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Sirtex Medical hasonly penetrated a
small portion of the global liver cancer
market. Will its Sir-Spherestreatment
ever become amainstay therapy for
unresectable primary liver cancer and
how isit positioned against drug
therapies such as Sorafenib and TACE?
We answer these questions in this
edition, following a briefing from one of
the leading global authoritiesinthis
space.

And with reporting season underway,
we look at two Melbourne-based
pharmaceutical businesses, Medical
Developments Int. and Probiotec.
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Sir-Spheres Consolidates its Position for
Treating Primary and Secondary Liver Cancer

The global adoption of the Sirtex
(SRX:$5.03) liver cancer therapy, Sir-
Spheres, continuesto progress. Thisweek
Professor Bruno Sangro, Professor of
Hepatology inthe Liver Unit of the Clinical
University of Navarra, Pamplona, Spain,
visited Australiato explain hisfindingson
the use of the Sir-Spheresfor thetreatment
of primaryliver cancer.

Key Terms

Radioembolisation (RE) — This
includes Sr-Spheres and
TheraSpheres (a similar glass bead
product from Nordion)

TACE —Trans-arterial chemo-
embolisation

Sir-Sphereswere approved initially for the HCC — Primary liver cancer

trestment of secondary liver cancer that has
spread from the colon. Thereis potentially
amuch larger market for those peoplewho
have primary liver cancer (called HCC for
short), with around 750,000 cases diagnosed globally each year. The effectiveness and
suitability therefore of Sir-Spheresfor thetreatment of HCC isavery important issuefor
the company in terms of increasing its adoption.

ENRY — European Network on
Radioembolisation with Yttrium-90
Resin Microspheres analysis

Professor Sangro wasthe chair of the ENRY analysis, areview that looked at 325 people
with inoperable HCC who had previously been treated using Sir-Spheres. The results
from that analysiswere published in the journal Hepatol ogy in September in 2011.

Professor Sangro presented asummary from not only the ENRY analysis, but datafrom
other studies with radioembolisation (Sir-Spheres and the glass beads developed by
Nordionwhitrh aso contain Y ttium-90), and other therapiesincluding TACE (trans-arte-
rial chemo-embolisation) and the drug Sorafenib.

Outcomes

The outcome from this wider analysis suggests that radioembolisation (including Sir-
Spheres) — RE for short —has aplacein the treatment of HCC. The main competitionis
TACE and according to Professor Sangro, who would be considered aleading authority
inthisarea, thereisaplacefor both therapies.

Thereisno head-to-head comparison between TACE and RE and according to Professor
Sangro, thisis unlikely to occur asit would require over 1,000 patients to gain a clear
result. Looking at historical data, asimilar survival isachieved from both therapies how-
ever RE isbetter tolerated than TACE. Themain side effectsof pain, fever and nauseaare
transient for RE. Patients generally only require mild pain killersfor avery short term.
With TACE, the side effects are more prolonged.

Cont'd over
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The survival benefit of RE iscomparable also to Sorafenib but is
better tolerated than Sorafenib with 38% of patients discontinu-
ing Sorafenib drug therapy. The major side effect with Sir-Spheres
treatment is gastrointestinal ulceration, although rates arelow at
3.7%, accordingtothe ENRY analysis. Thedelivery of Sir-Spheres
hasimproved significantly sincethetherapy first madeit to mar-
ket in 2002. Professor Sangro said the ddlivery, including the cath-
eter used, isextremely important.

Thisisnot to suggest that RE will replace existing therapies. Pro-
fessor Sangro stressed that more, not less, treatments need to be
made availablefor patientswith HCC.

Professor Sangro hastreated hundreds of patientswith Sir-Spheres
since 2003. He has been an early adopter. Over that time, he has
seen over 50 patientswho had survived for more than five years.
Over that time he has not seen cirrhosis occur as aresult of the
treatment.

An interesting aspect to RE therapy said Professor Sangro isthat
it isvery robust and consistent across patient groups. Three dif-
ferent study groups have shown very similar survival periods
based on their disease progression prior to receiving RE therapy.
Disease control is between 80%-90% and tumour responseis be-
tween 40%-50%.

Selection of RE Therapy

There are a number of factors that oncol ogists need to consider
when choosing between TACE or RE therapy. Theseinclude the
size of the cancer nodules, the number of nodules, their location
and the vascular invasion of the tumour. In some cases Professor
Sangro has used TACE for one lobe of the liver where there are
smaller tumour nodules and RE therapy on the other lobe where
therearelarger tumours.

