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A Major Setback for Acrux

Acrux (ACR: $0.40) received very disappointing news thisweek. Its core patents around
its Axiron testosterone product in the US were invalidated by aUS court (United States
District Court for the Southern District of Indiana). The company's share price slumped
42% over the week, with thefirst generic competitor, Watson (Teva), now ableto launch
itsgeneric version of AxironintheUS.

Watson has atentative approval for its generic from the FDA and thiswill shortly move
to afinal approval from theregulator. Acrux and itspartner Eli Lilly quickly announced
that they will appeal the decision. The generic competitorsare now likely to launch their
productsinthe US* at-risk’, which meansthat if the appeal issuccessful they will haveto
pay damagesto Eli Lilly.

Watson will bethefirst generic and will have a 180 day exclusivity period before the next
genericis able to launch. There are around three other generics expected, with Perrigo
also having atentative approval. Another product on the market, Androgel 1%, has had
generic competition for around 18 monthswith only two competitors on the market. Itis
not amassive market for generic players, with Axiron saleslast financial year reaching
US$149million.

Theappealsprocessislikely to takelessthan 12 monthsaccording to Acrux CEO Michagl
Kotsanis. Acrux will continue to receive royalties from Axiron sales for the life of the
product. Kotasanis said he believes the company has good grounds for appeal. The
judgement took four weeksto put together and covers 219 pages. The appeal will be held
in Washington which Kotsanis said is a highly experienced court in assessing patent
disputes.

Acrux generated Axiron royalty revenue of $25.3 millionin FY 2016. Thisincomecan be
expected to reduce substantially in the current year. Acrux finished the year with $29.4
million in cash and as aresult of thisweek’ s news has halted its dividend program.

Comments

The District Court decision is surprising given that both patents that have been invali-
dated were approved by the US Patent Office and also in other jurisdictions around the
world. The invalidity of the formulation patent, which gave protection out to 2017, is
particularly surprising given it ismoretangible and specific than the axillapatent (dueto
expirein 2027) which isless specific and coversthe delivery of pharmaceutical products
to thearmpit.

Whilethe decisionisvery disappointing for investors, over thelast 18 months Acrux has
put together an extremely well considered business plan for the next stage of growth for
the Acrux business. Thisincludesthe devel opment of asuite of topical generic products
and adevelopment program in onychomycosis (fungal infection of the toe nail).

Cont'd over
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Reproductive Health Science Launches DOPIify

Reproductive Health Science (RHS: $0.092) has launched anew
product DOFlify. DOFlify will complement its pre-implantation ge-
netic screening (PGS) EmbryoCellect microrarray kitswith aprod-
uct designed for use with high-throughput instruments, which
are often labelled as Next Generation Sequencing (NGS) systems
or technologies.

The company’s single cell genomic technology is used to deter-
mine if embryos intended for | VF implantation have the correct
number of chromosomes. Embryoswithout the correct number of
chromosomes represent one of the major sources of a failure to
embryosthat aretransferred to convert to successful clinical preg-
nancies. Thishasafailurerate of 70%.

RHS has added an NGS product offering in order to increase its
appeal to potential customers, some of whom would bein aposi-
tion to run tests at the volume associated with NGStesting aswell
as meet the requirements of customers also seeking a
preimplantation genetic diagnostics (PGD).

DOPIify isalso not limited to the area.of PGS, having the potential
for application in other areaswhere whole genome amplification
of asingle or small number of cellsisrequired.

Theuseof RHS ssingle cell whole genome amplification technol -
ogy could be extended, for example, into the animal health and
pathology sectors.

On an NGS platform, aminimum of 24 embryos are needed.

Progress with EmbryoCellect

The selling of EmbryoCellect and management of customer rela-
tionships continues to be refined by RHS. Training constitutes a
significant challenge for the company, both in terms of the re-

sourcesrequired, and the ability of traineesto learn and follow the
protocolsrequired for EmbryoCellect.

The company has devel oped a new web-based training program.
On sitetraining can take up to four days and can belimited to the
staff of onelab, with staff from rival labsin the same geographic
location generally not welcome over an extended or week long
period. Webinars alow RHS staff to access more technical staff
requiring training, fromrival companies, inthe samearea.

The company currently completed aweb-based program for cus-
tomersin lsrael and hasfour morein the pipeline.

