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September 15th, 2021 

Dear Regina, 

Welcome to BioMarketing Insight's monthly newsletter. 

Alzheimer's (AD) a form of dementia and other types of dementia are diseases of the
aging population.  Over 200 clinical trials that focused on eliminating beta amyloid
plaque to halt the progression of AD or improve cognitive function have failed. 
Despite these set-backs, the recent approval of Aduhelm© (aducanumab), the first
drug to treat Alzheimer's has re-invigorated scientists to restart or continue research
in this area.  This month's topic is:  "What's New in Alzheimer's research?"  To read
more, click on this link. 

Last month's topic was "Why Vaccinated People Need to Wear Masks".  If you
missed last month's newsletter, click here to read my article. 
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"One Biotech Executive's View on the COVID-19 Vaccine" was published in the
Lioness Magazine for entrepreneurs.  To read my article, click here to go to the Table
of Content. 

If you need a little inspiration or something to make us laugh to get us through this
difficult time, click on the "Inspiration" link to give yourself a few minutes to relax and
enjoy the music from the Berklee School of Music in their song "What the World
Needs Now," other inspirations and ending with Celine Dion and Josh Groban with
"The Prayer". 

Please read on for other current news in the Table of Content below.  The next
newsletter will be published on October 15th, 2021. 
  
We encourage you to share this newsletter with your colleagues by using the social
media icons below, or by simply forwarding this newsletter or use the link below. 
Should you or your colleagues want to join my mailing list, click on "join my email list"
link below.  
  
Please email me, Regina Au, if you have any questions, comments, or suggestions. 

Sincerely, 
Regina Au 
CEO, New Product Planning/Strategic Planning 
BioMarketing Insight 
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Join my mailing list

Developing a Product?  Commercializing a Product? 
 

If you are developing a product and have not conducted the business due diligence to
determine commercial viability or success, contact me for an appointment.  For successful
commercial adoption of your product or looking to grow your business, contact me for an
appointment. 

For more information on our services, click on the links below:

Product Development
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Market Development
Marketing Strategies 
Scenario Planning - for more information, email me.

Top

Fresh Thinking in the Next Normal

I am pleased to announce that I will be presenting at the Institute of Management
Consultants event on "What Will the “Next Normal“ Be for Productivity, Motivation and
Retention of Employees?  Four Things Employers Need to Consider." on July 20th, 2021 at
2 pm.  For more information and to register click here.
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Inspirations
 

Enjoy the song "What the World Needs Now" virtually with the students from the
Berklee School of Music.

We Will Get Through It Together
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Let's End with Celine Dion & Josh Groban Singing "The Prayer"
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One Biotech Executive's View on the COVID-19 Vaccine

I am pleased to announce that my article on the COVID-19 Vaccine was published in
Lioness Magazine.  To read my article click on the link here. 
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February 20, 2021 - Chinese BioPharmaceutical Association:
Innovation 2021
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I am pleased to announce that I will be speaking at the Chinese BioPharmaceutical
Association USA on Feb. 20, 2021.  The theme of the event is "Innovation 2021: Lessons
Learned in the Pandemic and the Opportunities Afterwards".  My presentation will be on
COVID-19 Testing and Vaccination Market Insights in US.   For more information click on
this link. 

Top

Another Crisis is Brewing

I am pleased to announce that my article "Another Crisis is Brewing" has been published in
the European Biopharmaceutical Review's October 2020 issue.  To read this article click
here and go to page 16. 
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What's New in Alzheimer's Research?

Alzheimer's (AD) a form of dementia and other types of dementia are diseases of the aging
population.  Over 200 clinical trials that focused on eliminating beta amyloid plaque to halt
the progression of AD or improve cognitive function have failed.   Research in AD and
dementia would fluctuate, when preliminary data looked promising, companies would
increase their R&D budget for AD research. When data would be negative, companies
would focus on other diseases. 
  
However, despite these set-backs, some scientists have "stayed the course" in chipping
away at this very complex disease.  While majority of the researchers have focused on β
amyloid plaque, other researchers have focused on other mechanisms of AD such as tau
accumulation or tangles, tau and beta amyloid, or alpha synuclein.     
  
Here's what new: 
  
1) Tau (T) 

In a phase 2 study, Semorinemab, by Roche-backed AC Immune, revealed the first clinical
evidence of a tau-targeting monoclonal antibody demonstrating positive results in patients
with mild to moderate Alzheimer’s disease.  The therapy reduced the rate of cognitive
decline, meeting one of the co-primary endpoints of the study. 

