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This week two Melbourne-based biotechs
were moving in starkly different direc-
tions. Avexa has closed itslead HIV
program, which should not come as any
real surprise given thefailureto securea
licensing deal over thelast two years. In
contrast, Mesoblast istransforming itself
into aglobal adult stem cell technology
powerhouse by acquiring theremaining
interests of itsinvestee company, Angiobl ast
Systems.

We aso provide more coverage from the
B10 2010 conferencefrom Chicago earlier
this month, hearing from four biotech
CEOs who had successfully sold their
platform technology companiesin recent
years for very hefty multiples.
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AvexaWinds Down; Mesoblast Consolidates Global
Stem Cell Business

Thisweek Avexa (AV X: 2.6 cents) announced it would be closing itslead HIV program
for the drug candidate apricitabine. The reason announced for closing the program was
dueto an inability to conclude alicensing deal for the compound. The company’s CEO,
Julian Chick resigned from the board immediately and will step down as CEO at theend
of this month. The company’s share price came crashing down this week, falling 78%
to end the week at 2.6 cents. The main surprise for investors should have been that the
closure of this program took so long to eventuate.

Apricitabine program falls off rails, November 2007

Following successful Phase I1b resultsin treating patients with HIV announced in early
2007, Avexaimmediately raised $79.5 millionto fund its Phase |11 pivotal program. This
was supposed to be enough to complete clinical development and file the drug for ap-
proval. However, the commercial viability of this program became questionable in late
2007 at the company’sAGM, just eight months after the capital raising was announced.

At that AGM, the company announced that the FDA had requested Avexa to include a
higher doseinthe Phaselll trias. Thiseffectively madethetrial acombination of aPhase
Il dose ranging study and a Phase I11 trial. The outcome was that patient numbers would
have to increase from 800 patients to 1800 patients, which alarmingly, Avexa could not
fund with the money raised earlier that year.

Bioshares opening comments following that AGM (in Bioshares 242 in November
2007) were “Warning signs are emerging with this stock”. At the time the stock was
trading at 64.5 cents and we placed a Sell recommendation on the stock with a three-
month price target of 40 cents. In hindsight that price target was generous. Other con-
cerns remained over the patent life over the program, with composition of matter pat-
ents expiring in 2013, and we ended our note by saying “the outlook for this programis
dimming”.

In August 2008, we placed a Speculative Buy Class B on the stock after it had fallen to
31.5 cents, but the stock had further to fall with concerns about securing apartnering deal
increasing. After two years of running a Phase |11 trial the company could not complete
onitsown, Avexawas unable to partner itslead program. In October 2009 the company
announced it would stop its Phase 111 trial, un-blind data and assess the progress. The
aimwasto attract apartner with the additional data, although anew trial would then need
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to be conducted to get the drug candidate to market.

Surprisingly the company was able to raise a further $15 million
in November/December last year having to scale back subscrip-
tions for stock.

When the Phase |11 results were rel eased in February of thisyear,
the results were disappointing because they did not match the
very good Phase |1b results from 2007. This prompted another
Sell recommendation from Bioshares.

Reasons for apricitabine development failure

On May 6 (last week) Avexa received news that the last party
involved in partnering discussions did not want to proceed with
licensing Apricitabine. Avexa listed three reasons for an inability
to partner itsApricitabine program. Thefirst wasthe large commit-
ment required inview of other factors, including US market exclu-
sivity. This relates back to the short patent life on apricitabine,
an issue raised by Bioshares in at least 2007.

The second factor was the high dosage required of apricitabine,
making it difficult to combineinto one pill with other HIV drugs.
Datamonitor’sanalyst, Hedwig Kresse, said thisweek oncedaily,
cross class, fixed dose combinations, such asAtripla(a combina-
tion of two Gilead drugsand one BM Sdrug) will drivethe market
growth in the HIV space. Datamonitor expects Atripla sales to
peak next year and US$2.4 billion, and will befollowed by Gilead’s
QuadPill, which includes four drugs into the once daily pill.
Datamonitor says the shelving of apricitabine does not come as
a surprise in the competitive HIV market, and the twice-daily
dose impeded the combination with other retroviral drugs limit-
ing its scope.

The third factor cited by Avexa for ending apricitabine develop-
ment was the inability to assess the level of activity of
apricitabine when used in combination with new active drugs on
the market (which presumably reflects the effective treatment
regimes available for combating HIV infection).

Avexaexpectsto have $23 million infundsat the end of thisfinan-
cia year. It is conducting areview on current projects and M&A
opportunities.

Thelessonsto belearned from Avexaare: theintellectual property
position of a program remains a key investment parameter; the
strategic market positioning of anovel therapy is crucial and one
that needs to be regularly revised and questioned; and companies
should not start pivotal clinical studies unless there is the finan-
cial capacity to complete that program.

