Inthisedition...

The meltdown in equity markets has
seen numerous biotech stocks fall to
very low levels. The pricesin some
cases appear absurb when real and
substantial progress in developing
their assets has been made. But
investors would want to know: What
are the choice stocks worth? How big
is the discount on the high quality
biotechs? In the first of series of
valuation exercises we run the ruler
over Peplin and the results are
surprising.

We also update readers on Cytopia's
inaugural R& D Day, resultsfrom
Mesoblast’s bone repair trial and
provide further comment on the
Biota-GSK settlement.

Companiescovered: BTA,CYT,MSB,
PLI

Bioshares Portfolio

Year 1 (May '01 - May '02) 21.2%
Year 2 (May '02 - May '03) -9.4%
Year 3 (May '03 - May '04) 70.0%
Year 4 (May '04 - May '05) -16.3%
Year 5 (May '05 - May '06) 77.8%
Year 6 (May '06 - May '07) 17.3%

Year 7 (May '07 - May '08) -36%
Year 8 (May '08 - current) -10.0%
Cumulative Gain 88%

Av Annual Gain (7 yrs) 17.8%

Bioshares is published by Blake Industry &
Market Analysis Pty Ltd.

Blake Industry & Market Analysis Pty Ltd
ACN 085 334 292

PO Box 193

Richmond Vic 3121

AFS Licence

No. 258032

Enquiries for Bioshares

Ph: (03) 9326 5382

Fax: (03) 9329 3350

Email: info@bioshares.com.au

David Blake

Ph: (03) 9326 5382

Email: blake@bioshares.com.au
Mark Pachacz

Ph: (03) 9671 3222

Email: pachacz@bioshares.com.au

Individual Subscriptions (48 issues/year)
$320 (Inc.GST)

Edition Number 275 (8 August 2008)
ISSN 1443-850X

Copyright 2008 Blake Industry and Market Analysis
Pty Ltd. ALL RIGHTS RESERVED.

Secondary electronic transmission, photocopying,
reproduction or quotation is strictly prohibited without
written consent of the publisher.

ISSN 1443-850X

Bioshares

8 August 2008
Edition 275

Delivering independent investment research to investors on Australian
biotech, pharma and healthcare companies.

Peplin Valuation Highlights Market Pricing
Disparity

With the biotech sector having fallen by around 50% over the last 18 months and yet
strong progressin many of the companies continuing, Bioshares will conduct a series of
company valuationsto examine the disconnect between market prices and strong progress
in asset development We will aim to confirm whether it exists or not, and what effect
tougher capital markets and lower share prices are having on the estimated net present
value of a selected number of later stage biotech stocks that can be valued with a good
degree of confidence. The first company to be assessed is Peplin Inc (PLI: 32 cents),
which is conducting Phase 11 trials with its lead compound for the treatment of non-
melanoma skin cancers.

Peplinisin an attractive position for a biotech company. We judge the technical risk for
Peplin as low, with the effectiveness of its topical skin cancer treatment delivering con-
sistent and high quality results. What is a so appealing with this company is that it owns
the technology outright (no licensing fees payable) and its patents extend out to 2018 in
the USwith the possibility for afive year extension to 2023.

Peplin has recently experienced a 12 month delay to itstimeline, when it was discovered
that the therapeutic dose for the treatment required for face and scalp actinic keratosis
(AK) to be lower than that required for treatment of AKs on the 'rest of the body'. The
company is currently conducting a Phase 111 AK study on the rest of the body in 250
patients. The results from this study are expected in the first half of 2009.

Itisalso completing aPhase Il dose finding study for the head and scal p treatment which
will also look at whether a two or three day treatment will be the preferred option. We
expect the AK Phase |1l head and scalp trial to start in early 2009, from which the results
wewould expect to see by the end of 2009. The company expectsto beinapositiontofile
itsdrug for approval inthe USin mid-2010. We anticipate the drug to reach the market in
mid 2011.