He has successfully used RE for patients on aliver transplant list
and some patients following RE therapy can have their tumour
downsized making them suitable for transplant as their overall
tumour load has decreased.

The use of RE with Sorafenib a so needsto be explored said Pro-
fessor Sangro.

Trials Underway

HCCtrials

Triaslooking at Sorafenib treatment with Sir-Spheresare currently
underway. A 360 patient trial, titted SORAMIC and run by Bayer
and Sirtex, is comparing Sorafenib and Sir-Spheres against
Sorafenib alone. It had recruited only 3% of patients at June 30
last year. In a28 patient study from Singapore, resultsreleased in
June 2010 showed that Sorafenib with Sir-Spheres was effective
(12.75 months median survival) but there was no control arm. An-
other trial, SIRveNIB, was started last year comparing Sir-Spheres
directly against Sorafenib. Thistrial was 15% recruited at the end
of Junelast year.

Secondary liver cancer trials
Two largetridsareunderway (SIRFLOX and FOXFIRE) looking at
Sir-Spheresasafirst linetherapy for metastatic colorectal cancer

that has spread to theliver. SIRFLOX was 56% recruited at theend
of Junelast year and FOXFIRE was only 9% recruited at the same
time

Earlier thismonth Sirtex announced that it will initiate a400 patient
trial comparing Sir-Spheresdirectly against Sorafenibintreating
HCC in France. The tria will be sponsored by the Paris public
hospital system and will involve 20 specialist treatment centresin
France. It isan interesting development. Datacompiled by Profes-
sor Sangroindicatesthat historical survival ratesin patientstrested
by Sorafenib or by Sir-Spheres are similar. But up to 80% of pa-
tients on Sorafenib therapy experience side effects and 38% dis-
continue treatment. Thistrial islooking at whether Sir-Spheres
deliver abetter outcome for patients than Sorafenib.

Increasing Acceptance

Bioshares attended another Sir-Spheresmedical seminarin 2011.
There appears to be an increasing acceptance/interest in the Sir-
Spheres technology from oncologists in the last year. The data
that isemerging, including the data presented by Professor Sangro,
supportsthe wider role of Sir-Spherestherapy in the treatment of
liver cancer.

Adoption of Sir-Spheres for HCC

Inthe US, Sir-Spheres are only approved for the treatment of sec-
ondary liver cancer. However, in about 20% of cases, it isused off-
label for treatment of primary liver cancer aswell.

According to Professor Sangro, in Germany, all of the big medical
institutions are making Sir-Spheres treatment available. In Italy
many centres are using the approach and in the UK and France
application of the therapy for HCC treatment hasjust started.

Summary

There are very few effective treatment options available for peo-
plewith liver cancer, whether they be primary or secondary can-
cers. The Sir-Spherestreatment lookslikeitisonitsway to being
widely accepted as atreatment option for this disease. Asresults
emergefrom magjor trials, the therapy may be used morefrequently
both as afirst line treatment for secondary liver cancer, and also
for thetreatment of primary liver cancer, either with Sorafenib, or
potentially in place of Sorafenib pending trial outcomes.

For investorsin this stock, our view isthe increasing adoption of
Sir-Spheresfor thetreatment of primary liver cancer should under-
pin strong top line growth of over 20% per annum for at least the
next fiveyearsfor Sirtex.

Sirtex Medical iscapitalised at $281 million.

Biosharesrecommendation: Buy
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Medical Developments’ Profitable First Half; Holds $4 Million in Cash

Medical Developments International (MDI) (MVP: $0.62) has
posted animpressive half year profit result, with a43.8% lift in net
profit. The company booked a net profit for the half year of $1.2
million, compared to $0.8 million for the previous corresponding
period. Salesfor the half year were $5.3 million, compared to $5.1
million for the same period ayear ago, an increase of 3%.

Gross marginsincreased from 63%to 71%, and EBIT marginsin-
creased from 22.5%to 32%. Cash at the end of the period was $4
million, up from $3 million ayear ago. However, MDI intendsto
pay afully franked 3 centsdividend, atotal sum of $1.54 million
(and which is not reflected in the company's cash balance for
December 31, 2012).

The company hasadividend reinvestment planin place, which for
itspreviousdividend saw 1.9 million sharesissued, permitting the
company to retain $0.9 million in cash, but paying out $0.6 million
in cash dividends.

