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Getting into business with the right people
might sound like ajaded cliche but it begins
to make sense when synergies can be
gained by all parties. For Cogstate, Merck
Canada and Bayshore Home Health, each
party stands to gain benefits above and
beyond the notional transactional benefit that
stems from the rollout of Cognigram in
Canada. Cognigram is the name for
Cogdtate' s test for evaluating cognitive
function (decline) in the healthcare setting.
Oncolytic virotherapy company Viralytics
has made strides in enrollments (now at 33
of 63) for its Phase 11 trid of CAVATAK.
Even better has been discussion of interim
results from ten patients by investigator
Professor Andtbacka, with half of those
melanoma patients achieving objective
tumour responses. The progress of thistrial
will be worth following closdly.
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Synergistic Partnerships Support Cogstate's
Rollout of Cognigram in Canada

InJuneof 2012, Merck Canadasigned with Cogstate (CGS: $0.33) to promoteand market
Cogstate'scognitivefunctiontest exclusively in Canada. Thetest, rebadged as Cognigram,
was launched in March of thisyear.

Cogstate has since its inception in the late 1990's envisaged that its cognition test
could be used to help identify people experiencing the early stages of Alzheimer’sdis-
ease, or similar neurodegenerative conditions in which cognition declines.

What has changed since the late 1990s and early 2000's isthat advancesin other tech-
nology spheres, especially with the Internet, has allowed Cogstate to shift from offer-
ing downloadable software to offering internet or web based accessto the test. In ear-
lier days, download speeds were much slower which limited the attractiveness of the
test to users.

Another important change that has taken place since the late 1990s and early 2000'sis
that stakeholders in the healthcare system have emerged who now see clear benefits
from applying detection technol ogies to uncover the signs of the earlier stages of the
onset of Alzheimer's disease, or more broadly cognitive decline associated with de-
mentia.

The second reason isthat undiagnosed dementia patients can reguire costly emergency
care and also experience awhole range of problemsthat relate to less care or lack of
care. These al add costs to national healthcare budgets which are pressed to find sav-
ingsevery year. In short, dementia screening or dementiaawarenessis now recognised
asapublic health issue.

The Relationship with Merck Canada

Cogstate formed itsrel ationship with Merck becausethat company isdeveloping astra-
tegicinterestin Alzheimer'sdisease. Merck isdevel oping MK-8931 whichisinhibitor
of the beta-siteamyloid precursor protein cleaving enzyme 1 (BACE). Thisorally avail-
abledrugis currently in a 1,960 patient Phase [1/111 trial which is scheduled for com-
pletionin 2017.

However, Merck isalso interested in what it calls ‘adjacent' technologies, being prod-
ucts or services that serve the same patient or clinical group. This underscores their
interest in Cogstate's Cognigram, which could give them apotential competitive advan-
tageif and when their drug getsto market by cementing rel ationshipswith doctors many
yearsin advance.

The business exercise in Canadais to make available to doctors in general practice a
product that has been widely used in the clinical research setting for many years so that

they can assess their own patients. Contd over

503



Bioshares Number 503 — 17 May 2013

Page 2

The gap between the time the deal with Merck was announced
and the launch of Cognigram was spent putting the product to-
gether. Thisincludesthe systemsand processesthat wrap around
the product, to work with athird party, Bayshore Home Health,
which manages testing centres, and to conduct market research
with doctors and patients. The market research delivered severa
key learningsthat caused Cogstate to adapt their business model
for Canada.

Thefirst wasthat the product should be marketed to doctors, not
to patients, because it would be used as atool to assist decision
making by doctors. Cogstate’ s focus group work reveaed that
patientswill generally do what their doctorstell themto do, which
inthiscaseisto receivethe Cogstate cognition test.

An implication of a doctor centric marketing model is that the
preparation of materials for Continuing Medical Education is
elevated in importance, as are presentations at conferences and
the publication of medical evidence to support the test.

Cogstate also learnt that doctorsdid not want to conduct the test
in their own clinics but would prefer to have it done off site,
similar to how cholesterol or other blood tests are done at pa-
thology labs. Their preference was to follow-up with a patient
once areport had been sent back to their clinics.

