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16 November, 2005
Securities and Exchange Commission AN 3 IP: 39/ Pi |
Division of Corporate Finance ESASA L
Office of International Corporate Finance
450 Fifth Street, N.W.
Washington D.C. 20549
US.A. EXPRESS POST
Dear Sir/Madam,
Re:  Metabolic Pharmaceuticals Limited (FILE NO. 82-34880)
submission of information filed with Australian Stock Exchange (ASX)
and Australian Securities and Investment Commission (ASIC)
pursuant to Rule 12g3-2(b) under the Securities Exchange Act of 1934
Please find attached copies of announcements lodged with the ASX and ASIC:
Date of To: Title No of
Announcement/Lodgement Pages
4 November 2005 ASX CEO to present at Healthcare Conference in 28
New York
16 November 2005 ASX Phase 1 Clinical Trial for Pain Drug — Positive 5
Results
Yours faithfully,

Metabolic Pharmaceuticals Limited

e
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Belinda Shave '
Financial Controller & Company Secretary NQV 30 2005
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File NO. 6£-5460U

ASX

AUSTHALIAN STOCK DACHANGE

Australian Stock Exchangs Limited
ABN 98 008 624 691

Exchange Centie

Lovel 4 , 20 Bridgs Strest
FACSIMILE Sydney NSW 2000
Department: COMPANY ANNOUNCEMENTS OFFICE 00 Box Ha24

Australia Square
DATE: 04/11,2005 NSW 1215
TIMFE: 14:42:30 Telephone 61 2 9227 0334

Internet http:/faww asx.com.ay
TO: METABOLIC PHARMACEUTICALS LIMITED DX 10427 Stock Exchange Sydney

FAX NO: 03-9860-5777
FROM: AUSTRAUIAN STOCK EXCHANGE LIMITED - Company Announcements Office

SUBIJECT: CONFIRMATION OF RECEIPT AND RELEASE OF ANNOUNCEMENT

MESSAGE:

We confirm the receipt and release to the market of an announcement regarding:

CEO to present at Healthcare Conference New York

If ASX considers an announcement to be sensitive, trading will be halted for 10 minutes.

If your announcement is classified by ASX as sensitive, your company’s securities will be placed into “pre-open”
status on ASX's (rading system. This means that trading in your company’s securities is temporarily stopped, (o
allow the market time to assess the contents of your announcement. “Pre-open” is approx. 10 minutes for most
announcements but can be 50 minutes (approx) for takeover announcements.

Once “pre-open” period is completed, full trading of the company’s securities recommences.

PLEASE NOTE:
In accordance with Guidance Note 14 of ASX Listing Rules, it is mandatory to elodge announcements using
ASX Online. Fax is available for emergency purposes and costs A$38.50 (incl. GST). The only fax number to use

is 1900 999 279,




metabolic

Metabolic Pharmaceuticals CEO to presen
Healthcare Conference in New York

4 November 2005

The CEQ of Metabolic, Dr Roland Scollay, will be making a presentation at the Rodman &
Renshaw Techvest 7t Annual Healthcare Conference, in New York at 4.35pm, Monday,

7 November 2005, New York time. The program and details are availabie at:
http://www.rodmanandrenshaw.com/rodman.asp ?link=Conferences7/ConferenceSchedule&bgcolor=wht.

The presentation gives an overview of Metabolic's business including an explanation of its two high
potential, clinical stage drugs, AOD9604 and ACV1. Dr Scollay will address the current
development status, and the markets and competitive environment for each of these drugs.

A copy of the presentation is available at www.metabolic.com.au , following the tabs to Investor
Relations and then to Presentations. A replay of the presentation will also be available via our
website from 10.00 a.m., Tuesday, 7 November 2005 (Melbourne time).

ENDS

About Metabolic

Metabolic Pharmaceuticals Limited is a biotechnology company based in Melbourne, Australia. The Company was formed and
listed on the Australian Stock Exchange (ASX: MBP} in late 1998 and there are 254,410,601 shares on issue, Metabolic has
approximately 23 employees. Qur mission is to bring to the market innovative drugs which will improve people’s lives and
refum value to stakeholders. Metabolic currently has development programs aimed at treating obesity (AOD9604), and
neuropathic pain (ACV1). Metabolic also has discovery programs fargeting type 2 diabetes and, in collaboration with Neuren
Pharmaceutical Limited, nerve protection and regeneration. For more information, please visit the company’s website at
www.metabolic.com.au.

