PCT/US2022/011894

WO 2022/150735

1139

peunba1 50 few | 0gA Joie SysiA Apnjs [BUOPPY ,

'0qaoe(d

10 WM B 00, Geuaueuap o} sanpal 1o (sypam Inoj Aiana aouo) YD B ooy
(pLUBLIBOP anUIYU0D 0} LoIsiaap Buisop 'sueas |34 Jiceiaaiol-g| 4 Syluow Z| pue 91y,

—.
ybnouy)

8 OL ¢/ 89900 96 B v Or KW U T Oy

pg-l08 e 0c o 8L L 9 G woEhdh W06 8 L9 Gy E ¢ )
UoezIuiopUey
aaaaaaaaaaaaaaaaaaaaaaa D ogoel
"4 00eoeld :w ]
§
| }
10818 b fugospietooesr A 950D £ X
g | B
dn-nojo4 m , Bugg;
Repeg pue Buigoy ), €18200€A1 CIST00EAT | pouag
Rousbounuu| Ul
0L JUsueal | puUg-8jgnog Ulusalg

JejS Uofjeaipajy
fonig 0}
aNE[aY Yoo

IS\

FIG. 1
SUBSTITUTE SHEET (RULE 26)



WO 2022/150735

Worsening

LS mean change from baseline (SE)

PCT/US2022/011894
2139
Weeks
.
.. N % 52 64 76
- ._ : T~ i i i i
NN
-0 Placebo p
-4 Donanemab |
ADRS \\
LS Mean Change A {SE} 95%Cl ,
Donanemab vs, Placebo
W3 2.44(0.96) 055,4.33
W52 367 (1.26) 119,6.15
Wed 342(142) 063 6.21
W76 3.20(1.56) 012.6.27

Placebo n=120 113
Donanemab n=125 120

FIG. 2A

10103 90 % 9

1
112 102 88 89 %

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

3/39

Favors placebo Favors donanemab
) T o WRI o DR
ADRS-3 - o
CDR-3B - ; : g
ADAS-Cog13 - o
ADCS-ADL - o
MMSE - ’ : -
2 o ) h 0
Percent slowing of disease progression relative to placebo
FIG. 2B

SUBSTITUTE SHEET (RULE 26)



Worsening

WO 2022/150735 PCT/US2022/011894

4/39
Weeks
12 24 3% h2 o4 16
00"2 E | E i § i
5305+
5 10+
:%'f’ ~0— Placebo
= -~ Donanemab
2 15
\ CDR<SB
20 bemed
. Plaebo n=120 115 111 104 91 90 %0
Donanemab n=125 122 114 102 90 92 93

........................................................

0
HEE
==
2|s
g 1 _o— Plaebo
S 44 -2~ Donanemab
>
voo- ADAS-Cog13
O
: Placebo n=120 116 111 104 % 90 B
: Donanemab n=125 12 112 103 89 91 & :

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735

Worsening

LS mean change from baseline (SE)

Worsening

LS mean change from baseling (SE)

5/39

U S o
9.

—O Placeho
4

- - [Donanemab

ADCS-ADL

§-

- Placebo

-2~ Donanemab

FIG. 2C (iv)

SUBSTITUTE SHEET (RULE 26)

PCT/US2022/011894



WO 2022/150735

ADRS
Worsening

COR-SB

Worsening

Least square mean change from baseline (SE)

Least square mean change from baseline (SE)

PCT/US2022/011894

6/39

-G Placebo
1 -2~ Donanemab +

-O- Placebo
-A- Donanemab +*

2(0-

FIG. 2D

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

7139

124 ~©- Placebo
444 =2+ Donanemab +* i

=0~ Placeho *x |
-4~ Donanemab +* R

20

FIG. 2E

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

8/39

424 =0 Placeho
4 A Donanemab

~O~ Placebo
04 B Donanemah +

FIG. 2E CONT.

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

9/39

-0~ Placeho ]
g4l B Donanemah ++ i

s
S
1

-0~ Placebo
704 A Donanemab *+

FIG. 2E CONT.

