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Pharmaxis Waits on Bronchiectasis Phase lll
Results and FDA to Set Future Direction

The key take-home message from the Pharmaxis (PXS: $0.35) quarterly conference call
this week was that the company must wait until it receives the results of its recently
completed Phase I11 trial of Bronchitol in bronchiectasis sufferers and to hold a meeting
with the FDA to discuss the path forward for Bronchitol for cystic fibrosis in the US,
following its receipt of a Complete Response L etter in March.

The FDA said that Bronchitol could not yet be approved and cited three issues. Thefirst
was the number of treatment-related drop-outs in CF301, which the pre-agreed primary
statistical analysis could not account for. The second was the lack of statistical signifi-
cancefor the primary endpoint in the second of thetwo Phasell1 trials. Thefinal concern
was with haemoptysis (bleeding), especialy in pediatric patients.

Sofar, theFDA hassaid afurther clinical trial isrequired. However, new CEO Gary Phillips
is concerned that this new trial will not simply be a replica of the two Phase Il trids
completed to date. His objective would beto seeit 'designed to maximise the chance of a
definitive result that can lead to approval'. Pharmaxiswould like to commence this addi-
tional trial inthefirst half of 2014. Despite not knowing how long and how muchit would
cost, Phillips said that the last Phase |11 (CF302) trial could be used asaguide. It cost $12
million and took two yearsto fully complete.

The company could access the US$40 million funding facility from Novaquest that it
secured in January to support thistria . The company hasreceived US$20 million (AU$19.5
million) to date and has the option to access an additional US$20 million from January
2014. Thefacility permits Novaguest to receive paymentsfrom Bronchitol revenuesin the
USand Europefor aperiod of eight yearsin Europeand for seven yearsfrom Bronchitol's
launchinthe US.

Phase Illl Bronchiectasis (B305) Trial

Resultsof the Phase |11 Bronchiectasis (B305) trial are expected by the end of thisquarter.
This trial, in 485 patients, saw the last patient complete the study in March. Currently
individual patient reports are being reviewed prior to the database being locked for analy-
sis.

Bronchiectasis as a condition is an attractive market opportunity for Pharmaxis because
no drugs exist to treat the problem and there are no other drugsin late stage devel opment
to clear mucous. And unlike cystic fibrosis, whichislargely aCaucasian genetic disorder,
bronchi ectasis haslarge patientsnumbersin other parts of theworld, for example, inAsia.
Another important difference between bronchiectasis and cystic fibrosis is that the pri-
mary endpoint for the tria is to show a significant difference in the rates of graded
pulmonary exacerbations in patients with bronchiectasis (treated with Bronchitol) com-
pared to placebo.

Cont'd over
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— Pharmaxis cont'd

Phillips said that 'astrong performance by bronchiectasisin achiev-
ing this primary endpoint across the total population and under
lying sub-groups and supported by a number of secondary
endpointswill allow Pharmaxisto filealabel extensionin Europe'.
It would also support its discussions with the FDA regarding the
filing of amarketing approval application.

Interestingly, Phillipsbelievesthat evenif the Phase Il resultisn't
that strong, the result can still add considerable value to the com-
pany because of the unmet need in bronchiectasis and because it
will clarify any futurework required.

Bronchitol — Progress in Europe and RoW
Sinceitsapproval 12 monthsago in Europe, salesof Bronchitol in
Europehave comelargdy from Germany. German salesintheMarch
quarter were alittle over $350,000, where sales have now been
occurring for nine months. Germany has been the one major Euro-
pean country where pricing approvals have not been necessary
to obtain.

Phillips recently attended a pre-launch of Bronchitol in France
with leading cystic fibrosis physicians, an event at which he said
the interest was high. French pricing agreement is expected this
quarter.

Phillips said that France is different to other markets because the
use of hypertonic saline (asamucolytic) isquitelow. What isalso
of potential value in France is that there are larger centres that
treat CF patients. These centres have sufficient economies of scale
to deliver ancillary services. Such offerings may be one of the
reasons certain issues with patient adherence have arisen in Ger-
many (see below).

Bronchitol has been launched in Austria on an individual patient
reimbursement basis. Pricing approval was obtained recently in
Denmark and pricing approvals are expected in Italy, the Nether-
lands, Sweden and Ireland later this year.

Phillips said that so far Pharmaxis has been successful in getting
pricesequal to or slightly lower than Roche's Pulmozyme, despite
difficult economic conditions across Europe.