Unfortunately, semorinemab failed to meet their second co-primary goal in lowering the
rate of functional decline or cognitive function based on orientation, attention, memory,

Subscribe Past Issues Translate

https://www.fiercebiotech.com/biotech/roche-backed-ac-immune-finds-even-a-mixed-bag-alzheimer-s-trial-enough-to-make-shares?mkt_tok=Mjk0LU1RRi0wNTYAAAF_PBKimwAgwHdZ5dbD-VL13NuyMR4SoRWKEWx8-1Q9C79h9btkaepzWCnCNkT_gF2Cs0C-MQVgEk55-veRtuZA6miqc-BEm8EL7lNHCdRPL0svqyGoqQ&mrkid=11119266
https://www.globenewswire.com/news-release/2021/08/31/2289102/0/en/AC-Immune-Announces-First-Positive-Cognitive-Results-for-a-Tau-Targeting-Monoclonal-Antibody-in-Alzheimer-s-Disease.html
http://eepurl.com/bvWeMP
https://us11.campaign-archive.com/home/?u=e769c56e9e84bbe7b3c9a3b74&id=890dc7833e
https://us11.campaign-archive.com/feed?u=e769c56e9e84bbe7b3c9a3b74&id=890dc7833e
javascript:;


9/16/21, 8:04 PM What's New in Alzheimer's Research?

https://mailchi.mp/2b3d3bd5d73c/lu8ddwparl-4851310?e=846ec927d8 10/14

language and visual-spatial skills as well as a ranking of dementia severity.  Despite this
fact, it gives researchers more information in better understanding the role of T which
seems to play an equally important part with β amyloid on the pathology of the disease. 
Roche/Genentech said it plans to examine the biomarker data from this study to better
understand the results. 

“Although we are encouraged by the positive outcome for one co-primary endpoint
measuring cognitive performance, we will continue our analyses of these data and
continue the open label portion of the study to better understand why semorinemab didn’t
show an effect on the co-primary endpoint measuring functional decline in activities of daily
living, or on the secondary endpoints,” said Rachelle Doody, M.D., Ph.D., Roche’s global
head of neurodegeneration. 

AC Immune has multiple partnerships with major pharmaceutical companies including
Roche, Eli Lilly and Johnson & Johnson’s Janssen unit. 
 

UCSD researchers are proposing an alternate to the amyloid beta hypothesis by
addressing the synapse degeneration associated with amyloid beta.

2) Another Approach 

Neurobiologists at the University of California, San Diego (UCSD) believe taking a different
route to combating amyloid beta—and the breakdown of synapses in the brain that it
causes—may be a more effective weapon against the disease. 

Subscribe Past Issues Translate

https://www.fiercebiotech.com/biotech/roche-backed-ac-immune-finds-even-a-mixed-bag-alzheimer-s-trial-enough-to-make-shares?mkt_tok=Mjk0LU1RRi0wNTYAAAF_PBKimwAgwHdZ5dbD-VL13NuyMR4SoRWKEWx8-1Q9C79h9btkaepzWCnCNkT_gF2Cs0C-MQVgEk55-veRtuZA6miqc-BEm8EL7lNHCdRPL0svqyGoqQ&mrkid=11119266
https://www.fiercebiotech.com/research/new-mouse-study-shows-protecting-synapses-could-lead-to-new-alzheimer-s-treatment-method?mkt_tok=Mjk0LU1RRi0wNTYAAAF-_g7-hvdD9E0xb7stCGK7YT_0LakFCKeO0wIDWLOuEANheAbjhaAD--6CBX4enGSQDw03bd8vMEWtTZmSyH_YlAxjanxFlBeqrtQw2FSuVciANzyDDA&mrkid=11119266
http://eepurl.com/bvWeMP
https://us11.campaign-archive.com/home/?u=e769c56e9e84bbe7b3c9a3b74&id=890dc7833e
https://us11.campaign-archive.com/feed?u=e769c56e9e84bbe7b3c9a3b74&id=890dc7833e
javascript:;


9/16/21, 8:04 PM What's New in Alzheimer's Research?

https://mailchi.mp/2b3d3bd5d73c/lu8ddwparl-4851310?e=846ec927d8 11/14

In mouse studies, the researchers discovered key components that lead to amyloid beta-
associated synapse degeneration.  Their discovery could inspire new approaches aimed at
protecting synapses via the direct blocking of amyloid beta's toxic actions. 

This synapse degeneration is thought to start long before the loss of memory and
accelerate as diseases progress. The causes of synapse degeneration in
neurodegenerative disorders has not been well understood, mainly because scientists
have not yet unraveled the key mechanisms that normally hold together these tiny
structures (an average of one micrometer in diameter) throughout our lifetime.   In
Alzheimer’s, these synaptic connections, which hold our precious memories, are known to
break down very early and disappear. 

Professor Yimin Zou, Postdoctoral Scholar Bo Feng and their colleagues have identified
the main components driving amyloid beta-associated synapse degeneration. Amyloid
beta are peptides of 36–43 amino acids derived from the amyloid precursor protein (APP)
and are the main component of amyloid plaques found in the brains of people with
Alzheimer’s disease. 

