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In this edition...
Sirtex Medical has only penetrated a
small portion of the global liver cancer
market. Will its Sir-Spheres treatment
ever become a mainstay therapy for
unresectable primary liver cancer and
how is it 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 authorities in this
space.

And with reporting season underway,
we look at two Melbourne-based
pharmaceutical businesses, Medical
Developments Int. and Probiotec.

The Editors
Companies Covered:MVP, PBP, SRX

 Cont’d over

The global adoption of the Sirtex
(SRX:$5.03) liver cancer therapy, Sir-
Spheres, continues to progress. This week
Professor Bruno Sangro, Professor of
Hepatology in the Liver Unit of the Clinical
University of Navarra, Pamplona, Spain,
visited Australia to explain his findings on
the use of the Sir-Spheres for the treatment
of  primary liver cancer.

Sir-Spheres were approved initially for the
treatment of secondary liver cancer that has
spread from the colon. There is potentially
a much larger market for those people who
have primary liver cancer (called HCC for

Sir-Spheres Consolidates its Position for
Treating Primary and Secondary Liver Cancer

short), with around 750,000 cases diagnosed globally each year. The effectiveness and
suitability therefore of Sir-Spheres for the treatment of HCC is a very important issue for
the company in terms of increasing its adoption.

Professor Sangro was the chair of the ENRY analysis, a review that looked at 325 people
with inoperable HCC who had previously been treated using Sir-Spheres. The results
from that analysis were published in the journal Hepatology in September in 2011.

Professor Sangro presented a summary from not only the ENRY analysis, but data from
other studies with radioembolisation (Sir-Spheres and the glass beads developed by
Nordion whitrh also contain Yttium-90), and other therapies including 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 a place in the treatment of HCC. The main competition is
TACE and according to Professor Sangro, who would be considered a leading authority
in this area, there is a place for both therapies.

There is no head-to-head comparison between TACE and RE and according to Professor
Sangro, this is unlikely to occur as it would require over 1,000 patients to gain a clear
result. Looking at historical data, a similar survival is achieved from both therapies how-
ever RE is better tolerated than TACE. The main side effects of pain, fever and nausea are
transient for RE. Patients generally only require mild pain killers for a very short term.
With TACE, the side effects are more prolonged.

Key Terms
Radioembolisation (RE) – This
includes Sir-Spheres and
TheraSpheres (a similar glass bead
product from Nordion)

TACE – Trans-arterial chemo-
embolisation

HCC – Primary liver cancer

ENRY – European Network on
Radioembolisation with Yttrium-90
Resin Microspheres analysis
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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 - May '09) -7.3%

Year 9 (May '09 - May '10) 49.2%

Year 10 (May '10 - May'11) 45.4%

Year 11 now commenced -27.3%

Cumulative Gain 206%

Av. annual gain (10 yrs) 21.2%
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The survival benefit of RE is comparable 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 are low at
3.7%, according to the ENRY analysis. The delivery of Sir-Spheres
has improved significantly since the therapy first made it to mar-
ket in 2002. Professor Sangro said the delivery, including the cath-
eter used, is extremely important.

This is not to suggest that RE will replace existing therapies. Pro-
fessor Sangro stressed that more, not less, treatments need to be
made available for patients with HCC.

Professor Sangro has treated hundreds of patients with Sir-Spheres
since 2003. He has been an early adopter. Over that time, he has
seen over 50 patients who had survived for more than five years.
Over that time he has not seen cirrhosis occur as a result of the
treatment.

An interesting aspect to RE therapy said Professor Sangro is that
it is very 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 response is be-
tween 40%-50%.

Selection of RE Therapy
There are a number of factors that oncologists need to consider
when choosing between TACE or RE therapy. These include 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
there are larger tumours.

He has successfully used RE for patients on a liver 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 also needs to be explored said Pro-
fessor Sangro.

