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Cogstate (CGS: $0.205) has licensed its cognitive assessment test, to be called the Cogstate
Brief Battery (CBB), to Eisai Co Ltd in Japan. Eisai is arguably the leader in the field of
Alzheimer's disease therapeutics, with two compounds in Phase III studies, and with
additional Phase III studies expected to commence next year.

The rights to the CBB test are for exclusive use in Japan outside of the clinical trials
market. The deal includes a US$1 million upfront payment to Cogstate and is accompa-
nied by a US$1.9 million investment in Cogstate at $0.20 per share. Cogstate CEO Brad
O'Connor expects the test to be launched within 12 months. Cogstate has an equal profit
share split with Eisai for the product over the 10 years of the license.

Eisai's Interest in Cogstate's Cognitive Assessment Technology
The reasons for Eisai's interest in Cogstate's CBB test are threefold.

1. Leader in the Alzheimer's Disease Drug Race
First up, Eisai is arguably the global leader in the race to develop a disease modifying
therapy for Alzheimer's disease, a race that has seen most of the competitors retire their
leading programs and reassess their position. Eisai itself (with Biogen) withdrew its
aducanumab Phase III program in March this year once it was established that a positive
outcome was not going to be achieved. Aducanumab targeted aggregated forms of beta
amyloid in the brain.

However, the day after this announcement, Eisai and Biogen announced that they would
jointly progress another antibody drug candidate, BAN2401 (developed through a re-
search collaboration between Eisai and BioArctic), into Phase III trials. BAN2401 targets
beta amyloid protofibrils.

The trial will  recruit 1,566 participants with early Alzheimer's disease who have confirmed
amyloid build up in the brain. Subjects will be treated every two weeks via an intravenous
infusion for a period of 18 months with a primary completion date of February 2022. Eisai
also has two Phase III trials underway of its BACE inhibitor, elenbecestat (discovered in
house). (See box on page 3)

In May this year, it was announced that the Alzheimer's Clinical Trials Consortium (ACTC)
had selected two of Eisai's leading compounds, BAN2401 and elenbecestat, to investi-
gate in two global, Alzheimer's disease prevention studies. The A3 study will assess the
BACE inhibitor elenbecestat in cognitively normal subjects with some early signs or risks
of future amyloid build up in the brain. (See table on page 3)

The second study is particularly interesting. It will treat subjects who are cognitive-
normal (or with very mild cognitive impairment) but with signs of amyloid build up. The
trial is interesting because patients will be treated with two experimental drug candidates.
The first will be BAN2401, to remove plaque build up and beta amyloid protofibrils from
the brain. This will then be followed by treatment with the BACE inhibitor elenbecestat to
prevent further generation of plaques and protofibrils.

More details can be found
on the back page
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2. Long Association with Alzheimer's Disease Drug
Development
The second reason for Eisai's interest in the CBB test is because
of its long association with Alzheimer's disease. Eisai developed
one of the most effective treatments to date for the disease, Aricept,
which was approved in the US in 1996.

In 2014, Eisai joined its Alzheimer's disease drug programs with
Biogen. This included the antibody aducanumab from Biogen,
which earlier this year failed in a major Phase III program.

Eisai has built a speciality in drug development around oncology
and CNS diseases, with the two therapeutic areas contributing to
46% of total sales.

Eisai has seven Alzheimer's disease programs, which includes two
currently in Phase III studies.

3. Building Dementia Management Ecosystem in Japan
The third reason relates to Japan's aging population. Japan has
the highest average life expectancy in the world, at 84 years of
age.

A by product of this longevity is the escalating incidence of Alzhe-
imer's disease and other dementia conditions. By 2025, 30% of the
country's population is expected to be over the age of 65, which
equates to more than 36 million people. One in five people over the
age of 65 are expected to suffer from dementia.

Eisai's aim is to build what it calls a �Dementia Total Inclusive

Ecosystem� in Japan.

In addition to developing novel pharmaceutical therapeutics for
the disease, Eisai is seeking to build an ecosystem of care which
includes monitoring, treatment and management of people living
with dementia.

An example of this is the partnership with MAMORIO signed in
2017 to provide an electronic system to watch over senior citizens
as they continue to be socially active in their cities and communi-
ties. Any travellers to Japan will likely have observed the more
active involvement in the community of the elderly compared to
countries such as Australia.

