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CONCLUSIONS KEY TAKEAWAY

Together with results from preclinical studies

In SHAPE, a small exploratory trial, fosgonimeton had Safety and efficacy outcomes The ongoing phase 2/3 LIFT-AD and other clinical trials, the observations
1 a favorable safety and tolerability profile in participants 2 of SHAPE support continued 3 trial of fosgonimeton in presented here suggest that positive
with PDD or DLB; in the fosgonimeton 40 mg arm, ADAS- development of fosgonimeton participants with AD will provide modulation of the neurotrophic HGF system
Cog13 changes were suggestive of a procognitive effect, at the 40 mg dose level additional insight into the ability of may be a potential therapeutic approach for
shown for the first time in PDD or DLB fosgonimeton to affect cognition people with neurodegenerative diseases,

including PDD, DLB, and AD

INTRODUCTION METHODS

* Parkinson’s disease dementia (PDD) and dementia with Lewy bodies (DLB) are neurodegenerative, progressive Figure 1. SHAPE was a randomized, double-blind, 26-week trial in participants with PDD or DLB
diseases that result in overt changes in cognition and function™

— These clinical changes are driven by complex pathology, including protein aggregations, leading to dysfunction in Primary end points

synapses and neuronal death Patients (N = 28) Placebo . GST score (ERP P300L
* Positive modulation of the neurotrophic HGF system with fosgonimeton has shown neuroprotective and procognitive '40'85 years. _ (QDSE) and ADAS-Cog13)
effects in preclinical studies®’ -Corglrmed d|agr;c;5|s ot PDD or DLB . Safety
o , , «MoCA score: 11-23, inclusive .
See posters PO256 and P1046 here at AD/PD 2024 for the latest preclinical data with fosgonimeton .Could receive prior or concomitant AChEIs e Secondary end points
* Because its proposed mechanism engages intrinsic maintenance and repair pathways, fosgonimeton has the potential «Reliable and capable support person/ (40 mg, QD, SC) » ERP P300L

- ADAS-Cog13
« ADCS-CGIC—Clinician
« ADCS-ADL23

Exploratory end points
(70 mg SC QD) . MDS-UPDRS

to address a broad range of neurodegenerative diseases, including PDD, DLB, and AD caregiver

- Here, we report findings from the exploratory phase 2, multicenter, randomized, double-blind, placebo-controlled - Patients at modified Hoehn-Yahr
stage 5 were excluded Double-blind

SHAPE trial, which evaluated fosgonimeton in participants with PDD or DLB Fosgonimeton

Observation time points

* SHAPE was originally designed to enroll 75 participants, but screening was electively ended in November 2022 due to
design limitations and prioritization of resources

OBJECTIVE

To explore the safety and clinical effects of fosgonimeton in participants with PDD or DLB

RESULTS

Table 1. Demographics and baseline characteristics are Figure 2. Participants treated with fosgonimeton 40 mg show Table 2. Fosgonimeton shows a favorable safety profile
heterogeneous across treatment arms directional improvement in ADAS-Cog13 through 26 weeks Fosgonimeton | Fosgonimeton
Fosgonimeton | Fosgonimeton 14.00 — :an=mgg) (?10=Tg)
Demographic Placebo 1295 T _
or baseline characteristic (n=9) 5 1050~ ﬁiﬁgﬁ'}r‘;ﬁ‘;ﬁ"ﬁ;ﬁ 182 (112-203) | 181 (64-183) 138 (4-188)
Age, median (min-max), years 75 (67-81) 69 (54-83) 75 (57-82) ﬁ\: —8.757 i
. o ~—7/-00— Participants with >1 TEAE,
Ethnicity, n (%) H o525 n (%) 7(77.8) 9 (100.0) 9 (90.0)
Hispanic or Latino O 0] 1(10.0) = § 3:50- 5 Participants with >1
| | | g £ 175 ‘ treatment-related TEAE, 2(22.2) 8 (88.9) 7 (70.0)
Not Hispanic or Latino 9 (100.0) 9 (100.0) 9 (90.0) G of  0.00— n (%)
9 & 175—
Race, n (%) g. 8 250 Participants with serious
White 3 (88.9) 9 (100.0) 10 (100.0) — gt) £ o5 cr:r(;t)her significant TEAEs, 1(11.9) 1(11.) 1(10.0)
Q (o)
7.00— 1
Other 1(11.) 0 0 ; g 75 : | Death, n (%) 0 0 1(10.0)
LL
Sex, n (% O 10.50— .
w9 | s |y |0 | auoo
Male 5 (55.6) 8 (88.9) 8 (80.0) 14,00 i
’ TEAEs leading to study
Female 4 (44.4) 1(111) 2 (20.0) 1575 == | | : drug interruption, n (%) T 2 (22.2) 0
Disease type, n (%) Baseline 2 12 20 26 . .
Time, weeks * The most common TEAE observed in the fosgonimeton treatment arms
PDD 6 (66.7) 5 (55.6) 9 (90.0) Number of participants: was injection site reaction
Placebo 9 9 9 8 7 . _ .
DLB 3(33.3) 4 (44.4) 1(10.0) Fosgonimeton40mg 7 7 7 6 5 * No substantial differences in TEAE rates were observed between
Fosgonimeton70mg 9 9 7 5 5 treatment arms

AChEls, n (%)

Note that ADAS-Cog13 scores were imbalanced between treatment groups at baseline.

Yes 1 (11'1) 3 (33'3) 3 (30‘0) Data presented as CFB mean + SEM; one-sided test vs placebo (p = 0.032).

Baseline measurements

Figure 3. Participants in the fosgonimeton 40 mg arm at 26
Abbreviations AChEls, acetylcholinesterase inhibitors; AD, Alzheimer’s disease; ADAS-Cog13, Alzheimer’s

MMSE, median (min_max) 26.0 (20_30) 21.0 (15_27) 26.0 (17_30) Weeks ShOW direCtional impl’ovements in ADAS'C0913 Disease Assessment Scale-Cognitive Subscale 13; ADCS-ADL23, Alzheimer’s Disease Cooperative
Study-Activities of Daily Living, 23-item version; ADCS-CGIC, Alzheimer’s Disease Cooperative Study-

MoCA score, median 20.0 (16-22) 17.0 (13-23) 18.5 (11-23) 15 Clinical Global Impression of Change; CFB, change from baseline; DLB, dementia with Lewy bodies;
(min-max) ) ) ) ERP P300L, event-related potential P300 latency; GST, global statistical test; HGF, hepatocyte growth
factor; MMSE, Mini-Mental State Examination; MoCA, Montreal Cognitive Assessment;

_ i MDS-UPDRS, Movement Disorder Society-Unified Parkinson’s Disease Rating Scale; PDD, Parkinson’s
AD.AS CO§13 score, median 14.0 (9-26) 33.0 (18-43) 22.0 (7-41) ~107 disease dementia; @D, once daily; R, randomly assigned; SC, subcutaneous; SD, standard deviation;
(mln-max) SEM, standard error of the mean; TEAE, treatment-emergent adverse event.
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