Trials Underway
HCC trials
Trials looking at Sorafenib treatment with Sir-Spheres are currently
underway. A 360 patient trial, titled 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 a 28 patient study from Singapore, results released in
June 2010 showed that Sorafenib with Sir-Spheres was effective
(11.75 months median survival) but there was no control arm. An-
other trial, SIRveNIB, was started last year comparing Sir-Spheres
directly against Sorafenib. This trial was 15% recruited at the end
of June last year.

Secondary liver cancer trials
Two large trials are underway (SIRFLOX and FOXFIRE) looking at
Sir-Spheres as a first line therapy for metastatic colorectal cancer

that has spread to the liver. SIRFLOX was 56% recruited at the end
of June last year and FOXFIRE was only 9% recruited at the same
time.

Earlier this month Sirtex announced that it will initiate a 400 patient
trial comparing Sir-Spheres directly against Sorafenib in treating
HCC in France. The trial will be sponsored by the Paris public
hospital system and will involve 20 specialist treatment centres in
France. It is an interesting development. Data compiled by Profes-
sor Sangro indicates that historical survival rates in patients treated
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. This trial is looking at whether Sir-Spheres
deliver a better outcome for patients than Sorafenib.

Increasing Acceptance
Bioshares attended another Sir-Spheres medical seminar in 2011.
There appears to be an increasing acceptance/interest in the Sir-
Spheres technology from oncologists in the last year. The data
that is emerging, including the data presented by Professor Sangro,
supports the wider role of Sir-Spheres therapy in the treatment of
liver cancer.

Adoption of Sir-Spheres for HCC
In the US, Sir-Spheres are only approved for the treatment of sec-
ondary liver cancer. However, in about 20% of cases, it is used off-
label for treatment of primary liver cancer as well.

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 has just started.

Summary
There are very few effective treatment options available for peo-
ple with liver cancer, whether they be primary or secondary can-
cers. The Sir-Spheres treatment looks like it is on its way to being
widely accepted as a treatment option for this disease. As results
emerge from major trials, the therapy may be used more frequently
both as a first line treatment for secondary liver cancer, and also
for the treatment of primary liver cancer, either with Sorafenib, or
potentially in place of Sorafenib pending trial outcomes.

For investors in this stock, our view is the increasing adoption of
Sir-Spheres for the treatment of primary liver cancer should under-
pin strong top line growth of over 20% per annum for at least the
next five years for Sirtex.

Sirtex Medical is capitalised at $281 million.

Bioshares recommendation: Buy
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Medical Developments International (MDI) (MVP: $0.62) has
posted an impressive half year profit result, with a 43.8% 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. Sales for the half year were $5.3 million, compared to $5.1
million for the same period a year ago, an increase of 3%.

Gross margins increased from 63% to 71%, and EBIT margins in-
creased from 22.5% to 32%.  Cash at the end of the period was $4
million, up from $3 million a year ago. However, MDI intends to
pay a fully franked 3 cents dividend, a total sum of $1.54 million
(and which is not reflected in the company's cash balance for
December 31, 2012).

The company has a dividend reinvestment plan in place, which for
its previous dividend saw 1.9 million shares issued, permitting the
company to retain $0.9 million in cash, but paying out $0.6 million
in cash dividends.

MDI's principal product is the Penthrox inhaler, which is used
across Australian and New Zealand by ambulance paramedics to
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 sales accounted for
63% of total sales.

MDI is developing an improved, single-step version of Penthrox
which does not require the separate step of opening a vial of
methoyxflurane and dispensing it into the inhalation device. Such
an improvement would make the device potentially more attrac-
tive to military users.

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

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% 98% 44%

EBIT Margin 22.5% 13.7% 13.6% 15.4% 24.4% 22.5% 32.0%

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

We previously expected the trial to be completed in the earlier part
of 2012. However, MDI now anticipates the trial 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 the trial.

