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November, 2006
Dear Stockholder,
Attached is your copy of the latest newsletter of Marshall Edwards, Inc. (the“Company™).

The newsletter details the progress the Company is making in its clinical development programs for its lead drug candidate phenoxodiol and for its newly
licensed drug candidates NV-196 and NV-143.

As you may be aware, following its review by the U.S. Food and Drug Administration under the Special Protocol Assessment Program, phenoxodiol is
entering its pivotal Phase 3 clinical trial known as “OVATURE” for the treatment of platinum resistant ovarian cancer. Successful results from this clinical
trial could result in the lodgement of a marketing application for phenoxodiol, truly a very pivotal and exciting time.

NV-196 and NV-143 were recently licensed from Novogen Limited. NV-196 is a pro-drug of NV-143 and is currently in Phase 1 clinical testing in Australia.
NV-143 is in pre-clinical testing. These investigational drugs are being tested as chemosensitizing agents for melanoma, pancreatic and bile duct cancers, all
aggressive forms of cancer currently with limited therapeutic options.

I trust that you find the newsletter informative and I thank you for your continued support of the Company.

Yours faithfully
/s/ Christopher Naughton

Christopher Naughton
President and CEO
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OVATURE pivotal trial
Phenoxodiol and prostate cancer

Purdue University research shads light
an how phenoxodiol works

Cervical cancer
A promising therapeutic target
for phenaxadiol

NV-196 I NV-143
Clinical program underway for melanoma,
pancreatic cancer and bile duct cancer

NV-196 / V=143
and radiation therapy

Dir Patricia A Rossi




OVATURE
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Phenaxadiol is an investigational drug that is now being
studied in a pivotzl clinical trizl, meaning that the data
are 1o be collected for submission to the US Food and
Drug Administration (FOA), European, and other
ragulatory authorities to support an application for

marketing approval. The Phase 3 trial, called " OVATURE®

for OVArian TUmor Response will evaluate the safety
and effectiveness of phenoxodial, in combination with
carboplatin, for the treatment of ovarian, fallopian, or
primary peritoneal cancer that is resistant 1 platinum
therapy. The study, which was reviewed under the FDA's
Special Protocol Assessment Program, will recruit 470
patients with these cancers in 60 sites throughout the
United States, United Kingdom, Poland, Spain, the
Metherlands, Belgium and Australia. Phenoxodiol has
been granted “fast track” status by the FOA for this
indication and for hormone-refractary prostate cancer,
a designation intended to expadite the approval of
drugs demonstrating the potential to address significant
unmet medical needs,

The Phase 3 tizl builds on the positive findings of a
Phase Il clinical trial conducted at Yale-New Haven
Hospital (USA) and the Royal Women's Hospital
[Australia), canducted in 40 women, In that trial,
phenoxodiol was given in combination with cisplatin
or paclitaxel o women with tumars that were resistant
or refracary to platinum drugs (21 patients) or to taxane
drugs (19 patients), The combination treztment was
able to stabilize or produce a complete or partial turnor
response over a 6-month treatment period in 76% and
T4% of patients respectively; the median sunival fimes
were 62 weeks and 48 weeks respectively. Mo contral
arm {standard of care) was used in this study, but the
published madian survival times for patients with such
late-stage ovarian cancer is between 28-40 weeks
[Ann. Oncol 2004, vol. 15, page 100).

carbnplatln cumpared

2 for the treatment of ovarian cancer
as become resistant or refractory to platinum
therapy. The study is double-blind, meaning that neither
patients nor their physicians will know which treatment
the patient is receiving.

Platinum chematherapy drugs (csplatin, carboplatin,
owaliplatin) are relatively simple chemical structures built
around a central platinum atom, The platinum family of
drugs work by attaching themselves to a cell's DNA,
miaking it impessible for the call to divide, The damaged
DNA also is resistant to repair which then activates the
cell’s self-destruction mechanisms, lezding to a farm of
cell death known as apoptosis, Platinum-based drugs
have been used for close to 30 years and still remain
the most effective diugs available for the treatment of
OVENan Cancer.