One shorter term revenue challenge according to Phillips is to
concentrate on revenue opportunities in other parts of the world.
Some Eastern Europe, Middle East and South American approvals
can be achieved on basis of EU and Australian approvals. An-
other challengeisto accel erate reimbursement pricing in general.

In the UK, Bronchitol received arecommendation from NICE in
October 2012. Bronchitol will belisted ontheformulariesof all CF
centres covered by NICE recommendations. More recently, from
the beginning of April, Bronchitol has been included on the UK’s
National Commissioning Guidelines thereby ensuring coverage
for al clinicswhere CF patients are treated. There have been de-
lays to gaining coverage in the UK because CF was the first or-
phan drug to moveto anational funding approach, in contrast to
current regional funding plans.

The German Experience

There are 7,500 people with cystic fibrosisin Germany of which
half are adults, the segment for which Bronchitol is approved for
usein Europe.

Germany isthe only European country not restricted by the need
to get a drug price approved. Pharmaxis has completed market
research that suggests it can obtain a peak market penetration in
Germany for Bronchitol of around 35-40%

Phillips said that Pharmaxis has obtained a 10% share of adults
after nine months of sales, aposition which he described as'satis-
factory. He noted that Pulmozyme has a share of 45% after 20
yearsin the market.

However, Phillips was blunt in stating that ‘what is not satisfac-
tory for me is patient adherence’. In other words some German
patients are not using Bronchitol in the recommended manner,
which is 400 mg twice a day. If patients used Bronchitol as pre-
scribed, Phillips suggested sales would be 20% higher.

To addressthisproblem, Pharmaxiswill provide more patient sup-
port, particularly over thefirst six weeks of use, to compensatefor
thelack of resourcesin smaller German CF clinics.

The Pharmaxis planwill include providing support material to edu-
cate patients with the correct understanding of where Bronchitol
fits with other treatment regimes and providing workshops for
clinicians run by adherence specialists on techniques to improve
adherence in CF patients.

Changes to Business Model
Pharmaxisannouncedinitsquarterly call that it will makes changes
to its business model. The company has a portfolio of early stage
assetsin development and it had been relying on revenues gener-
ated by Bronchitol in the US to fund the portfolio. With those
revenues not on the table, Pharmaxiswill be seeking to fund some
or al of these early stage assets externally. The company is open
to exploring arange of possibilities to achieve this objective.

Phillips said that the plan to reconfigure the Pharmaxis business
model is‘well advanced’ and for some parts, it has been initiated.
He said that cash burn was likely to stay the same while restruc-
turing costs are absorbed in the current quarter. However, cost
savings should begin to appear following this quarter.

Summary

Pharmaxis is capitalised at $105 million. The company has $73
million in cash, as well as access to another $20 million from
Novaguest.

An informed investment decision on Pharmaxis cannot be made
until the bronchiectasis Phaselll trial results appear and the com-
pany holdsits post-CRL meeting with the FDA. The B305 results
will bevery important. Thisconditioniscompletely different to CF
and the adherence problem currently being observed in CF may
be less of an issue with bronchiectasis patients where a dose-
response is tied to exacerbations not lung function.

Biosharesrecommendation: SpeculativeHold ClassB
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Starpharma — Placebo Result Continues to Disrupt Outcome in BV Trials

Starpharma Holdings (SPL: $1.135) has released results from a
Phase Il trial which assessed its drug candidate Vivagel for the
prevention of recurrence of bacterial vaginosis (BV). The tria
result showed that the lower dose prevented recurrence in around
80% of patients. However, the problem for the company was that
once again the placebo treatment outperformed expectations, de-
livering aresult for Vivagel that was‘ encouraging’, but not great.

The AMSEL Criteria

One of the key measures in this trial is what's called the Amsel
criteria, which includes a number of tests to assess the presence
of BV. Using three of the four most important of these tests as
judged by the FDA, the company showed that after 16 weeks of
treatment, only 12% of women showed any recurrent BV inthe 1%
dose. Thisresult did not achieve statistical significance, with ap-
value of 0.0588 (the p-value needs to be less than 0.05 for the
result to be deemed statistically significant).

The problem was, once again, that the placebo effect was not as
expected. It was expected the placebo group (taking aplacebo gel)
would show arecurrence of BV inaround 50%-60%. However, in
thistrial only 28% of women experienced recurring BV. Sothereis
abenefit to 16% of women, where this result should have been a
40%-50% benefit.

