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ANTISENSE THERAPEUTICS T IMITED INVESTOR UPDATLE
February 2003

Dear Investor

| am pleased to report that
Antisense Therapeutics
Limited {ATL) has madea su-
ubstantial progress sinca
the June 2002 Investor
Update. The highlights de-
seribad in this edition of
Investor Update include:

» the successful comple-
tion of a package of
pra-clinical animal trials
of ATL's drug for the
treatment of multipte
sclerosis, ATL1102;

-

confirmation of the site
for Phase | clinical tri-
als of ATL1102 and re-
ceipt of approval on 4
Faburary 2003 to con-
dugct this trial;

completion of manufac-
turs of ATL1102 for
use in Phase | and
later clinical trials;

ATL1101 lead com-
pound for psoriasis sé-
lacted in Q13 2002, on
schedule; and

successiul raising of
$4.5 million in an over-

subscribed sharas offer.

And finally, our strategic
partner, lels Pharmaceuti-
cals Inc announces impor-
tant advances in the field of
antizensa therapeutics.

Mark Diamond, CEQ

ATL1102 for the treatment
of Multiple Sclerosis

Development Status

in Qctober 2002 ATL announced the suc-
cessful completion of a package of pre-
clinical (animal) studies, which has en-
abled ATL to progress arrangements to
start Phase | clinical trials of its product
ATL1102 for multiple sclerosis ('MS").

The results of the studies on the safety
and proparties of ATL1102 administered to
animals have demonstrated the axciting
prospact of dosing human subjects as in-
frequently as once a week or less fre-
quently, the likelihcod of which will be de-
termined in the Phasa | clinical trials.

in Decamber 2002, ATL applied to the
Charterhouse Clinical Research Unit at the
Stamford Hos pital in London

(“Charterhouse”) to conduct the Phase |
clinical trial to assess the safety and be-
haviour (pharmacokinetics) of ATL1102 in
human volunteers. On 4 February 2003,
approval was recaived from Charterhouse
to conduct this Phase | study.

The Phase | trial is expected to commencs
on echedule in March 2003.

Manufacturing Status

The production of injectable formulations
of ATL1102 suitable for use in Phase |
clinical trials was contracted outto a U3
company.

Four formulations are now ready for use in
the trial comprising two different concen-
trations of the antisense drug ATL1102
and two praparations of matching placabo,
which hava the same basic composition

{Continued on page &)



{Contirned from page 1}
but lack the active compound, ATL1102,

The final steps before shipping the formu-
lations to London for the conduct of the
Phase | study are quality testing and as-
sessment of the stability of the prepara-
tions which are currently under way at a
contract organisation in the USA.

Quality testing involves evaluation of the
formulated product to ensure It mests the
product specifications and stability testing
is important to est ablish a shelf life of the
formulated drug.

Qutlook

Upon ihe successful complation of the
Fhase | trial, it is anticipated that an appli-
cation will be made in 2004 for a Phase
la trial to assess preliminary efficacy in
patients with M3.

About Multiple Sclerosls and ATL1102
Multiple Sclerosis (MS) is a life-long
chronig, incurable disease, which progres-
sively destroys the central nervous sys-
tam, commanly diagnosed betwaan the
ages of 20 and 40 years.

M affects about 350,000 people in the
Us where the sstimated annual cost of
the disease is more than UWS5%2.5 billicn,
Although current treatments are unable to
slow disease prograssion, the aims of
tharapy are to reduce the durafion, fre-
guency and severity of attacks.

ATL1102 is a drug under development by
ATL, which aims to prevent the synthesis
of a pratein called VLA-4 known to play a
partin both the onset and progression of
MS.