Summary

The take-home message from RHS' slaunch of DOPlify isthat it
can now offer non-1VF and IVF marketswith asingle cell, whole
genome amplification NGS offering, thusbringing it into competi-
tion with Rubicon Genomics, Sigma, Qiagen and Y ikon Genomics.

Reproductive Health Scienceis capitalised at $5 million.

Bioshares recommendation: Speculative Buy ClassB

— Acrux cont'd

Theformulation of the company'sfirst threetopical generic prod-
ucts has been completed. These three products have an
addressable market worth in excess of US$500 millioninthe US.
The development of thesefirst three generics remains unaltered
at this point with thefirst product expected to be launched in the
USin 2019 with al threeto reach the market by 2021.

The onychomycosisprogramwill cost around $30 millionto bring
to market. Thisprogram combinesan existing antifungal drug with
animproved delivery profile.

The outcome of the patent decision meansthere may be acurtail-
ment of the R& D program. In 12 monthstime Acrux had expected
to have between five to seven generics in development. So it is
possiblethat the rate of topical generic development may need to
be slowed.

Acrux may also need to partner the onychomycosis program ear-
lier, or alternatively discontinuethe program, if areappraisal of its
budget and ROI analysis of programsresultsin adownwards re-
rating. These are the options that the company has to reduce its

cash expenditure. We also believe that Acrux aso hasthe option
to return to capital markets in the future, provided it can offer a
coherent investment proposition.

Acrux has previoudly stated that it believes the revenue from the
generic products in development could match last year's Axiron
royalty revenue by the early part of next decade.

The attraction of the generic topical market is a lower level of
competition. Acrux isapplying its experiencein topical drug de-
velopment to this market opportunity.

Bioshares recommendation: Speculative Hold Class B

(The stock has been removed from the Bioshares Model
Portfolio)
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Full Year Results Wrap: SOM, NAN, IPD, CGS

Somnomed — Sales to Exceed 70,000 Devices in FY17
Somnomed (SOM: $3.48) increased revenue by 28% to $44 million
in FY 2016. Net profit for theyear fell by $0.4 millionto $0.16 mil-
lion. Overdl unit salesgrowth of the company's mandibular splints
(used for the treatment of sleep disordered breathing) increased
by 15% for theyear to 58,983 devices. However, growth in devices
through the company's direct distribution channels increased by
29% for theyear.

There has been very good take-up of the company's new prod-
uctsin the US, with the Somnodent Herbst Advance product now
making up 22% of direct sales. The Somnodent Air and Somnodent
Air+, which are budget versions of other similar Somnodent prod-
ucts, made up 7.9% of direct salesinthe US.

Somnomed is forecasting a 20% growth in unit salesthisyear to
over 70,000 devices. Revenueisforecast to grow by 23% to over
$54 million. The company is expecting EBITDA to double to $4
millionintheyear.

In May thisyear Somnomed announced that it would roll out five
deep treatment centresin the US under anew entity called Sleep
Centres America Inc (SCA). That business is expected to treat
over 1,000 patientsthisyear (with Somnomed products), generate
revenue of over $2 million, producing an EBITDA loss of $4 mil-
lion. By theend of FY 2018, SCA expectsto have 18 centresopera
tiona inthe US.

Somnomed owns 84% of SCA, with the balance owned by opera-
tors of a similar deep treatment business in Texas. Somnomed
expectsto invest around $500,000 in each new centre, with each
centre expected to reach breakeven within 12 months.

Somnomed finished theyear with $17.6 millionin cash. Itistrading
a aprice-saes ratio (less cash) of 3.3 times based on forecast
FY2017 sdes.

Biosharesrecommendation: Buy

Selected FY2016 Results Summary

Nanosonics —22% Market Penetration in Nth America
Over FY 2016, Nanosonics (NAN: $3.00) increased itsinstalled base
inNorth Americaby 74%to over 8,700 systems (22% market pen-
etration) and 10,000 unitsglobally (8.3% market penetration).

For the 2016 financial year salesincreased by 93% over the previ-
ousyear to $42.8 million. The company made afull year profit of
only $0.12 million. However it moved through an important inflex-
ion point during the year delivering anet profit of $3.4 millionin
the second half of FY 2016.

Nanosonicsincreased itsR& D expenditure by 50%to $7.3 million
last year. It has increased its sales staff by 18% over the year to
150 employees.