Background to AOD9604

AOD9604 is a 16 amino acid, orally active peptide modefied on one segment of the human growth hormone molecule. Growth
hormone occurs naturally in the body and has profound stimulatory effects on fat metabolism. Levels of the hormone are
typically suppressed in the obese state and with increasing age. Counteraction of this imbalance by daily dosing with
AODS604 is believed to normalize suppressed fat metabolism in obese individuals, while avoiding unwanted effects of the
whole growth hormone molecule. AOD9604 has been through a Phase 2B clinical trial which showed good indications of
efficacy and an excellent tolerability profile, and a further low dose study commenced in October 2005, with expected
completion in early 2007.

Background to ACV1

ACV1 s the first in a potential new class of drugs to specifically treat neuropathic (nerve) pain. Current therapies rely largely
on the ‘off-label’ use of anticonvulsants, antidepressants and local anaesthetics, which have unimpressive efficacy and dose-.
limiting side effects. The potential range of indications for ACV1 extends to neuropathic pain in diabetics, post-herpetic
neuralgia (“shingles”), sciatica and many other neuropathic pain conditions currently underserved by pharmaceutical
freatment.

-Pagetof2-



ACV1is a 16 amino acid peptide which specifically blocks a subtype of a class of receplors in the peripheral nervous system
called neuronal nicotinic acetyicholine receptors (NAChR). ACV1 can be administered by once daily subcutaneous injections
providing substantial relief in several animal models of neuropathic pain without apparent adverse effects. A Phase 1 clinical
trial began in June 2005 and will be completed before the end of 2005.

Background information on the drug development process
The steps required before a drug candidate is commercialised include:
1. Discovery or invention, then filing a patent application in Australia and worldwide
2. Pre-clinical testing, laboratory and chemical process development and formulation studies;
3. Controlled human clinical trials to establish the safety and efficacy of the drug for its intended use;
4. Regulatory approval from the Therapeutic Goods Association (TGA) in Australia, the FDA in the USA and other
agencies throughout the world.
8. Marketing and sales

The festing and approval process requires substantial time, effort, and financial resources and we cannot be certain that any
approvals for any of our products will be granted on a timely basis, if at all.

Human clinical trials are typically conducted in three sequential phases which may overiap:

Phase 1 Phase 2 Phase 3

Initial safety study in Studies in a limited patient populfation designed Trials undertaken to further

healthy human subjects or fo: evaluate dosage and clinical

patients, - to identify possible adverse effects and safely efficacy and to further test for
risks in the patient population (2A), and safety in an expanded patient

Of short duration. - defermine the efficacy of the product for population in clinical study sites
specific targeted diseases (2B); throughout major target markets

- to determine folerance and optimal dosage (2B).  (e.g. USA, Europe and Australia).

Contact Information

Roland Scollay Peter Dawson Diana Attana

Chief Executive Officer Chief Financial Officer Assistant Company Secretary/IRO
roland.scollay@metabolic.com.au peter.dawson@metabolic.com.au diana.attana@metabolic.com.au
T: +61-3-9860-5700 T: +61-3-9860-5700 T: +61-3-9860-5700

-Page20f2-

METABQLIC PHARMACEUTICALS LIMITED ‘ABN 85.083 655 862
Level 3; 509 StKilda Raad, Melbourne; Victoria 3008, Australia | Telephone:+61i3)-8860 5700 | Facsimile +61(3) 3860 5777 | Website www.metabolic.com.au
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ABN 98 008 624 €91

Exchange Centre

Leve! 4 , 20 Bridge Street
FACSIMILE Sydney NSW 2000
Department: COMPANY ANNOUNCEMENTS OFFICE 60 Box Ha24

Australia Square
DATE: 16/11,2005 NSW 1215
TIMF: 11:36:13 Telephone 61 2 9227 0334

Internet http:/faww.asx.com.au
TO: METABOLIC PHARMACEUTICALS LIMITED DX 10427 Stock Exchange Sydney
FAX NO: 03-9860-5777
FROM: AUSTRALIAN STOCK EXCHANGE LIMITED - Company Announcements Office

SUBIJECT: CONFIRMATION OF RECEIPT AND RELEASE OF ANNOUNCEMENT

MESSAGE:

We confirm the receipt and release to the market of an announcement regarding;

Phase 1 Clinical Trial for Pain Drug - Positive Results

If ASX considers an announcement to be sensitive, trading will be halted for 10 minutes.

If your announcement is classified by ASX as sensitive, your company’s securities will be placed into “pre-open”
stalus on ASX's (rading system. This means thal lrading in your company's securities is lemporarily stopped, (o
allow the market time to assess the contents of your announcement. “Pre-open” is approx. 10 minutes for most
announcenents but can be 50 minutes (approx) for takeover announcements.

Once “pre-open” period is completed, full trading of the company’s securities recommences.