Thereisan existing market for topical treatments of actinic keratosiswith 5.5 million visits
each year to dermatologists in the US. From these visits 90% receive some type of treat-
ment, split between 70% using cryotherapy and 30% using topical treatments. The short-
falls of cryotherapy arethat it can be used on discrete lesions only, not for field therapy,
and often does not treat the full condition beneath the skin, resulting in ahigh recurrence
rate. In the US each year about 2000 people die from AKs that have progressed to basal
cell carcinomas.

All of the existing topical treatments have shortfalls, specifically thelong length of treat-
ment required. Peplin’ s drug has the advantage of requiring only three applications com-
pared to several weeks for each of its competitors.

Cont'd over
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Peplinisconducting itsUSregulatory trialsunder a Special Proto-
col Assessment negotiated with the FDA. This gives the com-
pany an added degree of certainty, that if it hits the pre-agreed
endpoints, its drug should get the green light from the FDA.

Valuation

Using the assumptions listed at the right, which includes a higher
discount factor (15%) due to the tighter credit markets, we value
Peplin at $1.90 a share, with the current share price (32 cents)
equating to an 83% discount to this fair value. Thisincludes the
additional shares that would need to be issued to fund the com-
pletion of the development of PEPOO5 for AK therapy, resultingin
fully diluted shares onissue of 315 million.

Funding

Perhaps the most important factor to be considered in the current
climate isthe need to raise further capital by the company. Peplin
currently has about $25 million in funds, enough to support the
next 12 months of operations. Our valuation assumes that $25
million would beraised at current prices (no doubt the company is
exploring other options), afurther $40 million would beraised at 70
centsashare, and an additional $40 million would be raised from
out-licensing rights to PEPOO5 outside of the USA. This totals
$105 million, with $50 million to fund working capital for two years
(2009-2011), $15 million to build a second manufacturing plant,
and $40 millionin fundsto launch PEPOO5 onto the market in 2011.

Summary

Using the assumptionslisted at theright, we value Peplin at $1.90
a share. The company is significantly undervalued but risks re-
main. We believethereisa75% probability that PEPOO5 will suc-
cessfully reach the market, which also meansthereisinour view a
25% chance this product will fail to get to market. If timelinesare
stretched out further, the funding need will increase which will
negatively impact on this valuation as will the delay in building
sales.

Themainrisk for the company isfunding, or rather, the cost of that
funding. It is unlikely that Peplin will not be able to access the
funds to complete the development of its product in our view,
however the price at which those fundswill beraised in the future
will becomeacentral issue.

The second key risk for the company hinges on it ability to suc-
cessfully execute is strategy of building a specialty pharmaceuti-
cal company and managing that growth in the business. The com-
pany has a strong management team and having a supportive US
venture capital investor (MPM Capital) will help mitigate these
risks.

Bioshares recommendation: Speculative Buy ClassA

Assumptions

1. Thereare5.5 million annua visitsto dermatol ogistseach
year for the treatment of AKswith 1.5 million of thesevisits
resulting in a topical treatment. Conservatively, we have
not factored in growth in these visits.

2. PEPOO5 will bereleased inthe USinmid 2011.
Inthefirst year the product will get 5% of topical treatment
market share, increased to 15%, 25% and 30% in subse-
quent years.

3. PEPOO5 will sell for US$500 per treatment dose.
This equates to sales in year one of US$150 million, in-
creasing to US$450 million peak salesin year four.

4. Patentswill gain extension to 2023.

5. Drug has a 75% probability of reaching the market.
Discount rate: 15%

6. Future capital to beraised: $25 million at 35 centsashare,
$40 million at 70 centsashare, and $40 million licensing of
ex-USrights.

7. Peplinwill manufacture and sell thedrug directly intothe
USA.

8. A second manufacturing facility will bebuiltinthe USA.

Valuation does not include:
1. Possibility that more than one treatment dose will be
required per visit.

