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1. Introduction In Vivo Efficacy 6. Target ID and PD Biomarkers
AQV-3741 e AQV-8741 reduces tau pathology in aged tau-transgenic mouse model. AQV-8741 targets a member of EIF3 complex, regulating its stress-interactome
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disease progression in PS19 tau transgenic mice (PMID: 29273772, 34453888). Vehicle DMSO AQV-8528 mass spectroscopy.
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3. In Vitro Efficacy Proposed Pathway Distinct From ISRIB: - e v
AQV-8741 Increases Protein Synthesis oD biomarkers in develooment: =15 (GAG) chain assembly
AQV-8741 and AQV-8528 relieve stress induced translational inhibition . . P ' 58 10000{ [T] 2y > ¢ | * RELN and DCC are synaptic
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stress. SUNSET assay of puromycin incorporation into nascent proteins. STRESS/ (e.g., PCDH8) also present & @g\@@i@&i&f GAG addition.
B) In human iPSC-derived cortical neurons, AQV-8528 inhibits formation of G3BP1- l AQV-8741 >
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Aquinnah Pharmaceuticals identified small molecules, AQV-8741 (the R-enantiomer of

_ . . AQV-8528), that modulate the elF3 complex which dampens the chronic stress
4.IND Enabling Studies: Well Tolerated in Rat and Dog 8. AQV-8741: Proposed Phase 1 Clinical Trial Design response, and dramatically reduces the production of tau pathologies in human cortical

neurons and tau transgenic mice.

Mouse Tau PS19 (Efﬂcacy Study) Rat: AQV-103R Oral treatment vehicle, 30, 100, 300 mg/kg orally for 28 days

GLP study Phase 1a: Normal healthy volunteers; male and female 18-65 years old; QD oral drug dosing AQV-8741 resulted in no drug related adverse events when orally administered to rats
. * Nodrug relsted deaths Objectives: SAD = MAD; Assessing safety, PK, & PD drug biomarker i i i
R 2o QD PO dosing in 30 and100 mglkg + No drug relatod dlinical observations were noted 8010ss d0se roups and dogs in GLP 28-day toxicology studies (up to 300mg/kg/day).
gross p;"“:?bgy P — + Nodng associated macro-observalions at necropey Double Blind SAD: Primary outcome: safety/tolerability and PK; and Exploratory: pharmacodynamic drug activity ) ) ]
T No adverse effects * No differences in organ weights 48 subjects: 6 groups n=8/group (6 active, 2 placebo) up to 3 additional groups may be added based on results Target engagement PD biomarkers, directly related to the target and to the translational
tissue pathology No adverse effects * Noclinically significant changes in hematology parameters, hemostasis Double Blind MAD: Primary outcome safety/tolerability and PK; and Exploratory: pharmacodynamic drug activity stress-response, are detectable in either human PBMCs or dog plasma.
Rat Safety * Nociinically significant changes in liver, kidney function, Irwin test, CNS, Total 24 subjects: 3 dose groups n=8/group (6 active, 2 placebo). 3 additional groups may be added based on results
N hifespif::w " Each cohort: QD PO day 1-5
SAD & 28 days (QD PO) 30, 100 & 300 mg/kg * Nohistopathology changes obse )
e No adverse effects No Observed Adverse Effect Level (NOAEL) = 300 mg/kg Phase 1b:
clinical chemistry No adverse effects Dog: AQV-103R Oral treatment vehicle, up to 300 mg/kg: 28 days Cognitively impaired subjects: MMSE 15-22, pTau217+ & MTBR Tau-243+, male & female, aged 60-80 years old A C k now I e d g ments
tissue pathology No adverse effects “""D%':LSG;? ?{,‘3"’300 makg Primary: safety/tolerability and PK; and Exploratory: AD and PD biomarkers @ baseline, 14 days & 28 days
hematology No adverse effects * Body weights and body condition scores for both drug doses wers not (end of study), to assess potential drug induced AD biomarker changes, to support Phase 2 dose selection & design. Alzheimer’
ifferent from vehicle Zneimers
Dog Safety . :o sig,:,ﬁcam di::enoe 1 GV, DUSROnIY. romaiclogy o Bver nd Fare) Highest safe drug dose from Phase 1a (N=9) and placebo (N=3) for QD oral daily dosing for 28 days ALZHE'MER’S RA I N\\/ATF R Drug Discovery
o B P fnctontess S ASSOCIATION A i
. . ar Foundation National Instituts
S e otogy ok o panacy penind Ames Negative Enrollment criteria:1) MMSE score of 15-22 on intake followed by being positive for 2) pTau217 & 3) MTBR Tau-243 of Health
T e R « 28 day study biomarker collection times: Bloods taken at 0, 2 and 4 weeks; CSF taken at 0 and 4 weeks
hematology No adverse effects No Observed Adverse Effect Level (NOAL) = 300 mg/kg « Estimated subjects screened: to identify 12 cognitively impaired subjects for Phase 1b enroliment: 60 -140
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