The Relationship with Bayshore

The search for a business that offered testing services resulted
in Cogstate signing up Bayshore Home Health, acomprehensive
health care business with 150 facilities located across Canada.
Thesefacilitiesoffer pathology styletesting servicesin addition
to transfusion and specialised drug delivery services. What also
set Bayshore apart ,from Cogstate's point of view, wasits focus
on the elderly segment of the Canadian population. Bayshore
offershospice care, assisted transport, in-home nursing care and
wound care amongst adiverse set of servicesfor elderly people.

Bayshore is positioned as a partner that neatly complements
Cogstate and Merck. From Bayshore's perspective Cognigram
isaproduct that can offer synergistic benefitsto its own opera-
tions. A consequence is that Cogsate's margins for Cognigram
(priced at CAD$125 per session) exist at level that could be de-
scribed as ‘comfortable' rather than 'thin'.

The synergies with Bayshore are very important. These include
the fact that Bayshore can increase staff and facility utilisation
a times of the day when processing is slow. Typically, blood
collectionsaredoneearly intheday. In contrast, Cognigram tests
can be scheduled for later in the day, when blood collections
dow down.

Bayshore is also staffed by nurses and nurse practitioners. The
administration of the Cognigram test by well trained staff wasa
factor deemed to give greater comfort to prescribing doctors.
Bayshore staff are also specifically trained to supervise the
Cognigram test.

According to Cogstate CEO Brad O'Connor, Bayshore could also
seeamarketing benefit from supplying testing servicesby drawing

traffic to its centres from the elderly demographic which drive
theoverall business. In O'Connor’ sview, for Bayshore Cognigram
'‘was more of an investment'. Bayshore was prepared to treat
Cognigram as an investment because they could see that other
benefitscould flow tothem.

However, O'Connor recognised that thearrangement with Bayshore
could not have been cemented without the initial marketing deal
with Merck Canada being in place, to lend the necessary cred-
ibility and marketing capability to the business plan.

Investor Expectations?
How should investors consider thefirst 12 months of theroll-out
of Cognigramin Canada?

First, expectations of large revenues occurring should be put to
oneside. A realistic approach it to monitor rates of adoption of
the test (which may or may not be made available by Cogstate.)
Ratesof adoption (from prescription rates at the doctor level) will
help Cogstate distinguish between doctors who have been com-
fortablewith thetest and those who have not. Studying the differ-
ences between thesetwo groupswill alow Cogstateand Merck to
refine the marketing program.

The most important point for investors to note about the
Cognigram program in Canada is that it is a pilot program. If
Cognigramisréatively successful beyond itslaunch phase, then
Cogstate will be abledevise plansfor other territorieswherethe
early detection of neurodegenerative conditions is accepted as
an important public health policy. Whether Cogstate aligns with
Merck in other territoriesis an unknown at this stage.

The sustainment of commitment by Merck Canada to sell
Cognigram sits as the leading market-based risk for this aspect
of Cogstate's business.

Summary

There are five factors that together can potentially make
Cognigram a success for Cogstate in Canada. These are amore
convenient distribution of the test in aweb-based format, public
health policy now recognising the need for the early detection
of cognitive decline caused by neurodegenerative diseases, a
sales partnership with a credible company (Merck) of size and
capability, a testing services partnership with a business
(Bayshore Home Care) with a vested interest in serving an eld-

erly demographic, to which isadded Cogstate's successful track
record in supply its cognitive function testing to the clinical tri-

dsindustry.

The investment lesson a work in Canada is that finding align-
ment and unlocking synergies may form the basis for a major
blue-sky opportunity for Cogstate. However, it must be stressed
that this is a longer term prospect and validating the business
model in reasonably sized healthcare market such as Canadaisa
necessary first objective to achieve.

Cogstate is capitalised at $25 million.

Bioshares recommendation:; Speculative Buy Class A
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Viralytics Update

Viralytics(VLA: 28.5 cents) reported some positiveinterim data
fromits Phase |l trial in patients with late stage melanoma. The
company's core technology is an oncolytic virustherapy using a
wild-type Coxsackievirus as opposed to an engineered form of
thevirus. The Coxsackievirusisassociated with the common cold.