2. That the proportion of patients treated with a topical
treatment (currently 30%topical, 70% cryotherapy) will likely
increase with amore effectivetopical treatment option over
cryotherapy.

3. Income from sales outside of the USA.

4. Synergy values from selling other in-licensed dermatol-
ogy drugs.

5. Use of PEPOO5 for the treatment of basal cell carcinomas
or wartsand use of PEPOO5 as a systemic therapy for treat-
ment of other cancers (leukemiaand bladder).
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Cytopia R&D Day

On occasion, drug development companies hold R& D Days, the
purpose of which is make coordinated presentations on drug de-
velopment programs in depth to specialised investment and busi-
ness audiences. While R& D Days are not where ‘new’ or market
sensitive information is typically presented, it is a day where
current information can be discussed at greater depth and often
qualified with up to date market or clinical information.

TheR&D Day styleof briefing hasbeenrelatively rarein Australia
owing to the lack of companies that have extensive product and
research development programs that are warrant the analysis and
coverage. CSL is noted for its annual R&D day. Biota has held
R&D daysand Peter Smith, when hewasthe CEO of Amrad also
conducted an R& D day. And just recently Cytopia (28 cents) held
itsinaugural R& D day.

The CytopiaR& D Day commenced with anintroduction by Cytopia
CEO, Andrew MacDonad. Gregg Smith, Cytopia sDirector of Drug
Development and Operations discussed the company’s lead pro-
gram CYT997. Chris Burns, Director of Research described the
CYT387 program. Jim Palmer, the company’ sHead of Chemistry,
discussed the company’s Novartis partnership program.

CYT997

The CYT997 program is Cytopia s most advanced drug devel op-
ment project. CYT997 is designed to interfere with tumour cell
vasculature by targeting a component of cell architecture.

OnePhasel dose escalation study concluded in August 2007. No
objective responseswere seen in 21 evaluable patients. However,
stable disease was seen in 17 patients. Two patients with progres-
sive cancers had stable disease after six cycles on doses up to
202mg/m?. The maximum dose administered was 357mg/m?. The
majority of toxicitiesoccurred at or above 269 mg/m?. At doses of
202mg/m? levelsof thevon Willbrand factor bio-marker peaked at
theend of infusion. Thismarker isknown to be related to endothe-
lial cell shedding and is suggestive of intended drug activity.

Therearetwo Phasell studiesunderway for CY T997. CY T997 has
some unique propertieswhich would appear to extend its applica-
tion beyond solid tumour cancers. Hence, afirst Phase Il tria is
underway in patientswith relapsed or refactory multiple myeloma
patients. The company stated that the advent of Celgene's
Revlimid had caused aslowing in enrolment in Australia. Interim
analysisisexpected in Q4 2008, with final analysisin Q1 2009.

Thesecondtrial isin relapsed glioblastomamultiforme (brain can-
cer). The company is waiting on receipt of ethics committee ap-
proval to commencethetrial at thefirst site.

CYT387

CYT387 isacompound designed to treat myeloproliferative dis-
eases. These are blood disorders that occur when too many red
blood cells and platelets are produced. It is an attractive disease
target because a single mutation (V617F) on the JAK2 kinase is
implicated in almost all of the MPD group of diseases.

CYT387isadua JAK1and JAK 2inhibitor. JAK kinasesare pro-
teinsinvolved in cellular communication. The compound is suit-
able for once a day dosing in an oral form and is described as a
very ‘clean’ compound. Manufacturing and synthesisis described
as straightforward.

A Phase /Il study isbeing planned, which would most likely bea
an open label dose escalation study, enrolling between 28-34 pa-
tients.

The potential for CY T347 to be abreakthrough drug may emerge
quite rapidly following the start of the Phase || component. The
trial isexpected to be completed by end-20009.

Novartis Partnership

Cytopiasigned apartnership with Novartisin 2006 to jointly dis-
cover and design compounds that can block therole of the JAK3
kinase when it does not function properly in auto-immune dis-
eases and in transplant rejection cases.