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/011894

WO 2022/150735

10/39

Yals o oo,

b (18¢) 9098 oM

655/ o o7

7 (le) 0628 oM

919 -

el (91'¢) €819 il
008%8)d 'S qRLisLBLO(

10%36 (18] v sbuey) vy S
Splojiuay) |3 plojfuy

®29)

19 (g6e)es (00R) o

(%) u'10 147> Bnebau
v_o_é_m_ (Jewsaueuo]

06 B G g euee
16 16 I JlIU ogeld
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, G
;;;;;;;; 00308
8 S
g
-9
/// i..ov.
AN 5
~ % T b
9 % i7
SYo3)

(35) suppseq woy abueyo
Ueal pajsn[pe splofus) [3d plojiy

FIG. 3A

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/011894

WO 2022/150735

11/39

§7)=U Gewateuoq :
BlI=U g

++ (RUWAURUOQ -7

0080eld ~O-

]
[
(@]

SUUIN|OA UIBIq SI0UA,

f
[
-

(gwo)
(35) auijeseq wou) abueyo Uesl 7

- Om.

++ (RWBLRUOQ -7 -

0030Bd ~C>-

(eWaUeuo( -5~
00808ld ~o

- 700

- 010 w

o0 £

- 000 =
g

- 010

- 700

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaaa

05 06=U Gelaueuog
18 18U Oleld
@N ,,,,,,,,,,,,,,,,,,,,,,,,,, syeepy o ,,,,,,,,,,,,,,

abuey Uesw g

—n

(35) auipeseq wol

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

89
86

108
103

119
124

FIG. 3C(|||) "

Placebo n

-&- Donanemab +*
Donanemab n

0.3

(pwo) 5wn|01\ sndweéodd!H
(35) 8uieseq wouj abueyo Uesl 7

~4- Donanemab +*

89
86

FIG. 3C (i)

a

24
108
103

=119
=124

LA
(glo) aLunjon sojuUs
(35) auljeseq wou} abueyo Ueaw §

Placebo n
Donanemab n

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

13/39

0.08 Frontal Lobe

006 | —O— Placgho
-~/ ~ Donanemab

LS Mean Change (SE)

e
P
e
-
e

0 Weeks 16

Region Slowing P-value
Frontal Lobe 59.1% 0.0020
Parietal Lobe 44.6% 0.0024
Occipital Lobe 21.0% 0.2036
Lateral Temp Lobe 31.8% 00328
Mesial Temp Lobe NA 0.0459

AAL Regions Using posterior cerebellum gray matter reference region
| S=Least Squares; SE=Standard Error

FIG. 4

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

14/39

Parietal Lobe

E)

o —— Placeho
006 | A~ Donanemab

LS Mean Change

0.04 -
0.02
0 Weeks 16
0.12 Lateral Temp Lobe
L‘?E% 008 —{— Placeho
‘6% - -\ - Donanemab
E o
0 Weeks 16
FIG. 4 CONT.

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735

PCT/US2022/011894

15/39
0.1 Occipital Lobe
% 08 ~—{— Placebo
§ 0% -~/ ~ Donanemab
s 00
=
2 002
0 Weeks 16
0.02 ] Mesial Temp Lobe
Y. — %
| T e
g ” e Plaggbo  TTT=- %
I -/ - Donanemab
0.06
0 Weeks 16
FIG. 4 CONT.

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/011894

WO 2022/150735

16/39

4ANS NeL ol aueseq HANS NeL fpuol4 aueseg
R R @ON- . 80 90
940°0=8njen-d 470 = s @o o o m 610°0=6nend 9z 0= , 5o &
- =2 o°
g
:
=
0 ¢ 2
g @ .
° l
8540 8 Sya!

HANS ey uol- auleseq A syea 9/ 1e dnois) 0gaoel ul sbueyr)

O
&

s
- 2
0 &
0§
0
06

FIG. 5
SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

Worsening
LS Mean Change (SE Bars)

¥ 4
- ~CO- Placebo FTP SUVR<1.144
=&~ Donanemab FTP SUVR < 1.144
O Placebo n=37 3 g A 29 2 8
A Donanemab n=45 44 B % 29 3
FIG. 6A
Weeks
12 2 3% 52 16
0 ez
2|8
¥ 1] -0 Placebo FTP SUVR 1.144-1.274
~&- Donanemab FTP SUVR 1.144 - 1.274
O Placebo n=39 37 3 3 5 3 )
A Donanemab n=42 3 3 3 A 3 LY