Although 80 percent of cvarian cancers initially respond
well to platinum drug treatment, most ovarian cancers
gventually develop resistance to platinum drugs —a
resistance that typically extends to almost all other
standard chemotherapies. Fatients with tumars that are
platinum-resistant have a poor prognesis. In the case of
patients with late-stage ovarian cancer, the development
of resistance to standard drugs is a major barrier 1o
successful cancer management, with the overall five-
yeat sundval rate of new ovarian cancer patients being
45 percent, due in large part to the development of
multi-drug resistance. Being able to restore sensitivity to
platinum drugs would represent a major breakthrough
in the management of such cancers.

In the laboratory, phenoxodiol has proven very effective
at restoring sensitivity to most standard chemetogic
drugs following the development of chemoresistance.
The biology of multi-drug resistance is poorly under-
stond, but is thought to invohe a number of differant
mechanisms, and this multiplicity of mechanisms makes
highly-targeted strategies to overome resistande less
likely to succeed. The effectiveness of phenoxodiol in
overcaming chemaoresistance is thought to be due to
phenoxodiol’s ability to induce a generalized binchemical
dysfunction within the tumor cell, making it more likely
to disrupt a range of different resistance mechanisms,




Patient eligibility

To be eligible for the pivotal study, patients must have
a tumor that has responded to a primary course af
platinum drug therapy (thereby ensuring that platinum-
sensitivity is capable of being restored). Tumers must
also subsequently have become platinum-resistant, as
evidenced by a patient showing disease pragression
within six months of the second or subsequent course
of platinum therapy. Previous platinum therapy must
have been given in the standard regimen of every three
wizeks (or less commaonly, every twio weeks). There is no
limit on the number or type of previous therapies,
praviding that patients have had at l2ast two courses
of platinum drug therapy,

Patierts alse must have a platinum-free interval no
greater than six months prior to enrolment. This is to
ensure that restoration of sensitivity is not due to a
patient’s lack of use of chematherapy drugs. With some
chematherapy drugs this type of sensitivity restoration
accurs over time following cessation of drug therapy,
and even though it is not yet known whether it also
occurs with platinum drugs, the trial was designed to
remave any such implication.

Hospital sites for trials are currently being recruited
and additional sites for the study will be identified ower
the remainder of this calendar year. All sites are
expected ta be in a position to recruit patients by the
end of the first quarter of 2007. Details on the sites
and patiant eligibility can be obtainad by visiting
wiwaw.phenaxodiol .com, This site will be updated
reqularly as the trial proceeds.

Study methods

Patients will be randomized into two treatment groups.
One group will receive phenoxodiol and carboplatin,
while the ather will receive carhoplatin and a placebo.
Phenoxodiol will be administered 2t a dose of 400 mg
every sight hours, For all patients in the OVATURE trial,
carbaplatin will be administered weekly 1o patients,
rather than in the standard two- or three-weskly
regimen, This is in part for ethical reasans, with a weekly
‘dose-dense’ regimen allowing for the possibility of
response in patients taking the placebo.

Evaluation

To measure the eflectiveness of phenoxadiol in
combinatian with carboplatin, the primary efficacy
end-paint will be the length of time a patient is both
alive and without disease progression or warsening
of her cancer, a measurement called progression-free
survival. The secondary efficacy measurement will be
aoverall patient survival. The study will also assess
changes in the patient's tumar burden, the overall
response rate {proportion of patients showing a partial
or completa response), the time to response, the
duration of the response, quality of life (based on a
questionnaire}, and clinical status as measured by a
system called the Kamofsky score, The safety of
phenoxodiol in combination with carboplatin will be
evaluated based on the incidence and severity of
toxicities and intolerances. Where the toxicity or
intolerance cannot be adequately treated or controlled
by a reduction in the dosage of the test treatment,
the patient will be removed from the study.