The program has been fully funded by Novartis. Dueto confiden-
tiality reasons, very little information can be made available re-
garding this program. The company stated that regular dialogue
and data sharing occurs. Cytopia also stated that it had broken
the back of anumber of key challenges. It would a so belooking to
extend the collaboration for afourth year when thefirst three year
term expiresin 2009.

Competitive Position

A feature of each of theindividual program presentations wasthe
inclusion of a section that covered each compound or projects
competitors. These tables have been replicated on the next page.
In the case of CYT997, only two other compounds are further
advanced in the clinic, these being Antisoma’'s ASA404 and
OxiGene's Zybrestat.

For CYT387, thereisasmaller field of competitors, which augurs
well for Cytopia.

There are even fewer drugs in development in the JAK3 space,
which attests more to the high degree of difficulty of designing
compounds against that target. Furthermore the most advanced
compound, Pfizer's CP-690,550 is not selective for JAK3, which
may mean it has limited therapeutic benefit.

Other Notes

The protein crystalography program conducted at Monash Uni-
versity for Cytopia has been very successful with helping the
company solve numerous crystal (ie 3D) structures of JAK pro-
teins, especially with drugs complexed to the proteins.

Cytopia has recently appointed a Drug Development Manager, a
Preclinical Project Manager and a Clinical Project Manager. The
next major appointment will beaChief Medical Officer, to oversee
later stageclinical trials.

Cont'd on page 5

275



Bioshares Number 275 — 8 August 2008 Page 4
Competitive Landscape for Cytopia's Drug Development Programs
Source: Cytopia R&D Day
CYT997 (Vascular Disruption Agent) (Anti-cancer compound)
Company Compound Discovery Pre-clinical Phase | Phase Il Phase Il
Antisoma ASA404 Completed Phase |l trials in lung, prostate and ovarian cancer.
Commencing Phase Ill with Novartis |
Oxigene Zybrestat In Phase II/1l trials for anaplastic thyroid cancer
Cytopia CYT997 Oral and IV, multiple Phase Il studies
Myriad Azika Initiated Phase Il studies for metastatic brain cancer May ‘07
Molmed Arenegyr Currently in Phase |
Establish high dose, MTD and VDA activity
Oxigene Oxi4503 Currently in Phase | dose escalation study
Nereus NPI-2358 Currently in Phase |
MediciNova MNO029 Phase | results due Q4 2008
Epicept EPC2407 Phase | results due Q4 2008
Bionomics BNC105 Phase | initiated Q1 2008
CYT387 (Kinase inhibitor, myeloproliferative disorders)
Company Compound Discovery Pre-clinical Phase | Phase Il Phase Il
Incyte INC18424 Phase Il trials underway in myelofibrosis (MF),
multiple myeloma and rheumatoid arthritis
Exelixis XL019 Phase | for MF. Has CNS issues
Targegen TG101348 Phase I trial for MF initiated in Jan 08
Cytopia CYT387 IND planned end 2008
S*Bio SB1518 IND planned end 2008 ?
Supergen SG1252 Late preclinical
Rigel Discovery
AstraZeneca Discovery
Joint Novartis Cytopia Program (Selective JAK3 inhibitor for autoimmune indications)
Company Compound Discovery Pre-clinical Phase | Phase Il Phase Il
Pfizer CP-690550 Phase llI trials for renal transplant rejection, RA - neutropenia AE
Rigel R348 Phase | trial
(transplant, RA, psoriasis)
Vertex VX-509 IND planned mid 2008 ?
Pharmacopeia  PS020613 Discovery
(psoriasis)
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Cytopia. cont'd

Summary

One conclusion to take away from the R& D Day wasthat Cytopia
isnot a‘one shot at goal’ drug company and holds considerable
in-house drug discovery and design expertise. The company could,
with additional resources, expand clinical programsfor CY T997
and probably bring forward other compounds into the clinical
setting. For example, the JAK 2 kinaseisimplicated in anumber of
cancers and aso in pulmonary hypertension.