Bioshares recommendation: Under Review

Bioshares recommendations on Avexa

Date Price Recommendation
23 November 2007 64.5 cents Sell

15 August 2008 31.5 cents Speculative Buy Class B
13 February 2009 8 cents Avoid

5 February 2010 13.5 cents Sell

Mesoblast Sizes Up With Angioblast Acquisition

Mesoblast has reached agreement to acquire the remaining assets
of itsinvestee company, Angioblast Systems Inc, forming one of
the leading and possibly the largest adult stem cell companiesin
the world. In a complicated structure previoudly that has seen
Mesoblast with commercial rights to orthopedic applications of
the same mesenchymal precursor cell platform, and Angioblast
owning rights for cardiac (and other) applications, the proposed
merged business will provide investment and operation clarity.

Mesoblast has also raised $27 million ($13 million of whichiscom-
mitted but subject to shareholder approval), which based on Fri-
day’sclosing price, will give Mesoblast a market capitalisation of
$537 million. The acquisition values Angioblast at $239 million
and the core Mesoblast assets (excluding the 33% ownership in
Angioblast) at $161 million.

Angioblast has more advanced clinical programs, with a pivotal
study anticipated starting in cord blood expansion for bone mar-
row transplant in the next 12 months. That product isbeing devel-
oped under an orphan drug designation. A pivotal trial could in-
volve asfew as 100 people with a three month endpoint. Angiob-
last also has delivered positive interim Phase |1 data in the treat-
ment of heart failure. Mesoblast is conducting a Phase [1 trial in
spinal fusion and isdue to start aPhase |1 trial in the regrowth of
spinal disc cartilage. Mesoblast isalso looking to haveits product
for the repair on non-union long bone fractures available in Aus-
tralia this year under the Special Access Scheme.

Under the sale agreement, Angioblast shareholders are entitled to
receive 15% ($24 million) of their consideration in cash, which the
company says isto fund capital gainstax requirementsinthe US
for US shareholdersin Angioblast.

The combined entity givesinvestorsin Mesoblast greater clarity
in their Angioblast investment and reduces the risk profile of the
stock withagreater breadthinclinical programs. It will also allow
the company to more objectively prioritise the commercia pro-
grams and streamlines the management of the businesses. With a
capitalisation of around $500 million, future capital raisesof up to
$70 million would be possible without requiring sharehol der ap-
proval. That level of investment would allow the company to sig-
nificantly expand its clinical trial activity which should continue
to build shareholder value if positive results can be achieved.
There appears to be sufficient interest in Mesoblast’s work to
support acceleration of the company’s activities.

Biosharesrecommendation: SpeculativeHold ClassA

Bioshares
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BIO 2010 Coverage: The Deal Makers — M&A Success Stories

This session brought together the CEOs from four biotechs that
were acquired for attractive multiples between 2005 and 2007. The
panel comprised Bob Connelly (ex-Domantis), Duncan Higgons
(ex-Transform Pharmaceuticals), Tillman Gerngross (ex-Glycofi)
and John Mendlein (ex-Adnexus).

Bob Connelly, Domantis (currently CEO Pulmatrix)

Bob Connelly was instrumental in growing the Domantis busi-
ness, which culminated inits saleto GlaxoSmithKlinein 2006 for
US$454 million. (Former Arana T herapeuti cs/Peptech sharehol d-
ers will remember this transaction, since Arana as a 31% share-
holder and received an estimated $170 million from the sale.
(Current shareholders of Pharmaxis would also be keen to fol-
low the development of Pulmatrix, a company developing drugs
to treat lung conditions such as COPD).

Domantis was sold six years after itsinception. Greg Winter and
lan Tomlinson founded the company. Greg Winter was previ-
oudly a founder of Cambridge Antibody Technology and a key
inventor of antibody humanization technologies.

In 2000, Domantis was established asa virtual company and one
employee, Bob Connelly. In 2001, the decision was made to focus
on the most risky of a range of potential applications, that of
domain antibodies, which are smaller fragments of antibodies.
The goal was to engineer a single molecule that could bind to

multiple targets, that did not need to be administered by injec-
tion, and could be directed to new targets due to the much re-
duced size of the molecules.

Initsvirtual phase of existence, US$20 million wasraised. But by
2005, Domantis had raised $75 million, mostly from strategic part-
ners, with staff numbers growing to 65. Connelly said that early
on, Domantis moved away from the service provider model. The
reason Domantis was bought, in the end, was because it had alot
of unpartnered products in development.

