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Why all the excitement?       How are they different?

Disease Modifying Treatments
(Targeting Biology)

vs

Symptomatic  Treatments
(Treat Symptoms)
Donepezil (Aricpet)
Rivastigmine (Exelon)
Galantamine (Razadyne)
Memantine (Namenda)
Namzaric (Combo)



Monoclonal Antibody

Aducanumab 
(Aduhelm) 2021

Lecanemab
(Leqembi) 2023

Credit: Nik Spencer/Nature



What are the Results? Memory Improved?
CDR-SB : Lecanemab 26% 

CDR Sum-of-Boxes score (CDR-SB), an 18-point scale measuring cognition (memory, orientation, 
judgment, and problem solving) and function (community affairs, home and hobbies, personal care)



17% has ARIA
Amyloid Related Imaging Abnormality

Barakos, J., Purcell, D., Suhy, J. et al. Detection and Management 
of Amyloid-Related Imaging Abnormalities in Patients with 
Alzheimer’s Disease Treated with Anti-Amyloid Beta Therapy. 
J Prev Alzheimers Dis 9, 211–220 (2022). 
https://doi.org/10.14283/jpad.2022.21



Case Studies



Mr Vascular

• 71 retired engineer

• Hypertension

• Prediabetic

MMSE 23

E4/E4

MRI noted

• Significant small vessel disease

• Chronic small lacunar infarcts 
cerebellar

• Cerebral amyloid angiopathy





ARIA – Dose, E4 Risk, Asymptomatic - headache

Withington CG, Turner RS. Amyloid-Related Imaging Abnormalities 
With Anti-amyloid Antibodies for the Treatment of Dementia Due 
to Alzheimer's Disease. Front Neurol. 2022 Mar 23;13:862369. doi: 
10.3389/fneur.2022.862369. PMID: 35401412; PMCID: 

PMC8985815.



Glucose metabolism, Inflammation, oxidative stress results 
in Vascular Dysfunction plays a role in AD

Getting to the Heart of Alzheimer Disease Joshua M. Tublin*, Jeremy M. Adelstein*, Federica del Monte, Colin 

K. Combs, and Loren E. Wold Circulation Research Volume 124, Issue 1, 4 January 2019; Pages 142-149

https://www.ahajournals.org/reader/content/16883e86b7e/10.1161/CIRCRESAHA.118.313563/format/epub/EPUB/xhtml/index.xhtml#fn01
https://www.ahajournals.org/reader/content/16883e86b7e/10.1161/CIRCRESAHA.118.313563/format/epub/EPUB/xhtml/index.xhtml#fn01


EVOKE Study NIH NCT 04777396

GLP-1R (Glucagon-like Peptide-1 Receptor) Agonists



Mrs. Blood Thinner

• 66 yo retired reporter

• History of DVT while flying

• Takes Xarelto when travelling

• MMSE 25

• E2/E3

• MRI disproportional atrophy



Phase 1b/2 BII080- CELIA 247 AD201
Site 1030 – HI Mem Ctr

MMSE > 22

TAU ASO (Antisense 
Oligonucleotide) Therapy

-binds to & reduce MAPT 
(Microtubule associated 
protein Tau) mRNA

(-) Translation of Tau 
Proteins expression

Intrathecal Q 3 months



Mr Moderate Dementia

• 83 yo retired Japanese Teacher

• Forgetful since age 77

• E2/E2

• MRI: Significant diffuse cortical 
atrophy - medial temporal

• MMSE 13



NIH Funded  Phase 2 ATH 
1017 Synaptic Plasticity

Site 151 – Hawaii Memory Ctr
MMSE 14-24

Regulates Neural Immunity 
and Inflammation

• ATH 1017 enhance 
HGF/MET (Hepatic Growth 
factor/ Receptor Tyrosine 
Kinase) 

SQ Daily
https://investors.athira.com/static-files/efb2f854-d09c-
4fa0-9b49-a2ab56fe0585



Ms Outer Island

• 67 yo Scientist working in Kona

• Do not want to Travel to Oahu 
every other week

• MMSE 27

• E3/E4

• MRI disproportional 
parietotemporal atrophy

• Biomarker: Amyloid + CSF



Phase 1-Next Generation Amyloid Target?
PRX 0012 -SQ Delivery , Site 01 – Hawaii Mem Ctr



Mr. Agitated

• 88 yo

• MMSE 15

• Prominent agitation symptoms

• Currently on Memantine



Phase 1, Randomized, Placebo-controlled Trial to Evaluate the Safety, Tolerability, and Pharmacokinetics 
of Emraclidine Following Multiple Oral Doses in Participants With Dementia Due to Alzheimer’s Disease

Age 50-90

MMSE 8-26

On Treatment 
with 
Cholinesterase 
inhibitor or 
memantine



Mrs Sleepy, Disinterested

• 77 yo female

• Lives at care facility

• Diagnosed with Alzheimer’s

• MMSE 20

• Disinterested

• Sleepy



Randomized, Double-Blinded Study to Evaluate the Efficacy and 
Safety of Mevidalen in Patients with Alzheimer’s Disease

• Dopaminergic drug for PD, 
LBD & Sleepiness, Depression

• Positive Allosteric Modulator 
of D1 receptor

• Crosses Blood brain barrier

• Wake promoting

• Age 50-80

• MMSE 13-24



Summary
1. Lecanemab approved for MCI, Mild AD, MMSE > 22, Biomarker positive

2. Some patients may not be suitable and at higher risk for ARIA
1. On anticoagulants, 

2. ApoE4E4 

3. MRI findings of Cerebral amyloid angiopathy

3. Consider other options
1. Bioenergetics or Glucose metabolism

2. Tau Targeting Therapies like ASO Therapies

3. Synaptic Plasticity Therapies

4. Next generation Amyloid Therapies

5. Geared towards symptoms - agitation, sleepiness

Memory Disorders Center 808-261-4476

Alzheimer’s Research Unit 808-564-6141



Cummings J, Zhou Y, Lee G, Zhong K, Fonseca J, Cheng F. 
Alzheimer's disease drug development pipeline: 2023. 
Alzheimers Dement (N Y). 2023 May 25;9(2):e12385. doi: 
10.1002/trc2.12385.
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