PLEASE NOTE:
In accordance with Guidance Note 14 of ASX Listing Rules, it is mandatory to elodge announcements using
ASX Online. Fax is available for emergency purposes and costs A$38.50 (incl. GST). The only fax number to use

is 1900 999 279,



metabolic
16 November 2005

Metabolic’s Phase 1 Clinical Trial
Demonstrates Safety and Tolerability of Pain Drug

Metabolic Pharmaceutical’s drug for the relief of neuropathic pain has successfully completed
a Phase 1 human clinical trial and will now progress to Phase 2 human clinical trials in 2006.

The drug, called ACV1, offers a potentially novel way to deal with neuropathic (or nerve) pain,
an area that is poorly covered by existing drugs. The current global market for neuropathic
pain drugs is $US2.5 billion annually, with this figure expected to double within five years.

* % %

Metabolic Pharmaceuticals today announced successful results of the Phase 1 single and multiple
dose human clinical trial of its innovative neuropathic pain drug, ACV1, which will move into Phase 2a
human trials in 2006 in patients suffering from neuropathic pain.

This Phase 1 study was the first time ACV1 has been administered to humans. The aim, when
delivered by subcutaneous injection to healthy male volunteers, was to assess:

o Safety and tolerability (which was the primary endpoint);

¢ Pharmacokinetics of the drug (the appearance and disappearance of the drug in the body,
particularly in the blood); and

* Pharmacodynamics of the drug (the physiofogical effects of the drug in the body).

The current global market for neuropathic pain drugs is in the order of US$2.5 billion per annum, a
number expected to at least double in the next five years. Presently this market is poorly served by
existing drugs. ACV1's novel mechanism of action may offer an improved outcome.

Metabolic's CEO, Dr Roland Scollay, commented: “I am pleased to say that this study was performed.
on schedule and with successful outcomes. ACV1 was shown to have a very good tolerability profile
in Phase 1 over the full dose range tested and this is a very pleasing result.  All currently approved
drugs used to provide relief in patients with neuropathic pain are substantially limited in their
usefulness because the high doses that work well in animals are not well tolerated in humans due to

side effects.”

‘It has always been our view that, based on animal data, ACV1 has significant potential as an
analgesic drug. We have shown good efficacy in animal models with no observed adverse effects at
many multiples of the effective dose. This safety study is the first step in confirming these

expectations in humans.”

Further, Dr Scollay said that ‘given the level of interest in ACV1 received from overseas
pharmaceutical companies and specialty biotechs and its high value potential, we look forward with
considerable excitement to its further human clinical development.”



Key Findings

o There was no evidence of drug-related adverse effects with ACV1, at any of the dose levels
used in either the single or multiple dose components of the study, except for transient and mild local
skin reactions around the injection site. These skin reactions are common with injected drugs and, at
the level observed in this trial, will not present a problem for ongoing development of the drug.

) The pharmacokinetic information from the study showed that the drug distributed throughout the
bloodstream in line with a time profile predicted from animal studies.

e Thedrug caused no numbing of normal sensation or blunting of normally painful stimuli in these
healthy subjects - a desirable outcome. This result is consistent with the accumulated animal data on
ACV1, which indicate that the drug specifically reverses the abnormal sensitivity (manifested as
‘burning or aching’) in pain sensing nerves called C-fibers experienced in the injured nerve
{“neuropathic”) state.

See Appendix for Phase 1 trial details.
Next Steps

Protocols for the Phase 2a trial are currently being designed, in consultation with experts in Australia
and the US. The trial will be held in Australia and is planned to commence in 2006 as soon as the
drug supplies are produced and ethics committee approvals obtained. All the required animal toxicity
and safety studies have been completed.

Given the high value potential of ACV1 and in order to accelerate its further development, Metabolic
will be reviewing the various options available for financing Phase 2 clinical trials.

Neuropathic pain

Neuropathic pain is generated from damaged nerves. The damage may be mechanical or result from
diseases such as diabetes, from viral infections such as herpes or HIV, or from the side effects of toxic
drugs such as those used to treat cancer. Neuropathic pain affects 1-3% of the population and the
number is growing. In many cases the pain is severe, long lasting and debilitating and current drugs
only provide relief to about half of the affected individuals. The current global market for neuropathic
pain drugs is about US$2.5 billion per annum and this is expected to grow to about US$5.5 billion by

2010.



