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[bookmark: _GoBack]A.	Executive Summary

I’ve worked in the fields of neuropharmacology, neurobehavior, and brain disorders since the inception of my doctoral studies in 1999. I have directed, as PI and Co-PI, numerous industrial and NIH-funded research projects in this field and have published this work extensively. I have maintained my own laboratory since 2001 in both industry and academic environments. In 2007, I started, managed, and directed the Stanford Behavioral and Functional Neuroscience Laboratory at Stanford University, a platform to conduct experimental behavioral pharmacology studies from start to end with an assessment of the neuropathological and biochemical endpoints at the molecular and cellular levels. In addition, in the last 10 years, my laboratory has focused on understanding the underlying mechanism behind the pathologies in neurodegenerative and psychiatric disorders with an aim to develop therapeutic interventions to improve the quality of life of people. As a direct result of the research in my laboratory, there are three ongoing clinical trials for the treatment of Alzheimer's disease (AD) and Parkinson's disease (PD).  I am also the founder of three Biotech Companies (Curasen Therapeutics, Evia Therapeutics, and Longieva Therapeutics). I have extensive experience in AD animal modeling, AD drug discovery, neurobehavior, neuropharmacology, and I’ve spent a lot of time studying and publishing this work. My research effort during these last ten years has also led to the development of several neurotherapeutics that are currently in clinical testing for AD and PD. Thus, I have the training, expertise, and strong leadership skills necessary to support the studies in this proposal.

Ongoing and recently completed projects that I would like to highlight include:

U24 NS124026
National Institutes of Health
Shamloo (PI)
06/16/2022 – 05/31/2027
A Shared Neuroscience Platform for National Dissemination and Training in Brain Organogenesis, Behavioral and Brain Disease Models, Viral Vectors, and Imaging Technologies.

R21 AG077521
National Institutes of Health
Becker (contact PI) Shamloo (MPI)
05/15/2022 – 04/30/2024
CD36-dependent neuroimmune pathway regulates disruption of gut motility in Alzheimer’s Disease

R01 AG068394
Palo Alto Veterans Institute for Research/National Institutes of Health
Becker (PI) Shamloo (Co-Investigator/Subcontract PI)
03/01/2023 – 05/31/2026
Altered ENS Neuroimmune Interactions Disrupt Gastrointestinal Motility in Alzheimer's Disease.

RF1 AG082202
National Institutes of Health
de Lecea (PI) Shamloo (Co-Investigator)
04/15/2023 – 03/31/2026
Mechanisms of sleep fragmentation in a mouse model of Alzheimer's disease.

B.	Positions, Scientific Appointments, and Honors

Positions and Scientific Appointments

	2014 – Present 
	Member, American Neurological Association (ANA)

	2012 – Present
	Professor of Neurosurgery, Comparative Medicine & Neurology and Neurological Sciences, School of Medicine, Stanford, CA  

	2008 – Present
	Member, International Behavioral Neuroscience Society (IBNS)

	2008 – Present
	Member, International Brain Organization (IBRO)

	2008 – 2013
	Program Director, Stanford Institute for Neuro-Innovation and Translational Neurosciences (SINTN), Stanford, CA

	2007 – Present
	Director, Behavioral and Functional Neuroscience Laboratory, Stanford, CA

	2005 – 2007
	Associate Director of Preclinical Development, Affymax, Palo Alto, CA

	2003 – 2005
	Senior Scientist, Program leader AGY Therapeutics, Inc., South San Francisco, CA

	2001 – 2003
	Research Scientist, AGY Therapeutics, Inc., South San Francisco, CA

	1999 – 2001
	Associate Scientist, AGY Therapeutics, Inc., South San Francisco, CA

	1997 – Present
	Member, Society for Neuroscience (SfN)

	1992 – 1994
	Research Associate, Experimental Brain Research, University of Lund, Sweden



Honors

	2004
	AGY Award for contribution, dedication, and high-quality preclinical studies to be used for AGY-94806 IND filing




C.	Contributions to Science

1. My scientific interests are focused on better understanding normal and pathological brain function with the aim of supporting the discovery of novel therapeutic approaches for neurologic disorders such as stroke, AD,  and PD. While working in the industry and academia, I have been responsible for the discovery and development of multiple novel neuroprotective and regenerative small molecule and peptide therapeutics for multiple brain disorders, which are currently in clinical testing. These years of experience and my extensive background in CNS drug discovery and preclinical development have shed light on the role of the noradrenergic and cannabinoid systems in the pathophysiology of brain disorders. 