Last November Starpharmareported the outcome from two Phase
111 resultsinthetreatment of BV using Vivagel. Thosetrialsshowed
that astatistically significant result was achieved at thetimetreat-
ment was stopped, but not as measured by the primary endpoint,
at two to three weeks after treatment had stopped. The company
said that there appeared to be “severa potentially confounding
factors in the Phase 111 studies, including high placebo Clinical
Curerates at some sites’. In fact once the patients stopped treat-
ment with the placebo gel, they actually improved in the three
weeksfollowing.

That astatistically significant result was achieved when treatment
stopped at seven days was expected to deliver a strong result in
the Phase || prevention of recurrencetrial reported this week.

Difference to Dose Ranging Study Results

What isalso confounding isthat such strong resultswere achieved,
as expected, in the company’s dose ranging Phase |1 study in the
treatment of BV, reported in May 2011. Inthat trial involving 132
women, Vivagel was shown to achieve a clinical cure at two to
three weeks after daily treatment for seven days had finished.

That result was highly statistically significant (p=0.006), with a
cureachievedin 46% of womeninthelower 1% dose, compared to
only 12% curein women receiving aplacebo gel.

In the Phase |11 treatment trials reported in November last year,
only 27% and 28% of women in the two trials reported a cure at
two to three weeks after treatment finished, much lower that inthe
Phase Il trial of 46%. But in what was a double whammy, the pla-
cebo result alsoimproved from the 12% seen in the Phase || result
to 21% and 28% success in the two Phase |11 studies.

Where to From Here?

Starpharma cited the results as encouraging and plans to move
the program into Phase 111 trials. The costs will now need to be
reassessed following this Phase |1 trial according to the company.
Onefocusfor the company will beto better understand why there
has been such a positive effect in the placebo arms, in both this
Phase |l trial and thetwo Phase Il treatment trials. In apublished
Phase 11 trial with the antibiotic metronidazole, recurrencein BV
was seenin 60% of participantsinthetrial receiving placebo (com-
pared to only a28% recurrencein thisPhasel| trial).

In both Phase Il studies (treatment and in the prevention of recur-
rence), the lower dose of Vivagel (1%) outperformed the higher
dose (3%). The explanation for thisisthat the higher dose kills of
too many of the good bacteria (lactobacilli) as well as the bad
bacteriaresponsible for the symptoms of BV.

Funding?

Starpharmaiscurrently sitting on cash of $33.2million, giving the
appearance of being well funded. While existing funds may be
sufficient to fund the Phase |1 trials in the prevention of recur-
rence of BV, the company may need to top up its funds over the
next 12 months.

Licencing?

Starpharma is engaged in discussions with 10 potential pharma-
ceutical companiesregarding partnering Vivagel for BV applica-
tions. The company will not rule out doing alicensing deal before
Phaselll BV prevention trialscommence, if alucrative deal can be
negotiated.

The company says that the appeal of this program is that it is
potentialy a billion dollar market and that its product will be a
first-in-class therapy for which there are no existing therapies.
The company is planning to move the program into a Phase 111
setting with or without a partner.

Although the Phase I results are encouraging, the placebo effect
seen in this Phase |1 trial and the previous Phase |11 studies will
need to be better understood to assure amore predictableresultin
subsequent pivotal studies.

Summary

The stock has received considerable buying support from one of
its mgjor shareholders, the M&G investment group in the UK,
which has purchased around 3 million shares in Starpharma fol-
lowing the Phase |1 result, taking its stake to 12.04%.

Starpharmais capitalised at $322 million. Given that the Phase |1
result has delivered some ambiguous data, our expectation was
that the stock should have weakened following thisresult. Launch
of the company’s condom microbicide product is now also over-
due.