Appendix - ACV1 Phase 1 Trial Details
Name
Investigational Product
Type
Blinding
Controls
Drug Administration
Route

Frequency

Dose levels

Number of Subjects Enrolied
Subject Selection Criteria
Subjects Recruited

Trial Location

Primary Endpoint

Safety and tolerability

Secondary Endpoints

Pharmacokinetics

Pharmacodynamics

METACV101

ACV1: 16 amino acid peptide, nAChR antagonist
Phase 1 single and multi;;le ascending dose
Doubte blind

Placebo (vehicle)

Subcutaneous injection

Single dose
Multiple dose: once per day for 7 days

Single dose; 0.005, 0.015, 0.05, 0.1, 0.2, 0.4 mg/kg
Multiple dose: 0.1, 0.2, 0.4 mg/kg per day

45 (all completed)

Healthy males aged 18 to 49 years

Age range 18 to 45 years

CMAX Clinical Study Facility, Adelaide, Australia

No evidence of drug-related adverse effects at any
dose except for transient and mild injection site
reactions

Linear over the dose range
Profile as predicted from animal studies

No effect on threshold of normal sensation
No effect on threshold of normally painful stimulus
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About Metabolic

Metabolic Pharmaceuticals Limited is a biotechnofogy company based in Melboume, Australia, The Company was formed and
listed on the Australian Stock Exchange (ASX: MBP) in late 1998 and thera are 254,410,601 shares on issue. Metabolic has
approximately 23 employees. Our mission is to bring to the market innovative drugs which will improve people’s lives and
retumn velue to stakeholders. Metabolic currently has development programs aimed at treating obesity (AOD9604), and
neuropathic pain (ACV1). Metabolic also has discovery programs fargeting type 2 diabétes and, in collaboration with Neuren
Pharmaceutical Limited, nerve protection and regeneration. For more information, please visit the company’s website at
www.metabolic.com.au,

Background to AOD9604
AQDS604 is a 16 amino acid, orally active peptide modelled on one segment of the human growth hormone molecule. Growth

hormone occurs naturally in the body and has profound stimulatory effects on fat metabolism. Levels of the hormone are
typically suppressed in the obese state and with increasing age. Counteraction of this imbalance by daily dosing with
AODJ604 is believed fo normalize suppressed fat metabolism in obese individuals, while avoiding unwanted effects of the
whole growth hormone molecule. AOD9604 has been through a Phase 2B clinical trial which showed good indications of
efficacy and an excellent tolerability profile, and a further low dose study commenced in October 2005, with expected
completion in early 2007.

Background to ACV1
ACV1 is the first in a potential new class of drugs to specifically treat neuropathic (nerve) pain. Cument therapies rely largely

on the ‘offlabel’ use of anticonvulsants, antidepressants and local anaesthetics, which have unimpressive efficacy and dose-
limiting sidte effects. The potential range of indications for ACV1 extends to neuropathic pain in diabetics, post-herpetic
neuralgia (“shingles”), sciatica and many other neuropathic pain conditions currently underserved by pharmaceutical
treatment,

ACV1 is a 16 amino acid peptide which specifically blocks a subtype of a class of receptors in the peripheral nervous system
called neuronal nicotinic acetylcholine receptors (nAChR). ACV1 can be administered by once daily subcutaneous injections
providing substantial relief in several animal models of neuropathic pain without apparent adverse effects. A Phase 1 clinical
trial was successfully completed in November 2005 and Phase 2a is in preparation.

Background information on the drug development process
The steps required before a drug candidate is commercialised inchide:
1. Discovery or invention, then filing a patent application in Australia and worldwide
2. Pre<clinical testing, laboratory and chemical process development and formulation studies;
3. Controlled human clinical trials fo establish the safety and efficacy of the drug for its intended uss;
4. Regulatory approval from the Therapeutic Goods Association (TGA) in Australia, the FDA in the USA and other -
agencies throughout the world,
5. Marketing and sales

The testing and approval process requires substantial time, effort, and financial resources and we cannot be certain that any
approvals for any of our products will be granted on a timely basis, if at all

Human clinical trials are typically conducted in three sequential phases which may overiap:

Phase 1 Phase 2 Phase 3

Inttial safefy study in Studies in a limited patient population designed Trials undertaken to further

healthy human subjects or fo: evaluate dosage and clinical

patients. - to identify possible adverse effects and safety efficacy and to further fest for
risks in the patient population (2A); and safety in an expanded patient

Of short duration. - determine the efficacy of the product for population in clinical study sifes
specific targeted diseases (2B); throughout major target markeis

- to determine tolerance and optimal dosage (28). (e.g. USA, Europe and Australia).

Contact Information

Roland Scollay Peter Dawson Diana Attana

Chief Executive Officer Chief Financial Officer Assistant Company Secretary/|IRO
roland.scollay@metabolic.com.au peter.dawson@metabolic.com.au diana.attana@metabolic.com.au
T. +61-3-9860-5700 T: +61-3-9860-5700 T: +61-3-9860-5700
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