Theuseof virusesto treat cancer may initially sound far-fetched.
However, in 2011 Amgen acquired another oncolytic virus
therapy company, Biovex, paying an upfront US$425 millionin
what could turn out to be a billion dollar deal (future milestone
payments of US$575 million). Amgen/Biovex uses a modified
(engineered) herpes virusto treat cancer.

Phase Il Trial Underway

Viralyticsisconducting aPhasell trial withits CAVATAK onco-
Iytic virus therapy (called CALM or CAVATAK in Late Stage
Melanoma), seeking to recruit up to 63 patients with late stage
melanoma (Stage 111C or Stage V). To date the company hasre-
cruited 33 patients. There have been two interim readouts from
thistrial sofar.

Thefirst wasbecausethe FDA

Effectiveness of Intralesional Therapies for Late Stage Melanoma

mour into which the therapy has been injected, but also at meta-
static (non-injected) lesions. This has been observed in some of
thefirst 10 patients (no overall detailsreleased). In one patient,
CAVATAK was injected into a tumour on the forearm and a tu-
mour in the chest disappeared within six months. The lesion on
the forearm was till in place, which is not unusual, however,
upon excision it was analysed and found to befibroustissue only
(no longer amelanoma).

In these 10 patients, three have aso achieved immune related
progression freesurvival (irPFS). Thismakesallowancesfor any
initial progression of the disease beforetheimmunotherapy starts
totakeeffect.

Presentation by Professor Andtbacka

Recruitment into thistrial was slow although hasrecently accel-
erated. Andtbacka has now enrolled 14 patients into the CALM
study with a further four patients being screened. He recently
made ascientific presentation (alink isavailableonthe Viralytics
website) which is of par-
ticular interest to inves-
torsinVirayticsbecause

put arequirement onthetrial  [therapy

Response rate it compares a number of

to have an 'interim efficacy
futility clause’. Thismeant the
company needed to get at

Atinjected lesion

these immunotherapy-
based approaches to

At non-injected systemic
lesions

least three objective re- |2

70-97%

treating late stage
0% melanoma.

sponses from the therapy in

Andtbacka stressed that

heislooking not just for

local treatment of the

the first 35 patients, other- BCG 45-90% 0%
wise the trial would not con-  |Allovectin-7 19% 21%
tinue past 35 patients. That

milestonewasreachedinDe- P~ 2% 1%
cember last year from the |pv-10 4% 33%

melanoma but to activate
theimmune systemto at-

first 13 patients. An objective
response isdefined by a30%
or more decrease in the total

body tumour burden.

and data in the above table

Results from First 10 Patients

In March this year, one of the medical investigatorsin the tria
presented resultsfrom thefirst ten of the patients he hastreated
s0 far with CAVATAK in the CALM study. Assistant Professor
Andtbacka is a key medica figure in the field of intralesiona
therapy. Heisonthe Advisory Board for Amgen's T-Vec program
and an investigator on Amgen's Phase |11 OPTiM trial (see next
page). Heisalso onthe Advisory Board for the Allovectin-7 pro-
gram, agene-based immunotherapy being developed by Vical Inc,
asofor late stage melanoma. Andtbackawasalso an investigator
inthe Allovectin-7 Phase 11 trial.

Inthe 10 patientstrested with CAVATAK inthe CALM study, five
(50%) have achieved objective tumour responses, which is an
excellent result. Three patients have had stable disease and two
patients have experienced disease progression.

In this trial the therapy has been injected directly into the tu-
mour. What is important in treating patients with this type of
therapy is that the anti-cancer effect is not only seen in the tu-

Table reproduced from Assistant Professor Andtbacka presentation
There are some minor differences noted between data in the text obtained from the presentation

tack disease that may al-
ready beelsewhereincir-
culation by using what's
called an ‘intralesional
therapy' for melanoma.
What is wanted is a robust immune response as well as local
ablation of the tumour said Andtbacka, a high concentration (of
therapy) and with limited side effects.