O'Connor said that Eisai is a very important company in Japanese
society, with over 10,000 employees. �Eisai believes it has a very

definitive role to play in Alzheimer's disease.�

How the CBB Test Will be Used in Japan
In Japan, employees are required to undergo an annual health
check which includes blood pressure and heart rate tests. But it is
more substantial than just that, including an ECG assessment, a
lung x-ray and even a gastric scope.

Employers are expected to pay for the annual health checks, with
almost 100% of employees undertaking these annual assessments.

Eisai plans to position the CBB test as part of this annual program.
Kazumasa Nagayama, Chief Strategy Officer and the head of Eisai's

Corporate Strategy Department, travelled to Australia this week to
discuss the collaboration with Cogstate.

Nagayama said that what makes the Cogstate test different to
other Alzheimer's disease tests regularly used in clinical trials is
that the Cogstate test is objective, requiring no input from a nurse
or clinician.

Nagayama expects that those aged over 55 years in Japan will use
the Cogstate test three times a year to monitor cognitive function.

While Alzheimer's remains the only illness for which there is no
disease modifying therapy available, Nagayama says there are a
number of steps people can take to help manage deteriorating
cognition. This includes improving sleep, exercise, better control
of blood pressure and better management of diabetes.

Cogstate's product has already been in use in Japan in a five-
month pilot study. One of Eisai's aim with the CBB test is to have
people accept regular cognition monitoring in the same way as
other medical tests such as blood pressure measurement have
become routine.

Cogstate will also develop variations of is electronic test battery,
which can be used on a smartphone and take several minutes to
conduct, in addition to the full 15-minute assessment with the
current test that is designed for clinical use.

Eisai has been a customer in the clinical trials market for Cogstate
for the last decade in Phase I, II and III studies. O'Connor said that
Eisai has quite established plans with how the product will be sold
in Japan. This includes a direct-to-consumer offering, to general
practitioners, hospitals, corporates, through government munici-
palities as well as through relationships with sports gyms.

Summary
Cogstate's CEO O�Connor said that the Eisai license is the first

true application of the technology outside of the clinical trials
market. It's a much larger market and has always been the objec-
tive of the company to move into more mainstream commercial
adoption. What makes Eisai a good partner for the product, ac-
cording to O'Connor, is that it is prepared to invest in the product
to achieve adoption of the test in Japan.

We rate the Eisai agreement and investment as highly positive for
Cogstate because it is very high level validation of the company�s

cognition testing products and capabilities, which emanates from
a leader in the field of Alzheimer�s disease drug development.

Cogstate is capitalised at $30 million.

Bioshares recommendation: Speculative Buy Class  A

(Additional information is provided on page 3.)
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Progress with BAN2401
In 2018, Eisai reported results from a large Phase II study with
BAN2401.

In 856 subjects with mild Alzheimer's disease, BAN2401 was
shown to reduce amyloid plaque build-up in a dose dependent
manner, with the highest dose arm achieving clear statistical
significance (p<0.0001).

At that dose, 81% of subjects had become amyloid negative
(from an initial positive assessment) as observed through a PET
scan.

Disease progression, as measured by cognition tests, was
slowed by between 26% - 47% over the 18 months compared to
placebo, depending on the type of assessment used.

BAN2401 differs to other monoclonal antibodies that target beta
amyloid plaque in the brain and have failed. It targets the more
toxic form of beta amyloid, those being the protofibrils (rather
than targeting the monomers and fibrils) and has a distinctly
different treatment profile.

The Phase II study also showed positive effects on CSF
biomarkers, including reductions in phosphorylated-tau.

A differentiating feature of this program is that a large, dose
finding, Phase II study has been successfully completed, com-
pared to many other programs than have moved directly from
Phase Ib to Phase III and failed, including with aducanumab,
solanezumab (only 113 patients in phase II studies), crenezumab,
gantenerumab, lanabecestat and verubecestat.

Progress with elenbecestat
In a Phase II study completed with elenbecestat in only 70 sub-
jects with mild Alzheimer's disease, reported in 2016, this drug
candidate achieved between 31% - 33% less cognitive decline
over placebo in the highest dose group.

A statistically significant reduction in amyloid plaque was also
observed in the highest dose arm compared to placebo.

In 2016, Eisai and Biogen started two Phase III trials with its
BACE inhibitor elenbecestat. That trial is treating subjects with
early Alzheimer's disease, who are receiving a daily 50mg tablet
of elenbecestat for 24 months. These trials, called MissionAD1
and MissionAD2, completed the enrolment of approximately
2,100 subjects in March this year.