ATL1101 for the treatment
of Psoriasis

Development Status

ATL1101 is baing developed by ATL in
collaboration with research partner the
Murdach Childrens Research Institute.
The ATL1101 lsad compoun d was se-

lacted in the third quarter of 2002 an
schedule and in line with forecasts made
in ATL's 30 June 2002 annual report. Pre-
clinical efficacy studies are currently un-
derway,

A topical formulation containing ATL1101
has been prepared for this lead com-
pound using Isis Pharmaceauticals, Inc
propristary formulation expertise for use in
pre-clinical studies.

Qutlook

Upon the successful complstion of the
pre-clinical efficacy studies, ALT1101 will
be poised to enter the naxt stage of pre-
clinical toxicology studies. These toxicol-
ogy studies are anticipated to commence
during 2004.

About Psoriasis and ATL11(MH
Psoriasis is & chronic, non-contagious
skin disorder, which affects 2% of the
population.

Aithough the worldwide market for Psoria-
sis treatments was more than US$500
million in 2000 and is forecast to exceed
L1852 billion by 2007 (Frost & Sullivan),
there is an acknowledged need for more
effective and safer treatrments than those
currently available.

ATl's candidate for Psoriasis treatment is
ATL1101, an anlisense compound de-
signad 1o block the production of a protain
invalved in the regulation of cell growth in
Psoriasis.

Other Projects

ATL has several other antisense projects
in its regearch portfolio including com-
pounds directed at treating gastrointesti-
nal, cardio-vascular, inflammatory, im-
mune and viral diseases and growth dis-
orders. ATL intend s to announce details
of the specific diseass indications to-
gsther with the lead compounds upon
succassful completion of pilot animal stud-
ias and once the relevant patent applica-
tions have been lodged.

(Contiied on page 3)
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Development Status & Outlook

Six lead anlisense compounds have
been producad for ATL since its listing in
December 2001 for disease targets rele-
vant to the freatment of viral, skin,
growth and inflammatery disorders. Pilot
gfficacy studies n animals are underway
for two of these compounds.

Additional pilot efficacy studies are ex-
pected to be completed by the end of
the 2003 financial year. A select number
of successful candidates may then be
progressed into formal pre-clinical devel-
opment including animal toxicology stud-
ios.

Recent Shares Offer

At the time ATL listed on the ASX
(Decemaer 2001), the prospecius indi-
cated that total proceads raised of $13.6
million would be sufficient to fund the
Company’'s activities until early 2003, at
which peint ATL's candidate drug for the
treatment of Multiple Sclerosis,
ATL1102, would reach the stage of
Phase | clinical trials and ATL1101 for
the treatmeant of Psoriagis would enter

What are the Steps
in drug testing?

1. Pre-clinical trials

These are performed in animal models
to test toxicity and efficacy of the drug
and properties related to its uptake, dis-
tribution and metabolism. The outcomes
of pre-clinical testing determine whether
clinical trials will procead and also influ-
snce the conditions selected for clinical
trials.

2 Clinical trials

Al clinicat trials involve testing on hu-
mans whosea participation is voluntary.

There are three (avels:

pra-clincal tesfing.

As praviously announced, ATL is on
track and on budget to meet these mile-
stones.

In December 2002, ATIL successfully
raised additional capital of $4.5 mi llion
(with the issue of 60,275,268 shares), in
an oversubscribed offer, for the purpose
of funding the next stage in the develop-
menit of these key lead compounds and
to progress the pipeline. This share is-
sije was approved by shareholders of
the company at a general meeting.

Queensland Investm ent Corporation, an
active instituttonal investor in the
biotechnology sactor, became a sub-
stantial shareholder of the company with
the acquisition of 14 millien shares in the
shara placement for $1.05 million giving
it a 5.1% interast in the com pany.

Other major partipants in the issue wera
existing sharehalders Circadian Tech-
nologies Limited and Isis Pharmaceuti-
cals Inc who were issued 10,333,333
shares for $775,000 each. Circadian's
and |sis's interasts In the company are
now 23.5% and 14.6% respectively.

Phase | — a relatively small number of
healthy voluritéers i5 treated to test the
safety of a new drug.