Suitable candidates are patientswith in-transit disease (thosewith
Stage 111B and Stage |11C disease). These patients can have high
lymph node disease which can be surgically treated but not be
surgically curative as they may develop distant metastatic dis-
ease. Patients with Stage |1V disease are also suitable for
intralesional therapy although the therapy ismore effectivewhen
received earlier.

Andtbacka summarised the progress that has been made with
thesetypesof therapiesfor thetreatment of late stage melanoma.
Only two therapies have been assessed in Phase 111 randomised
trials. These are Amgen's T-Vec and Vical's Allovectin-7. Other
intralesional therapies that have been explored in the Phase I1
sttingincludeBCG, IL-2, PV-10and Virdytics CAVATAK.

Cont'd over
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BCG & IL-2

BCG is effective locally but not in distant tumours (see table).
Interleukin-2 (IL-2) can be very effective locally, with a com-
plete response rate of up to 80% but a 0% response at distant
tumours. Andtbacka said you need to see a response at distant
tumours as well because thisiswhat kills the patient.

Allovectin-7

The response rate is directly proportiona to the survival rate.

Allovectin-7 wasshown to achieveacomplete or partial response
ratein 12% of patients with a 13.8 month duration of response
in a Phase |1 133 patient study (note in the table provided are-

sponse rate of 19% is listed overal). The medium time for a
response to occur is four months, which is similar to other im-

mune therapies, as it takes time for the therapy to take effect.

Allovectin-7 achieved a21% response rate at distant tumoursas
well. Results from a 375 patient Phase 111 study, which has now
been completed, are duein Q3 2013.

T-Vec

InaPhasell trial with T-Vec (talimogene laherparepvec), a26%
overall response rate was achieved. The one year survival ratein
responderswas 93% and only 40% in non-responders. Therewas
also an 18% response rate at hon-injected distant tumours.

In March thisyear Amgen reported sometop line resultswith T-

Vec from its 430 Phase |11 OPTiM study in patients with late
stage melanoma (Stage 111B, Stage |11C and Stage | V). Theresult
delivered a statistically significant result over the control arm,
athough the durable response rate at six months or more was
only 16%, compared to 2% in the control arm. Later in 2013 the
company expects to be in a position to report overall survival

data.

PV-10

PV-10 has been assessed in an 80 patient Phase |1 study in pa-
tientswith Stage 111 and IV melanoma. PV-10 is a 10% solution
of Rose Bengal disodium. It accumulates in the lysosomes of
the cancer cells and promotes exposure of cancer antigens to
the immune system. The response rate in the target lesions was
51%, with half being a complete response and half a partial re-
sponse (more than 30% reduction in overall tumour burden). In
the non-target lesions, aresponse rate of 33% was achieved.

Andtbackasaid that if theinjected lesion responds, then so should
theremotelesions. A Phaselll study isplanned for PV-10in 180
patientsthis year.

Comments

The results from Viralytics Phase Il study to date look very en-
couraging. A responserate of 50% isvery impressiveinthefirst
10 patients. Thiscomparesto only a26% responserateinthe T-

Vec Phasell trial and a16% durableresponseinthe T-Vec Phase
I trid. It isin line with the Phase Il study with PV-10 which
achieved aresponse rate of 51% in an 80 patient Phase Il trial.
What is unknown with the current Phase || CAVATAK trid isthe
responserateat distant tumours. There have been responses seen
locally and at distant tumours according to Andtbacka.

An important comment made by Andtbacka is that these
intralesional therapiesaredl extremely well tolerated, withit very
rareto have Grade 3 or 4 toxicities. Thetherapiesdo, however, take
awhile to take effect (8-40 months for T-Vec) and patients can
often see new lesionsform asthetherapy takeseffect. An aspect
that isnow being explored, including in Virdytics CALM study, is
trying to work out early which patients are responding to treat-
ment.

Other CAVATAK Trials

Viraytics is seeking to start a Phase I/11 study in the UK this
year in patients with avariety of solid tumours using an intrave-

nousformulation of CAVATAK. Successwithan|V-ddivered prod-

uct will broadentheindicationsfor thistherapy aswell asmakeit

easier todeliver. Thisstudy will seek torecruit patientswith lung,

prostate and bladder cancers, aswell as patientswith melanomas.