The tumar burden will be measured on & regular basis
by Computed Temography {CT} scans, and standard
guidelines, called RECIST, used to determine disease
status, By RECIST, progression is defined as a minimum
20 percent increase in the longest diameter of target
lesions, or the development of a new lesion. Response
is defined 2s a minimum 30 percent decrease in the
diameter of target lesions. CT scans will be conducted
every two months, or more frequently when disease
progression is suspected,

Special protocol assessment and accelerated
approval

Earlier this year, OVATURE completed a Special
Protocol Assessment (SPA) by the FDA, This means that
the FDvA and Marshal| Edwards have agreed that the
design and planned analysis of this Phase 3 study are
adequate to meet the reguirements for submission of
a marketing application to FDA, The SPA also provides
for an irmerim analysis of the data to support a requast
for Accelerated Approval, @ process by which the FDA
could grant marketing approval with the condition that
the study be completed to receive full approval. In the
case of OVATURE, we have agreed with the FDA that
an interim analysis can be conducted when 95 "events”
have ocourred, an event being defined as either
disease progression or death.




Phenoxodiol anad
Drostate cancer

A potential therapeutic indication for phenoxodiol.

frtal complete

Late stage prostate cancer

Marshall Edwards remains committed to the
development of phenoxodiol for the treatment af
prostate cancer. The results of the Phase 1/2 dose-
ranging study completed last year showed that the
investigational drug phenoxodiol has an important
potential role to play in the treatment of this
common disease. In that study, conducted in 26
men with hormone-refractory prostate cancer,
phenoxodiol was able to extend significantly the
time before the disease progressed in men with
|ate-stage, hormone-refractory cancer. . Steering committee

of US oncologists

The Company has postponed extending this
pany has posip g convened

development since the completion of that study for
a number of reasons. The first has been the need to
dadicate resources to the OVATURE study. It was . Clinical strategy
considered prudent to conserve funds until the final
cost of the OVATURE study was known, something
that has only recently been clarified. A second
reason has been the need to preserve drug for the . Targeting 2007

OMATURE study until the size of the study was

known, something that also only became apparent

with the grant of the SPA by the FDA earlier this

year. In preparation for the start of the nest stage

of development of phenoxodiol in prastate cancer,

a steering committee composed of US oncologists

was convened recently, and an appropriate clinical . .

development strategy is being formulated. It is F I | ne th gld p'}f

anticipated that that strategy will proceed in 2007

in development

Early stage prostate cancer




Purdue University
research sheds light
on how phenoxodiol
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Table 1, Concentration of phenoxe

Oral phenoxodiol dosage

Table 2, Tumar size and disease progression after 4 weeks of phenoxodiol therapy.

Oral phenoxodiol dosage Tumaor size

50 mg

200 mg

* These patients showed
an average of 17%
decrease in the longest
diameter of the tumor.




Marshall Edwards has established pre-clinical programs
in the United States, United Kingdom, and Australia for
NV-196 and Wv-143, and a clinical program in Australia
for MV-196, to study these two latest candidate drugs.
These investigational drugs are being tested as chemo-
sensitizers against melanoma, pancreatic cancers, and
bile duct cancer — all aggressive forms of cancer with
limited therapeutic options.

NV-196 is a derivative of phenoxodiol, and MNY-143 is
a3 derivative of NV-196. In fact, NV-196 is a pro-drug

of NV-143, meaning that patients dosed with NV-196
end up with both NV-196 and NV-143 in their blood.

The difference between the three drugs is that minar
variations in their structure have led to considerable
changes in the types of tumars that are most sensitive
to each drug. MV-196 and NV-143 are particularly
cytatoxic to melanoma, pancreatic adenocarcinoma
and cholangiocarcinoma (bile duct cancer) tumor types
in laboratory testing.

Clinical program underway for melanoma,
pancreatic cancer and bile duct cancer.

phenoxodiol

-

NV-196

Labaratory studies of both NV-196 and NV-143
support that they are patent chemo-sensitizers. In
the same way that phenoxodiol has been shown to
chemosensitize tumor cells to most standard chemo-
toxic drugs, so do NV-198 and NV-143,

NW-196 has entered its clinical phase. A Phase 1a

study was conducted in Australia with 3 patients that
compared the oral and intravenous dosage forms of
NW-196. That study confirmed that the oral dosage
form of NV-196 potentially could produce target levels
of drug in the bloodstream and was withaut toxicity
following a single dose. MV-196 is now undergoing its
second Phase 1a study in Australia invalving 12 cancer
patients to test the safety and pharmacokinetic profile
of N-196 after repeated oral dosing. To date, the drug
has proven to be well tolerated, althaugh this needs to
be tested in considerably more patients befare it can
be certain that the drug has the same high safety profile
as phenaxodiol as shown.

