
25 August 2012

Dear Shareholders,

Requisition of meeting
Octa Phillip Asset Management Limited (OPAM), a shareholder of Bioxyne Limited (Company), has requisitioned
a meeting of shareholders to consider:

• the removal of David Radford and myself, Ian Mutton, as directors of the Company; and

• the appointment of Stewart James Washer (OPAM ‘investment director’) as director of the Company.

OPAM sees only residual value in the HI-164 oral vaccine and wish to revisit our arrangement with our marketing
partners (Torreya Partners). They seek to take on an alternative investment. I do not share their view. Let me tell 
you why.

Phase 2 clinical trials
Phase 2 trials are about building a data set that describes the appropriate patient population and how to use a
drug in the major Phase 3 trials – the last before marketing.

That’s the background to this drive to find out more about the results in our recent H005 trial. From recent data
interrogations and further assessment of H005, we are improving our understanding of the appropriate patient
group, which is a substantial step forward.

Optimal effect – in patients with Chronic Obstructive Pulmonary Disease (COPD) 
who produce sputum (i.e. phlegm)
When looking at the full body of data from our four clinical trials with HI-164, it has emerged that optimal
effectiveness may be achieved in patients who have COPD with chronic inflammation, as shown by sputum
production (i.e. phlegm) before commencing treatment. 

How have we come to this conclusion?

Trial H005, the most recent study, provided two key pieces of information:

1. Clinical effectiveness was found in patients under 65 years.

2. The level of sputum production by patients in study H-005 was considerably less than in previous studies. 

H005 Under 65 Sub-set

Reduction in exacerbations 50%

Reduction in hospitalisations 50%

Reduction in days in hospital 65%

HI-164 is a vaccine; it is expected to work on patients with a bacterial infection (eg Haemophilus influenzae).
Sputa production (phlegm) is an indicator of significant bacterial infection.

We compared the incidence of sputa in patients participating in the previous trial, H002, with H005. 

H002 H005

Sputa production 50% 39%

Sputa that grew pathogens 92% 11%

Patients with Haemophilus influenzae 40% 6%
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The difference was remarkable and, to me, demanded an explanation.

A detailed review of our earlier studies, H002 and H004, provided confirmatory and new information:

1. Sputa production before starting treatment was directly associated with increased exacerbations of COPD 
(i.e. no sputa resulted in fewer exacerbations).

2. It indicated that patients under 65 had fewer exacerbations (there may be additional important factors to be
considered) and reduced hospitalisation.

3. Optimal results occurred in patients with productive sputum and under 65 years, whether the underlying
COPD was considered mild, moderate or severe.

Combining the data sets was permissible because they each deployed identical methodology and the data
combination was flagged prior to the results becoming availablei. The combined data set (H002/H004) and the
data set from H005 reported with respect to participants under 65 and producing sputa before treatment is as
follows:

H002/H004 H005

Incidence of exacerbations is directly Patients: 
associated with sputum production • producing sputa before treatment 78%
before treatment had exacerbations

• not producing sputa before treatment 
55% had exacerbations (p =0.005)

Reduction in the number of exacerbations 59% (0.01)* 50% (p=0.002)

Reduction in hospitalisations for exacerbations 64% (p=0.02)** 50% (p=0.09)

Reduction in hospitalisations for any reason 68% (p=0.007)** 57% (p=0.03)

* Patients with sputa before first treatment and under 65 years
** Patients with sputa before first treatment and any age

To me at least, the suggestion is that the HI-164 vaccine could be targeted to a defined group of patients who
produce sputa upon their first visit to the physician. (This group of patients may include patients suffering from
bronchitis and other respiratory conditions as a pre-cursor to COPD.) 

The data generated across the three studies continues to build our understanding of the potential applicability and
positioning for HI-164 vaccine in the treatment of patients with COPD. The significant signals arising from the 
H005 trial, when combined with data previously generated from the H002/H004 trials, provides the Company
with clinical indications that support a further clinical trial and, if feasible, the commercialization of HI-164. 

The Company is currently embarked on a commercialization process and is actively seeking a further partner to
provide financial support for the proposed study and then, assuming Phase 2 trials are successful, to take the
product through to a Phase 3 study as required by the regulatory bodies globally. Our partners in the process,
Torreya Partners, have approached more than 60 pharmaceutical companies globally in the search for other
potential partners to enable the move forward. At the same time, the Company is continuing to explore local
opportunities to fund further clinical studies and establish compelling evidence for the value of the HI-164 vaccine.

If I remain on the Board, and for this I need your support, I will continue to fight for the development of the 
HI-164 vaccine.

Ian Mutton
Director

i HI-H002 was a multi-centre, double-blind, placebo-controlled, prospective study to assess safety and efficacy of HI-164
in patients with moderate to severe COPD (38 randomised patients with 34 completing the study). 

HI-H004 was a multi-centre, double blind, placebo-controlled, prospective study to assess safety and ethically of HI-164
in patients with mild to moderate COPD (102 were randomised with 93 completing the study). 