Prior to sale, Domantis had closed a Series C round, with three
years worth of cash in the bank and was probably three years
away from establishing proof-of-concept of the dab technology.
At the time Domantis had one pre-clinical asthma program asits
most advanced product.

“Timing iseverything” said Connelly. In the year beforeits acqui-
sition, Glycofi and CAT had been acquired. “Peoplewerejumping
on companies in the space”. Then the company was put in play,
with an unsolicited proposal, although there had never been any
discussion previously about selling the company, because (board
and management) never thought they could get the values that
warranted its sale. There were five companies that did diligence,
but this fell back to two. Connelly believed that GSK wanted
Domantis primarily for the people, itstoolkit and freedom to oper-
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ate in the antibody space, but having an unencumbered pre-clini-
cal program was al so important.

Duncan Higgons, Transform Pharmaceuticals
(currently Agios Pharmaceuticals)

Transform Pharmaceuticals was founded in 1999 by Nick
Galakatos, who was formerly with Millennium Pharmaceuticals.
Investors originally were MPM and Polaris, athough strategic
investors came to include Johnson & Johnson and Eli Lilly.
Duncan Higgons came on board as CEO in early 2003.

By the time of its acquisition in 2005 for US$230 million cash,
it had raised US$60 million, achieved revenues of US$35 mil-
lion and employed about 80 people.

The original technology started out as a form and formulation
platform, with core competenciesin physical chemistry, materials
science and high throughput screening, with the focus in the be-
ginning on lower value service provision. However, it progressed
to higher value higher risk areasincluding transdermals, biologics
and convergence products. By the time of acquisition, the com-
pany had some significant dealsin the pipeline. And it had started
aproductsinitiative. The company eventually took aliquid formu-
lation product from alead to Phase Il in 18 months.

Leading up to the acquisition, Transform Pharma found a new
crystal form of topiramate (an epilepsy medicine) but did not real -
ize they had beaten J& J in patenting the chemical. Transform set
out to do adeal ontopiramate, however, thisprogressed into afull
acquisition. The acquisition process began nine months after the
topiramate deal . A portion of the US$230 million waswithheld for
18 months as contingency for any liabilitiesthat might arise. The
return to investors was between one and five fold.

Higgons said that the sale of Transform should be been done
much earlier and should have moved to developing higher value
assets much sooner and been more aggressive in doing so.

Tillman Gerngrass, Glycofi (currently Adimab)

Glycofi wasfounded in 2006 and sold to Merck for US$400 million
in March 2006. Investorsincluded Polaris, SV Life Sciences, Eli
Lilly, Merck, and Boston Millennia Partners. Total invested capita
was $28 million, with the return on investment fourteen fold.
The sale processwasrun asalimited auction managed by Morgan
Stanley.

Glycofi was a platform technology company that developed a
yeast system to make glyco-proteins. The firm’s technology was
targeted at making more effective biologics by controlling the
sugars that decorate proteins in a way that was superior to that
achieved by using CHO cells.

Thesale originated in adeal with Eli Lilly, who wanted to expand
the arrangement. However, the company said to Lilly that it was
too busy working on projects for Merck. This stimulated a pro-
posal to acquire the company from Lilly. However, under the state
laws that governed the company, other shareholders were to be
notified of any bid, and this is what led to the acquisition by
Merck, since Merck was a sharehol der.

Gerngrass said in retrospect, they had been ‘lousy’ in articulating
the value of Glycofi to investors, with the capitalisation of the
company not reaching $70 million when acapital raising was con-
ducted in year six with the company being sold four months later
for $400 million. He remarked that he didn’t make that ‘mistake’
with his current company Adimab, founded in 2007, which has
had five rounds of financing, with investors coming to Adimab
and not the reverse.

John Mendlein, Adnexus

(currently CEO Fate Therapeutics)

Adnexus was sold to Bristol Myers Squibb in September 2007
for US$430 million plus a US$75 million earnout. All up, US$50
million had been invested in the company. In setting the scene,
Mendlein said that at the time biologics companies were devel-
oping a scarcity value, sometimes leading to auction processes
with large pharma companies. “ There was some concern that
they would not be able to participate in biologics the way they
needed to build out a robust pipeline.”

Significantly, Adnexus completed a ‘very important” pre-clinical
deal with BM Swhich allowed the company skip afinancing round.
The company was initially founded as Adzymes. Investors in-
cluded Polaris, Atlasand Flagship. However, in 2004-05 it absorbed
the assets of Phylos, for its Adnectins and Profusion technolo-
gies.