FIG. 6B

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

18/39
Weeks

12 2 % 5 64 76
)~y % T | | | |

4L C

= | &
= &

-] —C- Placebo FTP SUVR >1.274
-&- Donanemab FTPSUVR> 1274 4

v

O Placebo n=42 H 3 3 3 8l 3
A Donanemab n=38 3 % 3 28 2% 2

FIG. 6C

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/011894

WO 2022/150735

19/39

SR I T R I
W@ @ LI % ge=U loleoloy Gewisteuo
G % % % 6 0 |gUemuoyopego L9 ® i 8 &
A | . J8llle) GeuiaUeuo] - -
I8UIBOUON GRWISUBUOQ -~ F-7)- w 151187 00508
. J3LIBUON 0GOB|] o~ , Z . 3. W) 0ol o~
N ol = 00, Jo A
e =13 S
. - - =S| 8 moooaz %BOOQ g
RN TS _gi f@im ,,,,,, B
m m : M/A W,s - ,.vu\&,o mmlu m :
o w5 % wou 1 o N % % WU
S SYeaM
SIallIROUON $30dy slallien) f0dy

& o= o
(sieg 35) abey?) ueap S

i
-

....N—:

-

Buiussiop

FIG. 7A

SUBSTITUTE SHEET (RULE 26)

76=UI1LY) (BUALBLOQ &7
69=UJleY) 0g20Bld ©



PCT/US2022/011894

WO 2022/150735

20/39

(p=UlallIe]) qewaueuo] s

09=UJalle) 04308 ©

W% W &6 & geulweuoyuaegy® 9 %9 488
¢ % % & € g |euewewoyopego ¥ 00W 9 8B 8
-k 00
-0 W JBILIB7) eUBURUO(] -
JBILBOUON QBWaLBUO] -+ - & .W ,,,,, JolLE) 0GRl 01|
JAILIEOUON 0g0eld ~o- G| FF w,
L~ B P e A -0
. =g W g _
AN %f/ -0 s | 2 o0t *%woo_o-g ¥ ‘W Bl
T f%f...i i m i 3 ..._aw‘.i ] f,u,ﬁ.o.o
N w00 8 Qa00=d,
Wl YT Ly -0
TR TR S A/ TR T/ S A/
e SYea
slalleauoN yody slallien) y3ody

Uey) | ST

Buiussio

2
D
(@p]

o
QO

(s

4

FIG. 7B
SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

21/39
e
= ™
g0 N\ Noncarer e ApoE4 caier, Placebo
B N
E 40 - AN
§ N m‘,&:}}& ApoE4 oarriej, Donangmab
§ 7 ke ST ﬁf: :
= 0 Noncarier Donangmab ~~"+rvreen. T
1
0 6 12 18 20 3N % 4 48 5 60 6 72 18
Weeks
FIG. 7C
0.12
LY-M P=0.0412
= P=0.3320
%‘3 _______
=
=00
0 —h A | \
Edcarriers B4 non-carriers } E4 carriers E4 non-carriers
Frontal Lat, Temp.
FIG. 7D

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894
22/39
Weeks
4 12 2 %, 016 52 o4 76
7 Dtrems ""%‘ == % s ép=0.043 -
i A I G hNR 00,46
2|8 4 b %_,_M%p
§ fz -8"" % ~~~~~~~~~ % uuuuuuu %
> 2 |
-~ Placebo Lower Third
¥ g ~& DonanemabLower Third

© Placeho n=29
£ Donanemab n=32

Worsening
LS Mean Change (SE Bars)

v

O Placebo n=27
A Donanemab n=31

% % N N N
A B B %
FIG. 7E
Weeks
noon % B o T
4" % 00013 5 -
O e T i

s
S
.

[
k-
8
I
5
13
I
1]
E Qa
i
1]
$
1]
5
]
5
1]
s
I
1
H
[
)

41
12~ N
-0~ Placebo Middle Third
46~ =4~ Donanemab Middle Third
% N B B 2
¥ B A 2 n B
FIG. 7F

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735

Worsening
LS Mean Change (SE Bars)

¥

PCT/US2022/011894
23/39

Weeks
4 12 LB 5 o 76
(P CS— _,T | |
T % -

SR SO 2 5]
§- hNY
12— . % ~~~~~~~~~

~o~ PlaceboUpperThird ~—— + T

46— A~ Donanemab Upper Third

OPacepon=30 28 2771 % 2 9 21
A Donanemabn=29 28 28 X 0 18 pi|

Amyloid levels (CL)

200 -

200~

—_

[y

[
i

——

[

()
i

pL/ K S -

FIG. 7G

A0

Week
FIG. 8A

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

-

(=3

L

D P
= hee
2

S ) o
D [
3

o

[«5]