The company has not made forecastsfor FY 2017. However, it has
indicated that the global addressable market for Nanosonics
Trophon EPR ultrasound probe disinfection systems is 120,000
units, with the potential market in North America alone being
around 40,0000 systems.

Nanosonics generates sales from Trophon systems, from acces-
sories, service, and consumabl es. Consumables make up around
35% - 40% of revenue at this point. At its current trajectory, we
estimate salesover FY 2017 will reach $90 million.

Nanosonicsis capitalised at $888 million. The company finished
theyear with $49 millionin cash.

Biosharesrecommendation: Hold

Impedimed — Stronger Sales Growth Anticipated
Impedimed (IPD: $1.53) increased its revenue over the year by
21% to $5.8 million. After spending much of 2015 preparing for the
full commercial launch of the company'sL-Dex product in the on-
cology area, the company set atarget of gaining entry of itsprod-
uct into 50 leading centresinthe US over calendar year 2016. By
mid year the company waswell ontrack, having secured entry to
33leading cancer centres.

Over 2017, Impedimed isaiming to haveits
L-Dex product installed and integrated at
an additional 50 major cancer centresinthe

Company Sales PCP NPAT ($M) |Forecast FY2017 Cap'n US. It is seeking to have its technology
change (M) | adopted asthe standard-of-carein the man-
Cogstate $27.1 69% $2.6  [20% growth in sales contracts | $85 agement of patients who have undergone
(US$33.5M) cancer surgery to prevent the occurrence

Somnomed $44.1 28% $0.2 $4.0 million EBITDA $197 and progression of lymphedema.
Nanosonics $42.8 93% $0.1 $90 million in sales* $888 Earlier this month the company surprised
investors by announcing that its next prod-
Impedimed $5.8 21% -$26.0 |Stronger sales growth* $572 uct. SOZO. had been launched for use in
the health and wellness markets. The new

* Bioshares estimate

product will alow users to monitor fluid
build up in the body at home to track per-

Cont'd over
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— Impedimed cont'd

sonal performance. SOZO will also be used by ScrippsHealthina
validation study in monitoring patientswith heart failure asalead
up into apivotal study for this new application of the company's
bioimpedance technology.

Datafrom Impedimed'slong term study in preventing lymphedema
following locoregional trestment for breast cancers should start
to emerge in early 2017. This data is expected to support reim-
bursement of the technology across private payors, with CMS
reimbursement in the public health system already in placein the
us

Impedimed finished the year with $82.3 million in cash. Stronger
salesgrowth can be expected in thisfinancia year. Impedimedis
capitalised at $572 million. Impedimed continuesto position itself
very well for widespread adoption of its products into multiple
markets. Weview the stock asatakeover target, afactor support-
ing acontinuation of a Speculative Buy Class A recommendation.

Bioshares recommendation: SpeculativeBuy ClassA

Cogstate —Boosts Staff by 47% to 129

Cogstate (CGS: $0.76) hasddivered an EBIT result of $1.0 million
for theyear (NPAT of $2.6 millionwhichincluded a$1.6 million tax
benefit). The EBIT result wasa$4 million turnaround after the $3.0
million lossin the previousyear.

While the headline figure was within our forecast sales of be-
tween $27 - $28 million, the EBIT waslower than our pre-tax profit
forecast of between $2.1 - $3.8 million. For the year, revenuein-
creased by 69% to $27 million. Contracts signed increased by 20%
toUS$28.5million.

For the year ahead, Cogstate expects contract signingsto increase
at a similar rate (which would see new contracts signed worth
around US$33.5 million). The company also has contracted rev-
enueto datefor FY 2017 worth $17.5 million. Based on these num-
bers, we estimate revenue for the current financial year of between
$37-$40million.

Costsfor new product development were $3.29 millionin FY 2016.
Thisisexpected toincreaseto between $5.5 - $6.0 million thisyear.
R& D hasfocused on upgrading the company's software platforms.
Our estimatefor profit beforetax for FY 2017 isbetween $3.0- $4.8
million.

Cogstate has increased its employee count by 47% over the last
year to 129 staff.

Bioshares recommendation: Speculative Buy ClassA
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Adalta Raises $10 Million from IPO

Adalta (1AD; $0.22) listed on the ASX on Monday, August 22,
after completing an oversubscribed 1PO. The company raised $10
million from theissue of 40 million sharesat $0.25.