Cytopiaiscapitalised a $24 million, and at June30 held $11 million
incashwhichit stated inits preliminary final report for FY 2008, as
being sufficient to fund operationsinto mid-2010.

The stock is very attractive at current prices.

Biosharesrecommendation: Speculative Buy ClassA

Update: Mesoblast

Good results from bone trial

Mesoblast reported the final results from a 10 patient trial con-
ducted at the Royal Melbourne Hospital with its adult stem cell
technology. Thetrial wastesting the ability of the company's mes-
enchymal precursor cells to aid bone healing in non-union long
bone fractures.

The 10 patients had fracturesthat all had not healed for between 5
- 41 months prior to the stem cell implant, with some gaps larger
than 5 cm in length. The results from this study were very good.
Following 12 monthsfollow-up, e ght patients achieved compl ete
bone union, with al being abletoweight bear and return to normal
activities. These eight patients did not require a subsequent bone
graft, with the remaining two patients suffering from bone frac-
turesfrom major traumas.

The current trial was conducted with autol ogous stem cells (pa-
tient's own). Positive results have been replicated in preclinical
studies (in over 400 sheep) using alogeneic stem cells (derived
from unrelated source) which gives the company confidence that
Phase Il trialswith allogeneic cellswill deliver similarly positive
results to this autologous trial.

Mesoblast and itsinvestee company Angioblast expect to be con-
ducting Phase Il programs in the near term using the alogeneic
adult stem cells. Thesewill bein:

Mesoblast trials
Spinal fusion (underway)
Knee osteoarthritis

Angioblast trials

Congestive heart failure (underway)

Heart attack patients (underway)

Diabetic retinopathy/ AMD (to be conducted with partner)

Diabetic retinopathy and

Age-related macular degeneration

Last month Mesoblast/Angioblast indicated they had found an-
other application for the technol ogy, potentially asatreatment for
eyediseases. Inatrial in 42 non-human primates, it wasfound that
when these allogeneic stem cells were combined with an existing
anti-VEGF drug, Lucentis, used for treatment of eye diseasesin-
volving excessive vascularization of the eye, the treatment effect
in combination was better and more sustained with Lucentis used
in conjunction the adult stem cellsrather that Lucentisa one. Given
that Lucentis needs to be injected into the back of the eye every
six weeks, there is an obvious appeal to patients in reducing the
frequency of this treatment.

M esoblast/Angioblast will look to partner thetrialing of thistech-
nology in aPhase Il setting. The owner of Lucentis, Genentech,
might be an obvious potential collaborator.

Bioshares recommendation: Speculative Buy ClassB
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Biota Holdings: Further Comments

Thisweek BiotaHoldings chairman, John Grant, wrote aletter to
shareholdersto explain why Biotaprematurely ended itslitigation
with GlaxoSmithKline, settling for a $20 million payment from
GSK with both partiesto pay for their own litigation costs.

Grant said that part of the board’ s objective of thelitigation wasto
have GSK restore Relenzato an acceptable position in world mar-
kets, after repeatedly claiming for thelast four yearsthat GSK had
failed to effectively market Relenza. The implication is that this
objective had been met; in 2004 Relenza generated royalties of
less than $600,000 and last year generated a royalty stream for
Biotaof $40 million and $20 million thisyear. However, there are
major flawsin thisargument.

Firstly, in July last year, Biotaincreased is damages claim against
GSK from $308-$430 million to $564-$704 million, one month before
it reported its highest annual royalty payment from GSK of $39.8
million.