&

=

=100

o

=

D

2

S

O

150

0 ) 100 130 200 20

Baseline amyloid levels (CL)

FIG. 8B
1
— 150~ T
= f0- l I
= 50-
0

Partial Complete
Amyloid clearance at 24 weeks

FIG. 8C

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/011894

WO 2022/150735

25/39

T

UBWLBaI | U0 SYOBH)
O % % % W0 % ® L w0

4

-0

H
=
=

3
[
«©

N
[
O

- 004

(%) SPIofIu8) | 7> 13 Y siuailed

FIG. 8D

SUBSTITUTE SHEET (RULE 26)



dose red
= Ontreatment £~ |Of treatment

Wegks
FIG. 8F

(1) sulpeseq e sjans| anbeyd piojuy | \L\\H\\ 4

P s
e

150

o ~ —
re -~
P -

(10) 13d 814 Ideieqioly



PCT/US2022/011894

WO 2022/150735

27139

50)

e amyloid clearance (N

Partial amyloid clearance (N

e Comple

%)

k

* %

R

*

________

\\

\\\\\\\\\\\\\\\\\\\\\

{
Lo
i

SYOOM 9/ 180 YA

NS 134 e} ur ebueyo vest g1

Parietal lobe Frontal lobe

Temporal lobe

FIG. 8G

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/011894

H8 ‘Ol

SYeaM 177 1B S[ana| anbeyd piojfue ul abueyo 9

28/39

o o
N

peeap anbe|d piojfue aiojy palea}o anbeyd piojALLe aioj palea}o anbeyd piojALe aiop
g B B

0 & 00k 0 0 & 00k 0 0 G 00

P g0 ] By M o159 99 % o

owm QM £2 %0 w.o M%nw, 2o aoacww

ST | T AR R
° L 1r0=080=y 0800=0'8 0=y | 1900=0' =4

9L o8l 79 403 (G 13

WO 2022/150735

[

SUI09p B0 888

SUBSTITUTE SHEET (RULE 26)

auljaseq ol ebueyn SyQy!

QO
N
o




WO 2022/150735 PCT/US2022/011894

29/39
10
=y
=
kS Scale T
= 01— RS i
S —EE
=B I e
3 B L
a- w’:" A
==
-
0 5 i) T 0

Percent decrease in amyloid from baseline (centiloid units)

FIG. 8l

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735

Baseline plasma P-tau217 (log10)

Baseling plasma P-tau217 (log10)

0.1 -
03
05~

07
08

05+
03

PCT/US2022/011894

30/39

Amyloid plaque at baseline
R=0.147,p=0026 o

O

5 100 150 N0 %0
Baseling amyloid - PET (CL)

FIG. 9A

Tau at baseline
R=0.383, p <0.0001 ®

{0 12 13 1 15
Baseline tau-PET (SUVR)
Tau PET baseling hased on PERSI Reference Region

FIG. 9B

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

31/39

005-
® o T M } 6% placebo increase
%: 000 T \E’ ks '\!
= Y L | 2% decrease
B 005+ \I L | from baseline
= RS S O | (2% placebo-
g2 U0 ool g 0| adised
— i fkkk E"‘"’
015 Fhkk kkkk
00 % B 0 6T
Weeks
L Plaosbon=120 116 109 104 89 84 86 -Blaoebob
Donanemab n=125 121 113 {03 g5 g4 g7 i AT Lonenemd

........................................................................

Placebo
Partial amyloid

[ Complete amyloid

LS mean change in
Log10 plasma P-tau217
over 76 weeks

Kk

Plasma

FIG. 9D

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

32139

Correlation at 24 weeks

U8+ R=034g, p<0om o

Change in plasma Ptau217 from
baseling (Log10)

450 -100 50 0 o) 100 150
Percent change in amyloid PET from baseline (CL)

FIG. 9E
Correlation at 76 weeks
08- R =0.482, p <0.0001
06~ e ©
§ 04
Sz 024
g W
87 044
S 06
08~
'1 H 3

450 100 50 0 ol 100 150
Percent change in amyloid PET from baseline (CL)

FIG. 9F

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

33/39

Parietal lobe

R=071,p=003

Change in tau-PET from baseling

Change in plasma P-tau217 from baseline (Log10)
FIG. 9G

Frontal lobe

R=025/,p=00011

Change in tau-PET from baseline

-1I‘*‘-(5‘5““0””0.5“!!1
Change in plasma P-tau217 from baseline (Log10)