The company isdevel oping anovel therapeutic protein, AD-114,
for thetreatment of lung fibrosis (idiopathic lung fibrosis). Adalta
will alsoinvestigate AD-114 asatreatment for scarring inthe eye.

Thefundsraised by Adatawill allow it to progressAD-114intoa
Phase| clinical trial, expand its pipeline and a so build the busi-
ness devel opment capabilities of the firm.

Adalta intends to seek a partner for the further development of
AD-114 onceit has confirmed the safety and efficacy of AD-114in
lungfibrosis.

Why IPF?

Idiopathic pulmonary fibrosisisacondition characterised by short-
ness of breath and worsening lung function. The condition’s ex-
act causes are not known i.e. there does not appear be one single
cause.

What is known is that fibrosis (hardening) of lung tissue takes
place because of abnormal functioning and signalling of aveol oar
epithelial cells and interstitial fibroblasts (within the lungs).
Fibroblasts are cellswhich form part of connective tissue.

Lung biopsies, radiography and CT scansare used in the diagno-
sis of the condition.

Idiopathic pulmonary fibrosisisan attractive market opportunity
because there are few medicines available to treat the disease.
Thesetreatments only work to halt the progression of the disease,
and do so poorly.

Patients diagnosed with | PF survive for an average of four years
post diagnosis. The small number of patients with the condition
meansthat it quaifiesfor Orphan Drug Disease status (<200,000).

Current drug treatments include steroids such as prednisone,
immunosuppressants such as azathi orone and cyclophosphamide,
thetyrosinekinaseinhibitor nintedanib, and the antifibrotic agent
pirfenidone.

Nintedanib (marketed by Boehringer Ingelheim) isasmall mol-
eculedrug which inhibits multiple kinase receptors, including the
platel et-derived growth factor receptors (PDGFR-a phaand -beta),
the vascular endothelial growth factor receptors (VEGFRL, -2 and
-3) and fibroblast growth factor receptors (FGFR1 and -2).

Nintidanib, along with pirfenidone, becamethefirst drugs approved
by the FDA for IPF in October 2014. The US brand name for
nintidanibis OFEV and for pirfenidone, Esbriet.

Roche completed its acquisition of Intermune, the developer of
pirfenidonefor US$8.3 hillion, in September 2014.

Pirfenidone has a different mode of action to that of nintidanib,
influencing or modulating TGF-beta, TNF, IL-10, p38-alphaand
MRCS.

Impact on FVC

Nintedanib showed intwo Phaselll trials (n=1066) that it could
arrest the decline of lung function as measured by the annual rate
of declineinforced vital capacity (FVC).

The adjusted annual rate of change in FVC was 112.7 ml for
ni ntedanib compared to 239.9 ml for the placebo group (p<0.001),
or ab2.1% relative reduction. (Thesetrialsrequired the adminis-
tration of drug over 52 weeks.)

Inthe555 patient, ASCEND study, pirfenidone delivered achange
in absolute FV C of 116ml, ardativedifference of 41.5% (p<0.0001).

I mpact on Mortality

From results combined from the ASCEND study and the 692 pa-
tientsfrom the CAPACITY studies, pirfenidone reduced the risk
of death at one year by 48% compared to placebo.

In the Phase 111 studies of nintedanib, there was no differencein
the treatment groups and the placebo groups in death from any
cause or death from respiratory cause.

AD-114 Mode of Action

Adata s AD-114 has adifferent mode of action. It isdesigned to
bind very selectively to the chemokine receptor CXCR4. This
receptor is elevated in what are called ‘fast progressing’ |PF pa-
tients. The company has shown in an animal model that AD-114
can inhibit fibrocyte migration to the lungsand it has also shown
that AD-114 does not inhibit normal, as opposed to progressor,
fibroblast cells. This would appear to confer an advantage over
nintidanib, which cannot distinguish between either groups of
fibroblast cells, and pirfenidone which does not affect normal
fibroblast cellsbut isnot ableto affect progressor fibroblast cells.

Investment Thesis

The investment thesis pertaining to Adalta begins with the fact
that there are now two drugs on the market for |PF. These two
drugs supply aclinical and regulatory road map, as well as ben-
efits and safety profiles that competitors can aim to better. Such
featureswill be relevant to the companieswith whom Adaltawill
seek to partner AD-114.

A second point is that deal flow in the IPF area has proved that
large pharmaceutical companies have an appetite for new ap-
proaches in the field, including in the protein drug technology
space.