Phase || — selectad patients showing a
number of common featuras, such as
age, sex and saverity of the disease
participate in trials to establish the ef-
factiveness of the drug.

Phase llt - large numbers of patiants
from the ‘clinical setting’ who are widely
representative of t he patient population
are enrolied in the trial. Patients come
from all walks of life, often from a hum-
ber of participating centres.

The aim of Phase Il trials is to deter-
mine whether a new treatmant is any
hetter than the standard freatment in a
direct comparison of the two,




ANNOUNCEMENTS FROM ISIS SPELL GOOD
NEWS FOR ANTISENSE-BASED DRUGS

Successful tests on 3 new oral formulation
of Isis anti-inflammatory drug

Uniil recently, antisense inhibitors , simitar to most bi-
ologicaily dervied medicines, could not he defiverad
orally in the form of a tablel, capsule or powder,

Recognising the benefits of delivering drugs in this
convaenient form, 1sis has committed considerable re-
sources to producing a new, second generation of
antisense formulations that can be administered
orally, making them mors accsptable to patiants
than an injectable treatm ent.

In Novembar 2002, Isis announced the successful
campletion of a Phase | study of its capsule form of
an anti-inflammatory antisense drug. The plasma
concentrations reachead by the drug were indicative
of fissue concentrations being high enough to pro-
duce a therapautic benefit.

This study is @ watershed not only for being the first
antisense research program to overcome what was
thought to be a slgnificant technical hurdle, but also
far dramatically broadening the therapeutic and com-
merical potential for antisense compounds.

The data indicate that other second genaration com-
pounds have the potential for oral administration,
which obviously would provide a significant advan-
tage over other types of administration. We will pur-
sue an oral dogsage form as davelopment of
ATL1102 progresses.

Treatment Groups from a Phase lll trial of an
anti-cancer drug about to be revealed

The lsis investigational anti-cancer drug Affinitac™
(a trademark of Eli Lilly) is the subject of two Phase
[l trials for the treatment of non-s mall lung cancer,
One of thess involves a comparison of Affinitac™
with two treatments currently in use, carboplatin and
paciltaxel.

Isis has announced that the findings from this frial
will be analysed in March,

Positive results will provide the basis for a new drug
application (NDA) 1o the US Regu lalory Agency:
Food and Drug Administration. An announcement of
the successful completion of this pivotal study
should have a significant positive impact across the

Contact Information: Wahshte: www .antisense.com.au

About Antisense
Therapeutics

Antisense Therapeutics Ltd
is an Aystralian publicly
listed (ASX: ANP) biophar-
maceuticat drug discovery
and developrnant company.

ATL's misslon is to create,
develop and commatcialisa
novel antizense pharmaceu-
ticals for large unmat mar-
kets, Its two most advanced
projects target Multiple Scle-
rosis (AT1.1102), and Psorla-
sis (ATL1101).

The Company's access to
these projects is derived
from its technology and re-
search collaborations with
Isis Fharmaceuticals Inc.
and the Murdoch Childrens
Resaarch Instituta.
California-based |sis is a
warld [eader in the field of
antisense drug technology
and has a market capitalisa-
tion of approximataly
LUS5276 million.

The collaboration agreament
with Isis provides ATL with
axtansive access to lsis’s an-
tisense drug discovery tech-
nolagy of relevance to the
troatrmant of viral, skin,
growth and inflammatory dis-
orders. ATL plans to com-
marcialise its pipeline via li-
censing/collaboration agree-
ments with major biotechnol-
agy and pharmaceutical
companias.

ATL's major shareholders in-
clude Circadlan Technolo-
gles Limited (ASX: CIR), Isis
Pharmaceuticals Inc.
(NASDAQ: 1818). Queens-
tand [nvestment Corporation
and the Murdoch Childrens
Research Institute.

Managing Director - Mark Diamond +61 3 8827 8999
{nvestor Relations - Natalie Korchev +61 3 9827 8993