Up to 30 patients will be recruited. The study will start as a
monotherapy and will then moveinto acombination therapy with
the appropriate chemotherapy regiment.

Other Oncolytic Virus Therapies

Theother company withaPhaselll tria intheoncolyticvirusarea
isOncolytics Biatech. The company isconducting aPhasel |l trial

in patientswith head and neck cancer. The company has amarket
value of US$233 million. However, the company hashad problems
with recruitment, it hasbeen unwilling to releaseinitial progres-
sion-free survival data as planned, and will now be waiting for
overal survival data.

Summary

Bioshares expects the current Phase || CALM trial to complete
recruitment thisyear and we expect resultsto be availablein the
second half of 2014. However, being an open label study, more
interim resultsmay emerge beforethen.

Viralyticsiscapitalised at $26 million. It had $6.3millionincash at
the end of March, which is about one year's cash.

Bioshares recommendation: Speculative Buy Class B
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Bioshares Model Portfolio (17 May 2013)

Company Price (current) Price added to Date added Portfolio Changes - 17 May 2013
portfolio

Atcor Medical $0.073 $0.082 May 2013 IN:

Circadian Technologies $0.230 $0.270 March 2013 No Changes

Tissue Therapies $0.120 $0.255 March 2013

Allied Healthcare $0.041 $0.026 February 2013 OUT:

Psivida $3.10 $1.550 November 2012 No Changes

Benitec $0.014 $0.016 November 2012

Nanosonics $0.485 $0.495 June 2012

QRxPharma $1.20 $1.66 October 2011

Somnomed $0.90 $0.94 January 2011

Cogstate $0.330 $0.13 November 2007

Clinuvel Pharmaceuticals $1.90 $6.60 September 2007

Universal Biosensors $0.70 $1.23 June 2007

The 9" Bioshares Biotech Summit

July 19-20, 2013 - Queenstown - New Zealand

The Essential Australian Biotech Investment Event
Register Now to Confirm Your Place

Initial speaker list now available at.....
www.bioshares.com.au/queenstown2013.htm
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How Bioshares Rates Stocks Group B

For the purpose of vauation, Bioshares divides biotech stocks into Stocks without near term positive cash flows, history of losses, or a
two categories. The first group are stocks with existing positive cash ~ €arly stages commercialisation.

flows or close to producing positive cash flows. The second group are

stocks without near term positive cash flows, history of losses, or at  Speculative Buy—ClassA

early stages of commercialisation. In this second group, which are These stocks will have more than one technology, product or
essentially speculative propositions, Bioshares grades them according ~ Investment in development, with perhaps those same technologies
to relative risk within that group, to better reflect the very large offering multiple opportunities. These features, coupled to the

spread of risk within those stocks. For both groups, the rating “Take ~ Presence of aliances, partnerships and scientific advisory boards,
Profits’ means that investors may re-weight their holding by selling indicate the stock is relative less risky than other biotech stocks.

between 25%-75% of a stock. Speculative Buy —ClassB
These stocks may have more than one product or opportunity, and

Group A ) I
. - ” . i may even be close to market. However, they are likely to be lacking

]?(;c\;kss With existing positive cash flows or dose to produaing positive ceeh in severa key aress. For example, their cash position is weak, or

Buy ) CMP is 20% < Fair Value management or board may need strengthening.

Accumulate  CMPis 10% < Fair Value Speculative Buy —ClassC _

Hold Vaue= CMP These stocks generally have one product in development and lack

Lighten CMP is 10% > Fair Value many external validation feaures.

Sell CMP is 20% > Fair Vaue Speculative Hold—ClassAor Bor C

(CMP—Current Market Price) Sell

Corporate Subscribers: Pharmaxis, StarpharmaHoldings, Cogstate, Bionomics, Impedimed, QRxPharma, LBT Innovations,
Mesoblast, Tissue Therapies, Viralytics, Phosphagenics, Phylogica, Bluechiip, pSivida, Antisense Therapeutics, Benitec
BioPharma, Allied Healthcare Group, Calzada, Bioniche, Atcor Medical, Invion, Circadian Technologies
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