Initially the company, like Domantis, was devel oping ahybrid model
of service provision and partnerships. However, it shifted towards
drug development. Mendlein commented that the company em-
ployed people who had been associated with bringing 20 prod-

Free Biotech Investor Forum

The ASX is holding a free investor forum featuring six listed
Australian biotech companies. The forum will be held on
Thursday 20 May in Sydney. Companies presenting will be
Chemgenex Pharmaceuticals, Living Cell Technologies,
Alchemia, QRxPharma, Starpharma Holdings and Acrux.

To register visit: www.asx.com.au/spotlight
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Bioshares Model Portfolio (14 May 2010)

Company Price (current) Price addgd to Date added Portfolio Changes - 14 May 2010
portfolio

Tissue Therapies $0.19 $0.21 January 2010 IN:

Biodiem $0.16 $0.15 October 2009 No changes.

QRxPharma $1.20 $0.25 December 2008

Hexima $0.29 $0.60 October 2008 OUT:

Atcor Medical $0.13 $0.10 October 2008 No changes.

CathRx $0.16 $0.70 October 2008

Impedimed $0.67 $0.70 August 2008

Mesoblast $2.09 $1.25 August 2008

Circadian Technologies $0.70 $1.03 February 2008

Patrys $0.11 $0.50 December 2007

Bionomics $0.30 $0.42 December 2007

Cogstate $0.26 $0.13 November 2007

Sirtex Medical $5.36 $3.90 October 2007

Clinuvel Pharmaceuticals $0.23 $0.66 September 2007

Starpharma Holdings $0.57 $0.37 August 2007

Pharmaxis $3.29 $3.15 August 2007

Universal Biosensors $1.53 $1.23 June 2007

Probiotec $1.44 $1.12 February 2007

Acrux $1.95 $0.83 November 2004

Alchemia $0.60 $0.67 May 2004

ucts to the market and had been responsible for 50 INDs. “We
had the DNA inside the company to take usto thelong haul.” The
goal was to build a pipeline but also keep part of the pipeline.

Mendlein noted that the pressure began to grow to have human
clinical data to show that this new class of biologics was safe,
since concerns had been expressed that the technology might
create mutagenic compounds. In February 2007, the company be-
ganitscollaborationwith BM S, By July it closed aSeries C round,
raising $15.9 million, and by August it had filed for an 1PO.

However, by September the deal with BM S took place. At about
the time of the acquisition was initiated, Adnexus had begun
preparationsfor a Phasell trial, and also begun development of
manufacturing capabilities. “There was a lot of operational ex-
ecution at about the same time as we were starting to explore
our strategic options.”

“BMSwasquite smart” Gerngrasssaid. “Therewasavery strong
joint program execution. In other words we were executing on
targetswe had already agreed to with BM S and already generated
very interesting data they hadn’t seen before. This happened very
quickly and in avery capital efficient manner.”

Summary

Several themes emerged from the discussion that followed. Each
company, prior toitsacquisition, either had acollaboration or was
establishing one with its acquirer. All companies had a platform
technology of some description, several offered strong IP posi-
tions and freedom to operate within current monopoly areas, all
were bought by aggressive, sophisticated buyers. And in severa
instances, the acquisition allowed the buyer to complement and
infill its technology and product base.

Another theme wasthat all companieswere, in general, aiming to
build arobust, stand alone business, in other words, they weren’t
built asa ‘spec house’ in the hope that a buyer would come along.
And finally, the move from the service provision model to product
development model, qualified with the objective of getting aprod-
uct in the clinic to validate the technology was also an important
factor in generating a higher sales multiple.
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How Bioshares Rates Stocks

For the purpose of valuation, Bioshares divides biotech stocks into
two categories. Thefirg group are sockswith exigting postive cash flows
or closeto 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 essen-
tialy speculative propositions, Bioshares grades them according to
relative risk within that group, to better reflect the very large spread
of risk within those stocks.

Group A
Stockswith existing positive cash flowsor closeto producing postive cash
flows,

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

Speculative Buy — ClassA

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 - ClassB

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 severa key areas. For example, their cash position is weak, or

Buy CMPis20% < Fair Value management or board may need strengthening.

Accumulate CMPis 10% < Fair Value Speculative Buy — ClassC

Hold Value= CMP These stocks generally have one product in development and lack
Lighten CMPis 10% > Fair Value many external validation features.

Sell CMPis20% > Fair Value Speculative Hold — ClassAor B or C

(CMP—Current Market Price) Sl

Corporate Subscribers: Pharmaxis, StarpharmaHoldings, Cogstate, Bionomics, ChemGenex Pharmaceuticals, Circadian
Technologies, BiotaHoldings, Hal cygen Pharmaceuticals, |mpedimed, QRxPharma, Patrys, LBT Innovations, Hexima, Tyrian
Diagnostics, Mesoblast, Atcor Medical, CathRx, BioMd, Tissue Therapies, Viraytics
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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
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