2. [bookmark: _Hlk73545759]In 2007, I joined Stanford University and Neuroscience Institute to establish my laboratory and a new behavioral neuropharmacology center within the neuroscience institute, the Stanford Behavioral and Functional Neuroscience Laboratory (SBFNL). As part of the Stanford Neurosciences Institute, BFNL provides a preclinical discovery platform for CNS target validation in preclinical in vivo and in vitro models. Our well-validated neurobehavioral assessment tools in CNS disease models provide a unique platform for the screening and profiling of experimental therapeutics and genetic rodent models. We have accelerated the progress in both fundamental and applied studies of nervous system function. We collaborate with academic laboratories, non-profit foundations, and biopharmaceutical companies worldwide to support the understanding of human CNS disorders and develop therapeutic interventions that are currently in clinical testing. I believe my team and I have significantly contributed to the progress of translational and basic science by building and maintaining this center. 

a. De Miguel Z, Khoury N, Betley MJ, Lehallier B, Willoughby D, Olsson N, Yang AC, Hahn O, Lu N, Vest RT, Bonanno LN, Yerra L, Zhang L, Saw NL, Fairchild JK, Lee D, Zhang H, McAlpine PL, Contrepois K, Shamloo M, Elias JE, Rando TA, Wyss-Coray T. Exercise plasma boosts memory and dampens brain inflammation via clusterin. Nature. 2021 Dec;600(7889):494-499. doi: 10.1038/s41586-021-04183-x. Epub 2021 Dec 8. PMID: 34880498; PMCID: PMC9721468.
b. Revah O, Gore F, Kelley KW, Andersen J, Sakai N, Chen X, Li MY, Birey F, Yang X, Saw NL, Baker SW, Amin ND, Kulkarni S, Mudipalli R, Cui B, Nishino S, Grant GA, Knowles JK, Shamloo M, Huguenard JR, Deisseroth K, Pașca SP. Maturation and circuit integration of transplanted human cortical organoids. Nature. 2022 Oct;610(7931):319-326. doi: 10.1038/s41586-022-05277-w. Epub 2022 Oct 12. PMID: 36224417; PMCID: PMC9556304.
c. Lam DD, Williams RH, Lujan E, Tanabe K, Huber G, Saw NL, Merl-Pham J, Salminen AV, Lohse D, Spendiff S, Plastini MJ, Zech M, Lochmüller H, Geerlof A, Hauck SM, Shamloo M, Wernig M, Winkelmann J. Collagen VI Regulates Motor Circuit Plasticity and Motor Performance by Cannabinoid Modulation. J Neurosci. 2022 Feb 23;42(8):1557-1573. doi: 10.1523/JNEUROSCI.0962-21.2021. Epub 2021 Dec 27. PMID: 34965974; PMCID: PMC8883874.
d. Joshi AU, Saw NL, Shamloo M, Mochly-Rosen D. Drp1/Fis1 interaction mediates mitochondrial dysfunction, bioenergetic failure and cognitive decline in Alzheimer's disease. Oncotarget. 2017 Dec 22;9(5):6128-6143. doi: 10.18632/oncotarget.23640. PMID: 29464060; PMCID: PMC5814200.


3. In addition to the work described above, in my laboratory at Stanford, I have discovered multiple therapeutic targets for neurological diseases. As an example, my research led to the discovery of selective partial agonists of β-ADR as a therapeutic approach for enhancing cognitive function in AD, PD  and Down's Syndrome. My group, along with some other investigators, were among the first to show an impairment of this signaling cascade in AD, PD and its contribution to pathogenesis and cognitive deficits. This work has led to the initiation of 5 clinical studies targeting the ADR system for the treatment of PD and AD. See below for published work in this area.

a. Evans AK, Saw NL, Woods CE, Vidano LM, Blumenfeld S, Lam RK, Chu EK, Reading C, Shamloo M. Impact of high-fat diet on cognitive behavior and central and systemic inflammation with aging and sex differences in mice. Brain Behav Immun. 2024 Feb 24:S0889-1591(24)00261-7. doi: 10.1016/j.bbi.2024.02.025. Epub ahead of print. PMID: 38408498.
b. Bowen ER, DiGiacomo P, Fraser HP, Guttenplan K, Smith BAH, Heberling ML, Vidano L, Shah N, Shamloo M, Wilson JL, Grimes KV. Beta-2 adrenergic receptor agonism alters astrocyte phagocytic activity and has potential applications to psychiatric disease. Discov Ment Health. 2023 Nov 30;3(1):27. doi: 10.1007/s44192-023-00050-5. PMID: 38036718; PMCID: PMC10689618.
c. Matt RA, Martin RS, Evans AK, Gever JR, Vargas GA, Shamloo M, Ford AP. Locus Coeruleus and Noradrenergic Pharmacology in Neurodegenerative Disease. Handb Exp Pharmacol. 2023 Jul 27. doi: 10.1007/164_2023_677. Epub ahead of print. PMID: 37495851.
d. Evans AK, Ardestani PM, Yi B, Park HH, Lam RK, Shamloo M. Beta-adrenergic receptor antagonism is proinflammatory and exacerbates neuroinflammation in a mouse model of Alzheimer's Disease. Neurobiol Dis. 2020 Dec;146:105089. doi: 10.1016/j.nbd.2020.105089. Epub 2020 Sep 22. PMID: 32971233; PMCID: PMC7686098.
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