MDI's principa product is the Penthrox inhaler, which is used
across Australian and New Zealand by ambulance paramedicsto
provide instant pain relief to trauma patients. Sales of Penthrox
(and Anafane) for the half year rose 8%, whereas sales of asthma,
spacers and oxygen products decreased by 3% from the previous
corresponding period. Penthrox and Anafane sal es accounted for
63% of total sales.

MDI isdevel oping an improved, single-step version of Penthrox
which does not require the separate step of opening a via of
methoyxflurane and dispensing it into theinhalation device. Such
an improvement would make the device potentially more attrac-
tiveto military users.

UK Clinical Trial

The company has been conducting a study of Penthrox in the
accident and emergency departments of five UK hospitalsin or-
der to complete a submission that will meet the requirements of
the European medical registration authority, the EMA.

We previoudly expected thetrial to be completed inthe earlier part
of 2012. However, MDI now anticipatesthetria will be completed
by the third quarter of 2012. The study will enrol approximately
300 patients, with half enrolled to date.

The trial is a blinded, randomised, placebo controlled study. A
Data Safety Monitoring Review Board examined safety data for
the first 50 patients and supported the continuation of thetrial.

Summary

Since we last discussed MDI in Bioshares 427, the stock has ap-
preciated 37%. The stock is trading on a annualised price/earn-
ingsratio of 14 and iscapitalised at $33 million. A significant ex-
pansion toitsrevenue base from salesinto European territoriesis
not likely to begin until late 2014 at the earliest in our estimation
(assuming asuccessful completion of its UK tria thisyear aswell
asregistration). At this stage sales are mostly confined to existing
market segmentswhere growth prospects are more limited due to
market saturation. However, MDI till hasthe capacity to generate
improvementsto profitability asit continuesto apply strong man-
agement to its operations, including manufacturing and market-
ing, across its three main business segments.

Bioshares recommendation: Hold

[Medical Dev. Int. [MvP | CMP $0.62 [ PE ] 14 |
Cap'n ($M) $33
FY2007 | FY2008 | FY2009 | FY2010 FY2011 FY2011 H1] FY2012 H1

Sales ($M) $7.4 $9.2 $8.7 $8.3 $10.2 $5.1 $5.3
Change 13% 25% -5% -5% 23% 3%
EBIT ($M) $1.66 $1.27 $1.19 $1.27 $2.50 $1.15 $1.69
Change 28% -24% 6% 7% 96% 47%

Net Profit $M) | $1.21 $0.89 $0.81 $0.88 $1.74 $0.80 $1.16
[Change [ 51%¢ [ 26% [ 9% [ 9% [ 9% | | [ 44% ]
[EBIT Margin | 225%]  137%]  13.6%] 15.4%] 24.4%) [ 22.5%] 32.0%|
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Company Price (current) Price addedto  Date added Portfolio Changes — 24 February 2011
portfolio
QRxPharma $1.70 $1.66 October 2011 IN:
Mayne Pharma Group $0.300 $0.435 September 2011 | No changes
Acrux $3.64 $3.37 June 2011
Bioniche $0.50 $1.35 March 2011 OUT:
Somnomed $0.91 $0.94 January 2011 No changes
Phylogica $0.034 $0.053 September 2010
Biota Holdings $0.76 $1.09 May 2010
Tissue Therapies $0.36 $0.21 January 2010
Atcor Medical $0.08 $0.10 October 2008
Impedimed $0.50 $0.70 August 2008
Bionomics $0.46 $0.42 December 2007
Cogstate $0.27 $0.13 November 2007
Sirtex Medical $5.03 $3.90 October 2007
Clinuvel Pharmaceuticals $1.82 $6.60 September 2007
Pharmaxis $0.95 $3.15 August 2007
Universal Biosensors $0.73 $1.23 June 2007
Alchemia $0.415 $0.67 May 2004

Probiotec Struggles to Perform

Altona-based Probiotec (PBP: $0.34) suffered aweak first half for
FY 2012, seeing sal esfrom continuing operations decrease 3% from
the previous corresponding period, athough its headline net profit
result of $2.6 millionincreased by 162.4%. Salesfor the half year
ending December 31, 2011 were $34.1 million, compared to $35.1
million ayear ago.

Probiotec manufactures, markets and distributes prescription and
OTC products and also provides contract manufacturing serv-
ices.

