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221 COR-SB IA|7|S71d 2f 26%

CDR-SB

-4~ Placebo (n=115)

Diranersen 80 mg Q24W {n=60)
= Diranersen 115 mg Q24W (n=115)
=% Diranersen 115 mg Q12W (n=118)

~ % slowed decline vs
—— placebo at Week 76

26% (p =0.12%)

14% (o =033%)
}eup=0s29

Worsening
Bdjusted mean change from baseline (+SE)

Analysis visit, weeks
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Cognitive domains (Week 76)

Memory Orientation Judgement and Problem Solving ~* Placebo
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[ -#~ Diranersen 115 mg Q12W (n=116)
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2] Bl 2 v}, o]t BaHg mfl 7ol AR A A= E HHe 2k X542 MRI
Huye"o] ashH ARIAZE At A A =5 SHotAY Folda dasiA &
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CAA(Cerebral Amyloid Antiopathy) =]o] & 2Eat= ARIA F2H-8- A 5o {9
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Eetz HIE: Diranersen> 247 Fojeb= thd I Fofo i £k 60mg Q24W Fof 7]

Dira 86.7% vs. 2{l2H| °F 86.7%7} A= =53 .0™ 94%7t LTEZ Aestaint. ol= =17H] °F 81.2%, 7

B12%vs ZIE2H723% ok ob 723% o] ©512) T AT ARIA #2bgo] & g AB FA7H ot
1go] vrom] 9512 Diranersenc] ¢ 28] 012 toboll ) 27 A4 & 9.

BN N

T35 e F248 Y HiE 226 APOE R0 (2 24 ZH| ARIA F4E LdE

HARIA WARIA-E B ARIAH
EPBO mLEC ?

26.3%

14.0%
1.2%
7.7% 8.1% 13% 29,
9% 9%
4% 4%
.39
Infusion related ARIA-E ARIA-H Headache
reaction
Non-carriers
2}2: FDA, CLARITY AD, DSEAIZH 2|A{Z| MIE] 212: FDA, CLARITY AD, DSEAIZH 2| M| MIE
2 PBO=placebo, LEC=lecanemab 2 PBO=placebo, LEC=lecanemab
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Sector Comment
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glo] w9 Lk HFE RIS W ol MA| d=sto|w 22; F APOE4
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Placabo n=a75 849 828 V;f;eks 779 767 757 Locanamab =135 m 2 122 122 17 s
Lecanemab n=859 824 798 T7a 765 Tis T14

212 FDA, DSEAEH 2| M2 |ME]
2 Primary endpoint CDR-SB at 18m Z24Z¢

. (DR-SB=Clinical Dementia Rating-Sum of Boxes, FAS: Full Analyses Set, ARIA:

amyloid-related imaging abnormalities

129 Safety Profile

Zt2: FDA, DSEAISH 2| M| HIE]
2 Primary endpoint CDR-SB at 18m Z242f

2 C(DR-SB=Clinical Dementia Rating-Sum of Boxes, FAS: Full Analyses Set, ARIA:

amyloid-related imaging abnormalities

Number of participants with
variable, n (%)
Any AE

Mild

Moderate

Severe

Treatment-related AEs®

AE related to LP/IT administration®

Drug withdrawal due to AEs
Study withdrawal due to AEs
SAEs

Treatment-related SAEs®

Fatal AEs®

Diranersenlow | Diranersen Mid | Diranersen High
Py | Bome024W | 115meo24w | 115meQi2W
4 (n=61) (n=115) (n=116)
106 (93.0) 60(98.4) 113(98.3) 113 (97.4)
52(45.6) 20(47.5) 44(38.3) 37(31.9)
46 (40.4) 24(39.3) 58 (50.4) 62(53.4)
8(7.0) 7(11.5) 11(9.6) 14(12.1)
28(24.6) 23(37.7) 47 (40.9) 67(57.8)
66 (57.9) 37(60.7) 67 (58.3) 82(70.7)
3(2.6) 3(4.9) 9(7.8) &(6.9)
3(26) 2(3.3) 3(2.6) 4(3.4)
17(14.9) 8(13.1) 18(15.7) 27(23.3)
0 2(33) 3(2.6) 12(10.3)
1(0.9) o 1(0.9) 0

Diranersen was generally well tolerated

Most AEs did not result in study drug
withdrawal

Most participants with AEs had events that
were mild or moderate in severity and non-
serious

Incidence of SAEs was highest in the
115 mg Q12W group

The safety and tolerability profile

of diranersen across all doses

was generally consistent with the Phase
1b study and the known profile

of diranersen to datel?