The second flaw isthat while Biota may be receiving around $20
million of royalties from Relenza sales ayear at present, Relenza
till only has about 20% of the global market for neuraminidase
inhibitor flu drugs, of which the only other such drug on the mar-
ket isthe Gilead/Roche drug Tamiflu. Last year, Tamiflu generated
royaltiesof US$414 million for Gilead, 11 timesmorethan Biota's

peak royalty last year. It isworth remembering that, the majority of
the research for these neuraminidase inhibitor drugs was con-
ductedin Australia, including by Graeme Laver and Peter Colman,
and that Relenza was the first neuraminidase drug to get to mar-
ket.

A third point to make here is that in 2004, there was not a large
market for these flu drugs. Since 2004, 75 countries have now
stockpiled these two flu drugs to cover 25%-50% of their
populations and these stockpiles will need to be replenished. In
2003, Gilead'sroyaltiesfrom Tamifluwas only $15 million and only
$62 millionin 2004, esca ating to apeak in 2007 of US$414 million.
Biotasroyalty flow may have beenlow in 2004 whenitslitigation
actionwasinitiated, but the increased Relenza sales can belargely
attributed to global government stockpiling, not forcing the hand
of abig pharmamarketing partner.

The litigation action initiated by the Biota board was a dismal
failure and this board should accept its mistake and review its
composition with respect to board members who initiated the ac-
tion, rather than claiming an obscure victory from this disappoint-
ing and mis-judged effort.

Bioshares Model Portfolio (8 August 2008 .

Company ( Pric (curren) Price added to Date added Portfolio Changes -8 August 2008
portfolio IN:

Impedimed , o o Aug-08 We have added three companies this week.

Antisense Therapeutics $0.07 $0.07 Aug-08 Impedimed listed in 2007and istracking well

Mesoblast $1.25 $1.25 Aug-08 towards key milestones.

Avexa $0.31 $0.32 Jun-08

Cellestis $2.20 $2.27 April 2008 Antisense Therapeutics is focusing resources on

IDT $1.75 $1.90 March 2008 its acromegaly project and looks likeit will survive

Circadian Technologies $0.80 $1.03 February 2008 the current funding crisis besetting the market.

Patrys $0.26 $0.50 December 2007

NeuroDiscovery $0.10 $0.16 December 2007 Mesoblast has released favourable results of its

Bionomics $0.33 $0.42 December 2007 |  first bone fracturetrial (autologous cells), which

Cogstate $0.11 $0.13 November 2007 | are possibly indicative of the potential of a set of

Sirtex Medical $2.50 $3.90 October 2007 forthcoming clinical trialsusing allogeneic cells.

Clinuvel Pharmaceuticals $0.34 $0.66 September 2007

Starpharma Holdings $0.26 $0.37 August 2007 OUT:

Pharmaxis $1.83 $3.15 August 2007 No changes.

Universal Biosensors $0.73 $1.23 June 2007

Biota Holdings $0.75 $1.55 March 2007

Probiotec $1.35 $1.12 February 2007

Peplin Inc $0.32 $0.83 January 2007

Arana Therapeutics $1.12 $1.31 October 2006

Chemgenex Pharma. $1.10 $0.38 June 2006

Cytopia $0.28 $0.46 June 2005

Optiscan Imaging $0.25 $0.35 March 2005

Acrux $1.25 $0.83 November 2004

Alchemia $0.29 $0.67 May 2004
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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 pogtive cash flows
or closeto producing postive 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-
tially 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 exigting positive cash flows or close to producing positive cash
flows.

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

Accumulate CMPis10% < Fair Value Speculative Buy —Class C

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 —ClassA or B or C

(CMP—Current Market Price) Sl

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 isrelative 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 isweak, or

Biota Holdings, Stem Cell Sciences, Halcygen Pharmaceuticals, Peplin, BioMD, Impedimed, QRxPharma, Patrys, Labtech
Systems, Hexima

Corporate Subscribers: Phylogica, Pharmaxis, NeuroDiscovery, Biotech Capital, Cytopia,Arana Therapeutics, Starpharm
Holdings, Cogstate, Xceed Biotechnology, Optiscan Imaging, Bionomics, ChemGenex Pharmaceuticals, Circadian Technologies,
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