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Metabolic’s neuropathic pain drug, ACV1
- Clinical trials update

» First patients have been troated with ACV1 in the Phase 2A sciatica trial

» A separate frial to test safety of a higher dose level in healthy volunteers has commenced
~ important information for regulatory authorities and potential licensing partners

» The three clinical trials for ACV1 in progress or final planning are progressing on time

Melbourne, 20 November 20086:

Phase 2A trial progressing well and first patients now under treatment

Metabolic Pharmaceuticals Limited {(Metaholic) announced today that the first group of patients has sfarfed
treatment with ACV? in the Phase 2A trial for neuropathic scialic pain. This trial is the first part of a
Phase 2A programme that involves two human clinical trials fargeting specific neuropathies.

Recruitment of patients with sciatica commenced in September 2006 and these patients will bs
administered 0.4 mgfkg of ACV? and placebo by subcutanecus injection once per day. This frial is
designed fo investigate the safety and tolerability of ACVT, and fo examine the effecis of the drug in
patients with neuvropathic sciatic pain. Metabolic expects to have the resulis of this trial available during the
first six months of 2007 (H107).

The second Phase 2A trial in this programme will target diabetic neurppathic pain and post-herpetic
newraigia and is anticipated fo commence during the January-fo-March 2007 quarter (Q107).

Phase 1 extension ftriaf to test safety of a higher dose of ACV1

Metabolic has also commenced a Phase 1 extension trial for ACVT. The purpose of this trial is to study the
safety, tolerability and pharmacokinetics of a higher dose of ACVT than previously fested in the first
Phase 1 trial completed in Cetober 2005.

The clean safety and side effect profile shown in the previous Phase 1 study allows Metabolic fo enhance
the overall ACVYT data package by expanding knowledge of the "margin of safely” abovs the anticipated
therapeutic dose. This is important information for regulatory authorities and potential lcensing partners.
The dose being tested in this Phase 1 exiension trial Is the highest dose possible using the current
formulation.  This information will enhance understanding of the drug's safety profile, and may allow higher
tdosas in the clinic, should the human frial data suggest that such an approach would be beneficial.

This Phase 1 extension frial is expected to be completed by late December 2006 with results announced
during the January-to-March 2007 quarter (Q107). This Phase 1 extension trial does not impact the timeline
for the Phase 2A programme for ACYY (referred fo above).

Details of the previous Phase 1 trial for ACVT (completed in Q405)

The main aims of the earfier Phase 1 trial were 10 assess the safety, tolerability and pharmacokinetics of
both single doses and multiple {7} daily doses of ACVT administered by subcutaneous injection. In the trial,
45 healthy male volunteers were administered single and multiple (7 day) doses of ACVY, by subcutaneous
injection. The study showed no evidence of systemic drug-related adverse effects of ACYT at any of the
dose levels used in either the single or mulfiple dose components of the study.
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Design for the Phase 1 extension frial -
to test the safety of a higher dose of ACV1

Phase 1

Healthy male volunteers

Males, aged 18 1o 65 years, inclusive
Upto 14

CMAX - Clinical Studies Unit (A Division of IDT Australia Lid}
Royal Adelaide Hospital, South Australia

Profassor Guy Ludbrook, MBBS FANZCA PhD

Professor and Head of Anaesthesia, Dept Anaesthesia and Intensive Care,
Universily of Adelaide and Royal Adelaide Hospital

To determine the safety, tolerability and pharmacokinetics of ACYY in healthy
human voluntesrs following single and multiple subcutaneous doses

ACV1 dose
» (.8 mg/kg via subcutanecus injection once per day

{previous Phase 1 trial tested single and multiple doses up fo 0.4 mg/kg)
Randomised, double blind, placebo-controlled, single and multiple dose

1 day followed by 7 days

Background to ACV{ and neuropathic pain

ACYT was safe and well folerated at all administered doses in the first human study (Phase 1 trial) for
the drug, announced in November 2005.

ACVY1T has been tested in several well-established animal pain models and shows efficacy in relieving
the characteristic pain symptoms of neuropathy, allodynia and hyperalgesia.

ACV1 s 2 16 amino acid peptide conotoxin derived from an Australian cone snail. The drug works by
blocking a subtype of a2 class of recepiors in the peripheral nervous system call neurcnal nicotinic
acetylchofine recepltors {nACHR).

Neuropathic pain is the most debilitating form of chronic pain, generated from damaged nerves and
serving no bensficial function for the affected individual. Besides diabetes, the common causes of
neuropathy are viral infection (eg. shingles), rauma, sciatica, chemotherapy and various other
conditions.

Neuropathic pain affects 10 million people in the US alone. The current market for neuropathic pain
drugs is valued at approximately US$2.5 billion a year and is expected to double in five years.



About Metabolic

Melsbolic Pharmaceuticals Limited (ASX: MBF, NASDAQ OTC: MBLPY) is o Methourne based, ASX listed biotechnology company with 285 miffion
shares on issue. The Company employs 24 staff and is led by an experfenced and proven management feam.  Metabofic's main focus Js fo lake
innovative drugs, with farge markel potential through formal prechinical end clinical development.  Melabolic’s expertise in drug develapment has
resufted in two high value drugs in advanced human clinical development, namely:

- AQDS604 - an obesily drug currently in a Phase 28 tfriaf with resuffs expected in Marefy 2007,
- ADDS604 - additional use in osteoporosis with @ Phase 2 el expected fo commence in 2007: and
- ACVT - a newropathic pain drug currently in Phase 24 tials.

These drugs address muffi-hilion dofier markels which are poorly served by exssting frestments. In addition to i lead drugs, Metabolic has an exciting
research pipeline with drugs fargeting fype 2 diabetes (ADD) and nerve regeneration (NRPs). Melabolic is also developing a platform 1o enabie oraf
defivery of existing injected pepfide drugs, a fechnology which has already shown proof-of-concept. This has high potential for use by ofher companies
developing pepiide drugs and coutd foster muttiple out-ficensing deals.

Metabolic may ficense #is fead drugs to a global partner following Phase 2 trials and will continue to wiilise its clinical development expertise fo drive
fuiture company growth and profits

For more information, ploase visit the company's website af www metabolic.com.au.

Background information on the drug development process
The steps required before a drug candidate is commercialised inelude:
1. Discovery or invention, then filing o palent application in Australia and worldwide,
2 Pre-clinical testing, faboratory and chamical pracess development and formulation studies;
3 Conlrofied human clinical trials to establish the safely and efficacy of the drug for ffs infended use;
4. Regulatory agoroval from the Therapeutic Goods Association (TGA) in Australia, the FDA in the USA and ofher agencies throughout
the world: and
& Marketing and sakes.

The testing and approval process requires substantial time, effort, and financiaf resources and we cannot be certain that any anprovals for any of our
products wiff be granted on a timely basis, if at aff

Human clinical friafs are lypically conducted in three sequential phases which may overlap:

Phase 1 Phase 2 Phase 3

Inifial safely study in healthy Studies in a fimited patient popufation designed fo. Trials underiaken fo further evaluate dosage

feiman subjects or palients. - identify possible adverse effects and safely risks in the and clinical efficacy and fo further fest for
patient popuiation (2A) safely in an expanded patient popufation in

Phase 1 riafs usually run for a - defermine the efficacy of the product for specific clivical study sites throughout major target

short duration, fargeted diseases (28); and markets (e.g. USA, Europe and Austrafia).

- determine tolerance and optimal dosage (28],
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