They focused on glutamatergic synapses, which are critical for the neurons' ability to
activate one another.  Glutamatergic synapses are highly polarized structures with a
presynaptic part from one nerve cell and a postsynaptic part from another. This type of
polarity ensures the proper direction of information flow. Zou’s lab had previously found
that during brain development the highly polarized synaptic structures are assembled by
components of the planar cell polarity (PCP) pathway: a powerful signaling pathway that
polarizes cell-cell junctions along the tissue plane. 

These synapse structures are formed by parts of a protein pathway. When the UCSD
scientists removed two components of that pathway, Celsr3 and Vangl2, this caused a
number of synapses to change. 
  
When the researchers removed Vangl2 from neurons, amyloid beta could no longer
degrade synapses in cells or mouse models. They also blocked a regulator of the protein
pathway called Ryk, which also seemed to protect the synapses from deterioration. 
  
This same pathway may be involved in the synapse loss associated with other
neurodegenerative diseases, including Parkinson's and amyotrophic lateral sclerosis, said
Yimin Zou. 

 Zou believes the signaling proteins are at the heart of disease in a new study he's
conducting and may be the "Achilles’ heel of our synapses, “As amyloid beta pathology
and synapse loss usually occurs in early stages of Alzheimer’s disease, even before
cognitive decline can be detected, early intervention, such as restoring the rebalance" of
that pathway could be a viable treatment strategy, he said.
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3) Can We Predict Who Will Develop AD? 

Diadem, the maker of Alzosure Predict, a prognostic biomarker test claims to be able to
accurately predict the progression of Alzheimer's disease up to six years before diagnosis. 
The company’s AlzoSure Predict test uses a proprietary antibody U-p53AZ to determine
blood levels of an unfolded conformational variant of the p53 protein.   This p53 protein is
known to trigger the pathogenesis of Alzheimer’s disease. 

A clinical validation study has been carried out with longitudinal samples from the
Australian Imaging, Biomarker & Lifestyle Flagship Study of Ageing (AIBL) study cohort
containing 482 unique patients having or at risk of developing Alzheimer’s disease . From
enrolment, all patients were followed for maximally 8 visits at 18-month intervals, with a
maximal follow-up of approximately 144 months. During each visit, the patient’s
neuropsychological (NP) status was assessed and at one time point, the AZ284®
biomarker was measured. The baseline status for this analysis coincides with the timepoint
at which the AZ284® biomarker was assessed (which can occur at a later visit than the
study enrolment date.) The Clinical groups at baseline included cognitive normal (CN)
distinguished by significant memory concern (SMC) (n=163); healthy non-memory
complainers (NMC) (n=65); MCI (n=98); AD (n=141); and Other Dementia (OD) (n=3). 

The results of the retrospective longitudinal study of the AlzoSure Predict confirmed that
the test can accurately identify individuals who will advance to fully symptomatic
Alzheimer’s disease up to six years before the symptoms become prominent. 

In the study, the test achieved high accuracy levels with AUC values of around 99%. 

The data from the study also indicates that AlzoSure Predict can differentiate between
patients at different stages of cognitive decline, from asymptomatic to full Alzheimer’s
disease dementia. 
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Closing Thoughts

Alzheimer's Disease (AD) is very complex and scientists have spent numerous decades
trying to understand this disease.  Almost all of the research have been focuses on β
amyloid plaque and unfortunately over 200 clinical trials have failed. I'm glad scientist
have/are investigating other mechanisms besides accumulation of β amyloid.  Tau (T)
accumulation or tangles have now proven to be just as important as β amyloid.

New approaches with UCSD researchers are investigating glutamatergic synapses
demonstrate that these synapses play a major role in protecting against damage from β
amyloid plaque.

Diadem claims AlzoSure Predict test can differentiate between patients at different stages
of cognitive decline, from asymptomatic to full Alzheimer’s disease dementia up to six
years before the symptoms become prominent.  If this can be validated, confirmed
biomakers can certainly help in understanding this disease better and develop effective
drug to intervene early before AD starts or progresses to a tipping point where progression
is irreversible and nothing can be done.

While this prognostic test is an important discover, I'm not sure whether physicians would
prescribe this test because there are no drugs without controversy that can be used to help
these patients once they are identified as developing or have AD.  Knowing, worrying and
not being able to do anything about it may be worse than not knowing.

As we learn more about AD, I suspect, like cancer which is also a very complex disease,
scientists may have to focus on early intervention and treatment from a multiple pathway
approach where a combination of low dose drug regiments will be used to achieve efficacy
yet reduce the potential of side effects usually presented when large doses are used.
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Should you have any questions or need of assistance with your business due

diligence, determining your product's value proposition, target product profile and

economic value of your product for reimbursement, feel free to contact me at 781-

935-1462 or regina@biomarketinginsight.com.
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