FIG. 9H

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

34/39
100
AE 8
2|8 o
£18 /ADRS scale g
A= — mean o i
C%” E: L1900 B
518 W e
r_% % // ///
& - <0001
0
L
0 10 A 30
Percent decrease In plasma P-tau217 from baseline
o~
Better p-tau reduction

FIG. 9l

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/011894

WO 2022/150735

35/39

99 99 ® O O
8 & S/ S Sfoat g7 lse 8. G & & % w0 9 ¢ 8y 0 ¥ Yea
g o Hob 0 SMUAUOD SYSIA g a4 W o 6 8L 9 G v € ¢ L 09 WA
i oot ot
$e50p € X Bruq Apmg oN 0080€lq
M7O Al
- §a50p g X mEoom m
MyO Al Gewaveuod )
bu g0y} cewaueuog poad jusuwjesn U — L
POABIUOR J0U BlaM $850D £ SSalUN 4 ON S350 E X
synse1 uodn Juspusdap WO
lonesps osiodsy | » 3650p 9 g,
Brug fomg oy | MO A B 0oy} Cewsteuoq  qewsueuog
(Aug dnoigy ogaoel) polied
uoIsuag LolleAIRsq() Juswieal| busaiog
e-43d0 - \l S pujg-80noq -1 S pug-alnog -1 S ldS

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

36/39

0.100

0075~ 19% increase

~ from baseline

LS mean change
offog1o ML

| 15% increase

LUSE I - from baseling
0,000 orrreegrerereegeeerseeprrmemeermpeseerepereeseapred *
0 12 % % 5 o 76
N=104 Weeks Hfgg
A6 —— Placebo
- -~ Donanemab

Data points show mean +- standard error
LS =Least Square; MMRM = Mied Mode! Repeated Measures; p = p-value

FIG. 11A

NfL Change in ApoE4 Cariers

~O~ Placebo
-+ Donanemab

LS Mean Change pg/ml
e

I
40
Weeks

FIG. 11B

JA)

SUBSTITUTE SHEET (RULE 26)



WO 2022/150735 PCT/US2022/011894

003~
002~

k 1
4% increase
from bageline

E 2% increase

N
t
b
b
l
§
§
l

LS mean change of
of log10 AR 42/40

000+ &....1J from baseline
0.01 e .
0 12 2% % 5 6 76
N=104 Weeks N=67
N=106 N=69
<005 vs placeho
- Placeho
- - - Donanemab
FIG. 12

15% decrease
from baseline

oY

12% decrease
from baseline

LS mean change of
oflogq( GFAP

i
1
’
i
1

0 12 2 3% 5% 6 76

N=104 Weeks N=67

N=106 N=69
*0<0,01; *p<0.001; ***p<0.0001 vs placebo | = Placebo
=== Donanemab

FIG. 13A

SUBSTITUTE SHEET (RULE 26)



PCT/US2022/011894

WO 2022/150735

38/39

USI011}800 LO[BLI0 10j pasn yuUel § Uelulesds joN
JU8I01}}800 O[O0 = ¥ ‘anje-d = d ‘AydelBouio] UOISSILIT UONISOd = | Id ‘SpIojius0 = 1)

(1) auljeseq woy} | 34 piojAe ul abueyo Jusaieg
0} 004 09 0 06- 00

i i § i } i N _-
(eliaUelo] w -0

00808} ©

0000 >de5p0 =4

(01607) aufeseq woy dy49) Ul sbey)

FIG. 13B
SUBSTITUTE SHEET (RULE 26)



PCT/US2022/011894

WO 2022/150735

39/39

J 51 Yoy i U CL 809 % G 8 v Or € CE & € 00 9% ¢ 8 ¥ 0 [ YoM
J08108 A ubnoiy zzA o 0c6b 8 b 9 Sy Eb WOk 6 8 L 9 Gy € ¢ b J9WNA
L]
m
-
o - o«
003%8|d Iy 008%€]q —
< u
IIY W
» =
D ] e 4 U e T =
m m $500 ¢ X 7
Jow eligjuo i ; WO Al o
uoljonpal 850(] u m Al %
» A > : m 00,
qedeweLeuoq | 1oW JOU B MO A1 Bl (07, Geuiateuog (elliaUeu0]
Loljanpal 850(]
poliag poliag poliag poliag
an-#ojo Loisup3 puIig-8janoq butueaiog