Summary
Since we last discussed MDI in Bioshares 427, the stock has ap-
preciated 37%. The stock is trading on a annualised price/earn-
ings ratio of 14 and is capitalised at $33 million. A significant ex-
pansion to its revenue base from sales into European territories is
not likely to begin until late 2014 at the earliest in our estimation
(assuming a successful completion of its UK trial this year as well
as registration). At this stage sales are mostly confined to existing
market segments where growth prospects are more limited due to
market saturation. However, MDI still has the capacity to generate
improvements to profitability as it continues to apply strong man-
agement to its operations, including manufacturing and market-
ing, across its three main business segments.

Bioshares recommendation:  Hold

 Bioshares
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IN:
No changes

OUT:
No changes

Portfolio Changes – 24 February 2011

Probiotec Struggles to Perform
Altona-based Probiotec (PBP: $0.34) suffered a weak first half for
FY2012, seeing sales from continuing operations decrease 3% from
the previous corresponding period, although its headline net profit
result of $2.6 million increased by 162.4%. Sales for the half year
ending December 31, 2011 were $34.1 million, compared to $35.1
million a year 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 million to $4.3 million. NPAT from continuing opera-
tion fell 48% from $2.2 million to $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 a cash flow basis increased to $1.2 million for
the half year from $1.1 million for the previous corresponding pe-
riod.

Probiotec PBP CMP $0.34 PE* 7.8            
Cap'n ($M) $18

FY2007 FY2008 FY2009 FY2010 FY2011 FY2011 H1 FY2012 H1
Sales ($M) $54.0 $65.8 $87.1 $74.8 $71.8 $35.1 $34.1
Change 30% 22% 32% -14% -4% -3%
EBIT ($M) $7.66 $10.41 $14.07 $11.84 $0.43 $3.34 $4.65
Change 85% 36% 35% -16% -96% 39%
Net Profit ($M) $4.98 $6.31 $8.90 $9.43 -$10.34 $1.02 $2.67
Net Profit ($M) 
(Cont. Ops)

$1.14

Change 176% 27% 41% 6% -210% 162%

EBIT Margin 14.2% 15.8% 16.1% 15.8% 0.6% 9.5% 13.6%
* from Cont. Operations

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 performance for FY2011 did not materialise and were
significantly off the mark. Its  guidance of sales for FY2011 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
-$10.34 million.

In the second half of 2011, the performance of Probiotec’s pharma-
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 a manufacturer of weakly differenti-
ated (i.e. only weakly relying on evidence-based performance, novel
technology or patents) pharmaceutical products is likely to be a
matter of concern going forward. The company has a low spend
on R&D (4.8% of sales for FY2011; by comparison, CSL’s ratio is
8.2%) despite stating that it had (as of its 2011 AGM) 16 products
under development and/or (in) registration.

Unlike Medical Developments which eventually saw the logic of
investing in clinical trials (spending $1.5 mil-
lion over the last 18 months) so that it could
potentially gain market access for Penthrox in
new territories, Probiotec will always face high
levels of competition while it operates as a con-
tract manufacturer and marketer of weakly dif-
ferentiated pharmaceutical products.

Bioshares recommendation: Sell

 Bioshares

Company Price (current) Price added to 
portfolio

Date added

QRxPharma $1.70 $1.66 October 2011

Mayne Pharma Group $0.300 $0.435 September 2011

Acrux $3.64 $3.37 June 2011

Bioniche $0.50 $1.35 March 2011

Somnomed $0.91 $0.94 January 2011

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



Bioshares Number 444– 24 February 2012 Page 5

444

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 at any time and are not additional recommendations. Holdings in stocks valued at less than $100
are not disclosed.

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
essentially 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 close to producing positive cash
flows.
Buy CMP is 20% < Fair Value
Accumulate CMP is 10% < Fair Value
Hold Value = CMP
Lighten CMP is 10% > Fair Value
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 alliances, 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 several 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 external validation features.
Speculative  Hold – Class A or B or C
Sell
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