Eisai will potentially look at an earlier submission by integrating
the two studies into the one database to increase the power of
the study. Final readout of the primary endpoint is expected in
2021.

Given the failure with BACE inhibitors and the smaller Phase II
study, our expectation of clinical success with elenbecestat as a
monotherapy is considerably lower than for BAN2401.

Bioshares

� Cogstate cont�d

Eisai's Alzheimer's Disease Drug Programs & Trials
Program/ 
Compound

Partner Study Name Mechanism of 
Action

Trials Status Trial Size Expected Readout

Elenbecestat ACTC A3 (healthy at-risk 
subjects)

BACE inhibitor Start in 2020 - -

BAN2401 + 
elenbecestat

ACTC A45 (presymptomatic 
AD)

Clear beta amyloid 
then BACE inhibitor

Start in 2020 - -

Elenbecestat Biogen MissionAD1, 
MissionAD2

BACE inhibitor 2 x Phase III started 
in 2016

2,100 2021

BAN2401 Biogen Clarity AD MAB that binds to beta 
amyloid protof ibrils

Phase III started in 
2019

1,566 2022

E2814 Uni. College London - Anti-tau antibody Due to commence PI 
trials

- -

E2511 - - Synapse regenerant, 
regenerating damaged 

cholinergic neurons

Preclinical - -

EphA4 Kan Research Inst. - Synapse modulator Preclinical - -
Immuno-Dementia 
Project

Eisai Center for 
Genetics Guided 

Dementia Discovedry

- - Preclinical - -

Brain defence 
mechanism 
research

EisaiKeio Innovation Lab 
for Dementia

- - Preclinical - -
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Disclaimer:
Information contained in this newsletter is not a complete analysis of every material fact respecting any company, industry or security. The opinions and estimates herein expressed represent
the current judgement of the publisher and are subject to change. Blake Industry and Market Analysis Pty Ltd (BIMA) and any of their associates, officers or staff may have interests in
securities referred to herein  (Corporations Law s.849). Details contained herein have been prepared for general circulation and do not have regard to any person�s or company�s investment

objectives, financial situation and particular needs. Accordingly, no recipients should rely on any recommendation (whether express or implied) contained in this document without
consulting their investment adviser (Corporations Law s.851). The persons involved in or responsible for the preparation and publication of this report believe the information herein
is accurate but no warranty of accuracy is given and persons seeking to rely on information provided herein should make their own independent enquiries. Details contained herein have
been issued on the basis they are only for the particular person or company to whom they have been provided by Blake Industry and Market Analysis Pty Ltd.  The Directors and/or
associates declare interests in the following ASX Healthcare and Biotechnology sector securities: Analyst DB: ACR,ADR,CGS,COH,CSL,CYC,NAN,OPT,SOM,TLX  Analyst MP:
ACR,CGS,OPT,CUV,MX1,NAN,PXS,RNO,SOM.  These interests can change at any time and are not additional recommendations. Holdings in stocks valued at less than $100 are not
disclosed.

How Bioshares Rates Stocks
For the purpose of valuation, Bioshares divides biotech stocks into
two categories. The first group are stocks with existing positive cash
flows or close to producing positive cash flows. The second group are
stocks without near term positive cash flows, history of losses, or at
early stages of commercialisation. In this second group, which are
essentially speculative propositions, Bioshares grades them according
to relative risk within that group, to better reflect the very large
spread of risk within those stocks. For both groups, the rating �Take

Some Profits� means that investors may re-weight their holding by

selling between 25%-75% of a stock.
Group A
Stocks with existing positive cash flows or close to producing positive cash
flows.
Buy CMP is 20% < Fair Value
Accumulate CMP is 10% < Fair Value
Hold Value = CMP
Lighten CMP is 10% > Fair Value
Sel l CMP is 20% > Fair Value
(CMP�Current Market Price)

Group B
Stocks without near term positive cash flows, history of losses, or at
early stages commercialisation.

Speculative  Buy � Class A

These stocks will have more than one technology, product or
investment in development, with perhaps those same technologies
offering multiple opportunities. These features, coupled to the
presence of alliances, partnerships and scientific advisory boards,
indicate the stock is relative less risky than other biotech stocks.
Speculative  Buy � Class B

These stocks may have more than one product or opportunity, and
may even be close to market. However, they are likely to be lacking in
several key areas. For example, their cash position is weak, or
management or board may need strengthening.
Speculative  Buy � Class C

These stocks generally have one product in development and lack
many external validation features.
Speculative  Hold � Class A or B or C
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