Bioshares recommendation: Sell

498



Bioshares Number 498 — 12 April 2013 Page 4
Bioshares Model Portfolio (12 April 2013)
Company Price Price added  Date added Portfolio Changes — 12 April 2013
(current) to portfolio
Circadian Technologies $0.275 $0.270 March 2013 IN:
Tissue Therapies $0.155 $0.255 March 2013 No changes.
Allied Healthcare $0.029 $0.026 February 2013 X
Psivida $2.16 $1.550 November 2012 OUT.
. No changes.
Benitec $0.013 $0.016 November 2012
Nanosonics $0.455 $0.495 June 2012
QRxPharma $1.12 $1.66 October 2011
Somnomed $0.91 $0.94 January 2011
Cogstate $0.370 $0.13 November 2007
Clinuvel Pharmaceuticals $2.10 $6.60 September 2007
Universal Biosensors $0.69 $1.23 June 2007

Somnomed Posts Soft Quarter Result

Unit salesfor Somnomed (SOM: $0.91) declinedinthe March quar-
ter by 4.1% over the December quarter. The company has two
Separate strategies to ensure continued strong growth in Europe
andthe US, itstwo major markets. Thefirst isworking as planned,
and for the second, the US, the company has been busy restruc-
turing and reinforcing its operations to accelerate sales.

In the March quarter, Somnomed sold 8,582 of itsoral splintsthat
stop snoring and correct sleep disordered breathing. This was
down on the December quarter, during which the company sold
8,950 units. However, the result was till 8.6% higher than the
previous March quarter in 2012. Total revenuefor the March quar-
ter was $4.33 million and revenue for the first nine months of this
financial year was $13.3 million, up 25% over the previous corre-
sponding period.

Local Distributors in Europe

In Europe, the company's strategy has been to acquire local dis-
tributorsto allow it to expand and deepen penetration of its prod-
ucts.

In 2012, the company acquired distributorsin Holland, France and
Sweden. The Swedish business will allow the company to aso
expand into other Nordic countries, including, Norway, Finland,
Iceland and Denmark.

Unit sales grew in Europe by an impressive 35% in the March
quarter and we expect this region is approaching 40% of total
sales. This confirmsthe company's European strategy, noting that
thisisa35% increase in unit sales, not revenue (which would be
higher, incorporating sales from the distributors, where unit sales
do not necessarily increase by acquiring distributors to which it
aready sells devices).

Competitive Tension in the US

The US has become more competitive. Last year the company put
in place a strategy to tackle thisincreasingly competitive market.
In September last year it appointed Dr Kien Nguyento head upits
US operations.

In the same month the company appointed aV P of Managed Care,
to coordinate reimbursement. In recent months Somnomed has

also appointed a new VP of Finance and Administration, an Op-
erationsManager, aV P of Salesand Marketing, aV P of Dental and
aChief Medical Officer, all basedintheUS.

Somnomed was aiming for the beefing up of its USteam to trans-
late into increased sales in this half. However, unit sales in this
financial year will be 8%-10% lower than planned. Theimpact of
the more aggressive path in the US, and in concentrating on not
just the dental but also the medical channels (working with sleep
care physicians) is not expected to make an impact now until the
next financial year. The dental network has been well established
in the US and is one of the company's core assets. There are
currently around 2,500 dentists in the US trained to fit the Som-
nomed devices.

Thetimely investment Somnomed ismaking in the US market will
help the company maintain its leading position globally in the
mandibular advancement splint market for the treatment of sleep
disorders. It isalso aninvestment inlong term, sustainable growth
in the US market. Somnomed's European strategy has paid off
quickly, delivering strong growth. The company has invested in
the infrastructure in the US to return that business back to ahigh
growth outcome. That investment will very likely pay off aswell.

Somnomed is capitalised at $39 million with $2.6 millionin cash at
the end of the March quarter.

Bioshares recommendation: Buy

Buchi Joins Benitec Board

Theformer CEO of Cephalon, Kevin Buchi hasjoined the board of
Benitec Biopharma (BLT: $0.013). Thisisastriking endorsement of
the potential for Benitec's ddRNAI approach to gene silencing
therapies.

Buchi iswell known for the partnership set up between Cephalon
(now Teva) and Mesoblast to accessits' s adult stem cell technol-

0ogy.

Bioshares recommendation: Speculative Buy ClassA
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How Bioshares Rates Stocks

For the purpose of valuation, Bioshares divides biotech stocks into
two categories. Thefirst 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 “ Teke
Profits’ means that investors may re-weight their holding by selling
between 25%-75% of a stock.

Group A

Stockswith existing positive cash flows or close to producing postive cash
flows.

Buy CMPis20% < Fair Value

Accumulate CMPis10% < Fair Value

Hold Value = CMP
Lighten CMPis10% > Fair Value
Sell CMPis20% > 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 technol ogies
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 —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
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
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