Cog: 14, MMSE, CDR-SB and ADCS-ADL, andal their sub-sccres; ‘other plasia biomarkers'”
TautB1, GFAP, N, AB42IABA.
Abbreviatons: MRI: magnetic resonance maging, PET: positron emission tomography; CL: Centloid, GFAP: gialflorlary acic protei; NI neurofiament ight chain; WOGH: wholg

corieal ey matter.

FIG. 19
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Region R2 RMSE MAE

Braak1 0.498 0.401 0.308
Braak2 0.381 0.466 0.370
Braak3 0.491 0.378 0.288
Braak4 0.585 0.414 0.310
Braak5 0.518 0.396 0.298
Braak6 0.378 0.327 0.238
Frontal 0.454 0.355 0.269
Occipital 0.387 0.471 0.320
Parietal 0.498 0.465 0.347
Lateral Temporal 0.577 0.428 0.324
Medial Temporal 0.511 0.391 0.299
WCGM 0.550 0.372 0.278

SUVR: standardized uptake value ratio; WCGM: whole cortical grey matter

FIG. 21
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Region R2 RMSE MAE
Braak1 0.502 0.399 0.308
Braak2 0.389 0.463 0.366
Braak3 0.483 0.382 0.291
Braak4 0.578 0.418 0.312
Braak5 0.511 0.399 0.297
Braak6 0.362 0.332 0.241
Frontal 0.444 0.358 0.270
Occipital 0.376 0.475 0.322
Parietal 0.492 0.467 0.348
Lateral Temporal 0.570 0.431 0.324
Medial Temporal 0.512 0.391 0.297
WCGM 0.544 0.375 0.278
FIG. 22
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Region R2 RMSE MAE

Braak1 0.380 0.448 0.351
Braak2 0.260 0.512 0.412
Braak3 0.387 0.420 0.324
Braak4 0.486 0.459 0.351
Braak$ 0.459 0.418 0.312
Braak6 0.334 0.342 0.241
Frontal 0.419 0.364 0.278
Occipital 0.349 0.486 0.343
Parietal 0.425 0.496 0.368
Lateral Temporal 0.488 0.468 0.355
Medial Temporal 0.385 0.438 0.334
WCGM 0.472 0.403 0.301

FIG. 23
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Regions th-rr::hzf:i(ﬁs‘ﬂt\sl,R) Quartile; l(J)\fl ;bserved l:,':z:igltlig]:gsiuc\;’,?
Braak1 1.286 (1.16, 1.73, 2.24) 2.21(2.06, 2.35)
Braak2 1.078 (0.89, 1.28, 1.83) 1.63 (1.38, 1.88)
Braak3 1.195 (1.04,1.33, 1.85) 1.87 (1.72, 2.02)
Braaké 1.150 (0.99, 1.18, 2.02) 2.21(1.94, 2.47)
Braak5 1114 (0.95, 1.09, 1.52) 2.09 (1.65, 2.54)
Braaké 111 (0.89, 0.98, 1.14) 1.42(1.32,1.52)
Frontal 1.119 (0.9,1.02,1.21) 1.68 (1.4, 1.96)
Occipital 1.200 (1.06, 1.17, 1.64) 1.77 (1.65, 1.89)
Parietal 1.131 (0.94,1.07, 1.63) 2.8 (1.72, 2.45)
Lateral Temporal 1.175 (1.03,1.25, 2.13) 2.3 (2.04, 256)
Medial Temporal 1173 (1.05, 1.48, 1.97) 2.04(1.91, 2.17)
WCGM 1.126 (0.98,1.12, 1.68) 21(17,2.5)

SUVR: standardized uptake value ratio; Cl. confidence interval; WCGM: whole cortical grey matter

FIG. 27
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Tau posifvity preciction Tau status preciction at SUVR =15

fegor NROC | Swsiiiy | Sedfoly | AROC | Smsiviy | Sy
Braakl 093(086,096) | 088008095 076(061,091) | 0920086097 [084(074.0%3)| 085073, 0%)
Braak? 091085,097) | 08207309 081087.08) | 079(07,088) | 0650508 | 076(065 08
Braak3 091(086,097) | 086(078,0%) 08(068,09) | 0860790041 079(067.082 | 08107109
Braakd 050900 | 040861 | 076(06308) | 087(08,0%) [083069,094 | 08106909
Braak$ 089(082,0) | 091(0.82,098) 072056088 | 084(075,083) | 063044 081)| 08307308
Braal$ 085(076,099) | 081(065,094) 073(003,084) | 084089, 1) [038(0.15,062 )

Frontal 084(075,093) | 082067, 094 072(062,083) | 085(075,08) | 041(0.23,085) | 093086, 0%
Occipita 086(076,094) | 087(076,0%) 086(055,079 | 088(08,095) | 0780063 081)| 083(0.74 08
Parietal 087(079,094) | 09(08,0%) | 07058081 | 085077.09 | 070053087 | 082(072091)
Lateral Temporal | 092(086,097) | 087(078, 094  075(081,08) | 087(08,095) | 085(0.74 098 |  0.76(0.64 08
Medial Temporal | 09(084,09) | 087(079,0%) 089(051,083) | 09(084,096) | 088(077,096) |  0.78(066, 08
WOGH 092(086,097) | 091083098 073(06,085 | 086(081,0%) [073(058,088)| 085(075,0%)

SUVR: stendardized uptake value efi; WCGM: wholg cortical grey metter
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Training cohort Validation cohort 1 Validation cohort 2

Patient characteristics N=304 N=§22 N=357
Diagnosis

QUL N {%) §20{68%) §22{100%; g

MCH; N (%%} 188{21%) g 320{00%,)

Milddamentia; N {%} 98(11%%) 8 37(10%)
Amyloid PETCertiloid

Mean (SD} 30.8(43.7) 22832.1) 37 5(47.8)

Quartes (1,02, Q3) {2.24, 74} {(-0.4, 8 42 {1, 18, 73)
Sex*

Famals; N {3} 546{60%;) A17{87%; 182(54%)

Male; N (%} 358(40%) 205{33%;) 165(48%)
APQE ¢4 status*

&4 homozygous; N (%) GA10%) S3{8%) 18(5%)

&4 heterozygous:N (%) 378(42%) 24B(40%) 114{32%)

Non-ed; M (%) 434(48%} 321{52%) 224(83%)
Age”

Mean (SO} 88.1{8.7) 67.7(6.2) 715(7.3)
Education*

Mean (S0) 1810310 18.2(3.0) 13.3(3.8)
Race

Vihite, N {%) 801{B9%) 569{31%) 324(81%)

Non-White; N (%) 103(11%) 53(9%) 33{9%)
MMSE

Mean {SD) 28021 28.001.0) 288017

FIG. 33
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Amyloi-PET CLoriterla | Screenpall | CLe20 | CL2040 CL4
N{%) B OGN | 208 | ()
Age Mean{8D)  68.2(34) | 70064} T14{db) |+ TIBQY
Gender | FemaleNI%) - 9[35%) | BT(B1%) | 19(86%) | 4{T0%)
MalgsN(w)  3(12%)  B(18%) 304k Q0
Race | Whte N | A0 M TR 60%)
Black N | S(19%) | 190Q7%) 3% 2(0%)
AR R
Other N{%) | 3(12%) 2{10%)
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