Probiotec sold its Milton brand during the half year for $6 million,
which resulted in EBITDA from continuing operation declining
15% from $5 millionto $4.3 million. NPAT from continuing opera:
tionfell 48% from $2.2 millionto $1.2 million.

Debt Burden

The company continues to carry a substantial debt burden, in-
cluding $23 million in short term borrowings (PCP: $27 million).
The company's net debt/equity ratio stands at 38%. However,
financing costs on acash flow basisincreased to $1.2 million for
the half year from $1.1 million for the previous corresponding pe-
riod.

Analysis

The prospects for Probiotec have not yet improved and may not
do so for some time. The company's forecasts a year ago of a
strong profit performancefor FY 2011 did not materialise and were
significantly off the mark. Its guidance of salesfor FY 2011 was
$83.8 million compared to an actual result of $71.8 million. Profit
guidance was for NPAT of $5.2 million compared to a loss of
-$10.34million.

In the second half of 2011, the performance of Probiotec’ spharma-
ceuticals and consumer health business was dragged down by its
underperforming meal replacement business. However, its con-
tract manufacturing operations saw sales grow by 36.3% for the
half year period ($8 million).

Probiotec's strategy of being amanufacturer of weakly differenti-
ated (i.e. only weakly relying on evidence-based performance, novel

technology or patents) pharmaceutical productsis likely to be a
matter of concern going forward. The company has alow spend
onR&D (4.8% of sdlesfor FY 2011; by comparison, CSL’sratiois
8.2%) despite stating that it had (as of its 2011 AGM) 16 products
under devel opment and/or (in) registration.

Unlike Medical Devel opments which eventually saw thelogic of
investingin clinical trials (spending $1.5 mil-

[Probiotec [PBP | CMP $0.34 EEE 78] lion over the last 18 months) so that it could

Capn (W) | 18 potentially gain market accessfor Penthrox in
FY2007 FY2008 FY2009 FY2010 FY2011 FY2011 H1| FY2012 H1 . h . . .

Sales (M) $54.0 $658 | $87.1 $74.8 $71.8 $35.1 $34.1 new territories, Probiotec will dwaysfacehigh

Change 30% 22% 32% -14% 4% 3% levelsof competition whileit operatesasacon-

EBIT ($M) $7.66 $10.41 $14.07 $11.84 $0.43 $3.34 $4.65 F_

Change 85% 36% 35% 6% 6% 39% tract manufacturer and marketer of weakly dif

Net Profit GM) | $4.98 $631 | $8.90 $9.43 $10.34 $1.02 $2.67 ferentiated pharmaceutical products.

Net Profit ($M) $1.14

(Cont. Ops) H R

Change 176% 27% 41% 6% -210% 162% Bi OShareS recommendatl on: Se”

[EBIT Margin | 142%]  158%]  16.1%] 15.8%] 0.6%| | 9.5%] 13.6%|

* from Cont. Operations
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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 Value
Hold Vaue = CMP

Lighten CMP is 10% > Fair Vaue
Sell CMP is 20% > Fair Vaue

(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 severa key areas. For example, their cash position is weak, or
management or board may need strengthening.

Speculative Buy — Class C

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

Speculative Hold —ClassA or Bor C

Sell

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

Disclaimer:

Information contained in this newsletter is not a complete analysis of every material fact respecting any company, industry or security. The opinions and estimates herein expressed
represent the current judgement of the publisher and are subject to change. Blake Industry and Market Analysis Pty Ltd (BIMA) and any of their associates, officers or staff may have
interests in securities referred to herein  (Corporations Law s.849). Details contained herein have been prepared for general circulation and do not have regard to any person’s or
company’s investment objectives, financial situation and particular needs. Accordingly, no recipients should rely on any recommendation (whether express or implied) contained in this
document without consulting their investment adviser (Corporations Law s.851). The persons involved in or responsible for the preparation and publication of this report believe the
information herein is accurate but no warranty of accuracy is given and persons seeking to rely on information provided herein should make their own independent enquiries. Details
contained herein have been issued on the basis they are only for the particular person or company to whom they have been provided by Blake Industry and Market Analysis Pty Ltd. The
Directors and/or associates declare interests in the following ASX Healthcare and Biotechnology sector securities: ACL, ACR, ADO, BNO, BTA, CGP, CGS, COH, CSL, CUV , MYX,
IDT, IMU, PAB, PBP, PXS, PYC, SOM, SPL, TIS, UBI. These interests can change a any time and are not additional recommendations. Holdings in stocks valued at less than $100
are not disclosed.
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