In September 2015, Roche acquired Adheron Therapeutics, for up
to US$550 million, for itsantibody, SDP051, which targetsthe cell
surface protein cadherin-11. The upfront payment was US$105
million. SDP051 had completed aPhase | safety study.

Cont'd over
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Bioshares Model Portfolio (26 August 2016)
Price Price added Recommend- Cap'n Date added Portfolio Changes —
(current)  to portfolio ation ($M) 26 August 2016
Gl Dynamics $0.029 $0.024 Spec Buy B $14 May 2016 IN:
- No changes
Adherium $0.480 $0.495 Spec Buy A $80 March 2015
Bionomics $0.245 $0.295 Spec Buy A $118 March 2016
Reproductive Health Science $0.092 $0.150 Spec Buy B $5 December 2015
Rhinomed $0.021 $0.032 Spec Hold B $17 | December2015 | OUT:
AirXpanders $1.120 $0.745 Spec Hold A $264 | September 2015 | /\CTux removed
Osprey Medical $0.360 $0.695 Spec Buy B $69 September 2015
Atcor Medical $0.130 $0.20 Spec Buy A $26 June 2015
Clinuvel Pharmaceuticals $5.15 $4.15 Spec Buy A $246 December 2014
Innate Immunotherapeutics $0.415 $0.190 Spec Buy A $82 November 2014
Opthea $0.550 $0.160 Spec Buy A $83 November 2014
pSivida $5.100 $3.800 Spec Buy A $174 May 2014
Impedimed $1.530 $0.245 Spec Buy A $571 December 2013
IDT Australia $0.220 $0.260 Spec Buy B $54 August 2013
Viralytics $0.915 $0.300 Spec Buy B $220 August 2013
Somnomed $3.48 $0.94 Buy $192 January 2011
Cogstate $0.760 $0.13 Spec Buy A $90 November 2007

— Adalta contd

In August 2015, Bristol-Myers Squibb paid an upfront of US$150
million for Promedior for the right to acquire the company, with
US$1.25 hillion in milestone and other payments to follow. The
object of the deal was PRM-151, a recombinant form of human
pentraxin-2 protein. This protein targets monocytes and
macrophages in areas of tissue damage and also, according to a
company statement, “prevent and reverse fibrosis’. PRM-151 is
currently being evaluated in Phase| trialsfor IPF and myel ofibro-
sis.

Adalta sworkplan for the remainder of 2016 and throughout 2017
includes manufacturing drug material for toxicology studiesfol-
lowed by a Phasel trial in 2018.

Inparallel, however, the company will be releasing more pre-clini-
cal datathat will hopefully strengthen the scientific basis for the
AD-114 role in IPF as well asin its ability to influence hyper-
trophic scarring (scarring related to skin damage).

The appeal of Adaltaisthat itisacompany that hasthe potential
to cut one, maybe more, very large deals and do this at an early
stage in the development process. This is because of the largely
uncontested, or historically unsuccessful, field of |PF drug devel-
opment and thefact that current treatments, including pirfenidone
and nintidanib, do not have a game-changing impact on the dis-
ease.

Another attraction with the company’s protein drug technology
isthat it can potentially give rise to protein drugs that could be
administered orally or inhaled, unlike many protein drugswhich
must beinjected. However, this multiple-routes-of-administration
feature will have to be thoroughly tested and proven in humans
beforeit isto be of any value to the company.

Adaltaiscapitalised at $22 million.

Bioshares recommendation: SpeculativeBuy ClassA
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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
essentialy 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
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 dose to producing positive cash
flows.

Buy CMP is 20% < Fair Vaue
Accumulate CMPis 10% < Fair Vaue
Hold Value = CMP

Lighten CMP is 10% > Fair Vaue
Sell 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 aliances, 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
severd key aress. For example, their cash position is weak, or
management or board may need strengthening.

Speculative Buy — ClassC

These stocks generally have one product in development and lack
many external validation features.

Speculative Hold—ClassAor Bor C

Sell

Corporate Subscribers: Cogstate, Bionomics, Impedimed, LBT Innovations, Viralytics, Phylogica, pSivida, Benitec
BioPharma, Opthea, Reproductive Health Science, Regeneus, | nnate |mmunotherapeutics, AnataraLife Sciences, ResApp,
Pharmaxis, Starpharma, Antisense Therapeutics, Atcor Medical, Dimerix, Cyclopharm, Adalta
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