At2: Biogen, DSEAISH 2|MZ|4lE]
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Sector Comment

A|of-Ho|2

Tautangle2 20| ZAagt 4

£ 3IA|2H0|:= substudy

12110 CSFtotal tau 32!

2026.07.16

OI-O
LS —

S H7HLIA| 942 019 7H

N

Hoe 2 ZAE s
CSF Tau Z4 Ceiling 2 60% ZA2 2 210] ZIOM, HA taus B420l 63 Lt

ol CELIA 9t gl Higste] 121715 /i aaks Kol &
g A& g7k o] Biogen 57k ©F 8% shtstgitt. Loyt o= 94 Tau 47 &

2 Aol HolA] ghaell 710 4= 9

Tau Z4 Sweet spot 2

-

A 4 1bd E ol 44

sl 2 2polE HolA|

SV A Mz e &

QF=C. CSF-tau 7H4: HIAE oF 60% 52004 celingo]
B73E™ 60mgs= °F 50%7H4] Ha-EE =91 5 3 1bAFell A= 60mgE 60%
ceiling =), o] Pothzo|=uet PA7} st mE ASE 174 o stel £

2 Hoj ], taurs microtubule stabilization 5 Z

Benefit-Risk 7 = 2= Zo] Faotth. wahA 11-85F Fo7F 271 %ﬁ?ﬂhﬂ o
A5t7] of el & vl §F-3o] LheA] o5& o] HA| ofellA] Z-& 4= QlTh. 3ol
L g e sxe q1 JO 2 71A tau 5]l W2 G5 APolE BT of| o t

M2 W Tau tangled 2FISH= Tau PET substudyolA1%= 60mg Q24W % 115mg
Q24W 7t 2fol= A7) gh2 A 0 = SRIE| T &2 tau PETOIA] 115mg Q12WHofl A
O =2 747 AR 0 o= sub-study= tau PET H|o[E|E SHHE S SH= A
A} 5 oF 30%°1 siFsh= 1317 0]H 27| d=stolm= 7QIZE Sol/do] Wi =27]

w2 tau PET 7-4:9} 21271357 10] @igho] §lek waf7lole ob ] o] 2et,

! Tau PET &4

Whole study population: CSF total tau®

Worsening

Placebo Q12W
0.2 | Paceboqizw

Geometric mean ratio to baseline (95% Cl)

Diranersen 115 mg Q24W

Tau PET substudy: SUVR in whole brain grey matterc<

- 029 - piacebo

Study treatment
Diranersen 60 mg Q24W & administration
=&~ Diranersen 115 mg Q24W

=% Diranersen 115 mg Q12W

0.0

-0.2 A

Baseline Week12 Week24 Week36 Week48 Week72
n=115 112 106 102 a8 101
n=60 59 55 56 55 50
n=114 108 1068 98 =] 85

n=116 112 108 99 az 80

Baseline

Placebo Q12W n=43 35 36
n=19 18 16

Diranersen 115 mg Q24W n=35 29 31
Diranersen 115 mg Q12W n=31 25 24

Week 54 Week 76

Adjusted mean change from baseline (SE)

Diranersan 116 mg Q12W

04 12
& &

0.0

24 36 48

T T -0.4 T
60 72 % 0 & 54 #
& & & &

Analysis visit, weeks
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Analysis visit, weeks

At 2: Biogen, DSFEAISH 2| M2 |4llE]

DS INVESTMENT & SECURITIES
6



Sector Comment
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221 CELA A 24 TR0l

CELIA is a Global® Phase 2 Study Evaluating the Efficacy, Safety and
Tolerability of Diranersen in Adults With Early AD (NCT05399888)*

All participants received IT injection (diranersen or placebo) every 12 weeks to Week 72

Placebo (Q12W)
Diranersen Low dose (60 mg Q24W)
Diranersen Mid dose (115 mg Q24W)

Diranersen High dose (115 mg Q12W)

3 g
& § 5 F S E B Y

Key

@ Tau PET [*#F-MK&240

LTE period 5 Study treatment administration
(2 years)

Randomization

E Clinical outcome measurement

Screening BL 12 48 54 60 72
76-week placebo-controlled treatment period Primary endpoint at Week 76
@ ~rrimary enapoint € secondary enapoints ongitudinal substudies®
Dose response in change from baseline to Week +  Change from baseline to Week 76 on CDR-SB, *  Tau PET (*F-MK-6240, n=131): Screening, Week 54,
76 on CDR-SB (MCP-Mod) ADAS-Cog 13, MMSE, ADCS-ADL-MCI, modified Week 76
IADRS, and ADCOMS - Amyloid PET (*3F-florbetapir, n=48): Screening, Week
+ TEAEs and SAEs 76

2t&: Biogen, DSEALSH 2|A{Z| MIE
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