It is anticipated that an Investigational New Drug (IND)
application will be submitted by the Company to the
FDA in 2007, to conduct a Phase 1b study in the US
that will provide further data on safety and preliminary
data on efficacy. Clinical development has commenced
with NW-196 because its pro-drug effect means that
patients ultimately may derive the benefit of both
NV-196 and MNY-143. However, NY-143 will continue
10 be studied as a drug in its own right because in
laboratory studies it has shown greater biological
potency against some cancers than MY-196. NV-143

is planned to be in Phase 1 trials in 2007,

NV-143










Bile Duct Cancer

Cholangiccarcinoma, or cancer of the bile duct, is a
rare, slow-grawing, and late metastasizing cancer,

It affects approximately 2 out of 100,000 people in
the United States, predominately individuals over 65,
Approximately 4,000 cases are diagnosed each year
in the United States alone,

Cancer of the bile duct is usually diagnosed at a

late stage and is associated with poor survival rates.
Disease progression can result in metastasis to other
organs, liver failure, and infections, Surgical removal
of the tumar is the optimal therapy. However, in the
majoity of cases where surgery is not possible and
the tumar has spread outside the biliary tree, standard
chematherapy andlor radiation therapy generally
proves 1o be palliative offering relief but no cure.

NY-196 and NV-143 are being studied 1o evaluate
their ability to chemosensitize cholangiocarcinoma cells
to gemcitabine (see Figure 3). Pre-clinical studies at
the University of Alabama in Birmingham are underway
to test the effectiveness of these drugs in o,

Mice bearing cholangiocarcinoma will be treated with
NV-196 and MV-143 in combination with drugs such as
gemcitabine, S-flurouracil, and displatin 1o determine
their effect in tumar growth.

Figure 3, Percent of bile duct cancer cells dying when using NV-196 in laboratory studies.

NV-196 [ NV-143 versus phenoxodiol

The drug candidates NV-196 and NV-143 seem to
differ from phenoxodiol in the way they affect a

cell's self-destruction mechanism (apoptosis) through
death receptors, There are two main families of death
receptors located on the surface of a cell, the Fas
and TRAIL-2 receptors. These receptors are the two
principal families of death receptors through which a
healthy cell eventually receives signals to self-destruct.
Self-destruction is a normal process in the cell's oycle
to remove itself from circulation. A tumor cell, on the
other hand, blocks this process of self-destruction and
keeps on dividing.

Both phenoxodiol and NV-196 work on the Fas and
TRAIL-2 pathways, but phenosodiol appears to act
mostly through the Fas receptors while NV-196
and NV-143 appear to act principally through the
TRAIL-2 receptars. It is believed that melanoma,
cholangiocarcinoma, and pancreatic tumor cells
particularly involve the TRAIL-2 raceptors,

Labaratary studies sugaest that this group of tumar
types can be killed more effectively by NV-136/
NV-143 than by phenorodiol, making these tumor
types potential therapeutic targets for NV-196 and
NV-143. However it is likely that neither NV-196 nor
Ny-143 will be used as singhe-agent therapies in these
aggressive cancers. Rather, it is far more likely that
they will be used as chemasensitizers for standard
chemaotoxic drugs such as gemeitabine and cisplatin,

. Late apoptoss
O Early apoptosis
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NV-196 / NV-143
and radiation therapy

In addition to their chemo-sensitizing activity, A number of strategies have been developed to

NV-196 and NV-143 have promising activity as increase the effectiveness of each dose of radiation

a sensitizer for radiation therapy. delivered. The only strateqy thus far that has yielded
appreciable benefit is the combination of radiotherapy

Radiation is used broadly as a treatment for many and chematherapy. Far a number of different types of

cancer types and remains a cornerstane of cancer cancer, damage inflicted to the tumor cells by using

therapy. As with many cancer therapies, radiotherapy is chematherapy provides & more durable radiotherapy
non-selective, often damaging healthy cells surrounding effect, However, mast types of chemotherapies are also

the cancer. Because of this, there sometimes is a non-selective and, while its use allows for more doses of
limit to the number of deses of radiation that can be potent radiotherapy, healthy cells are also impacted by
administered to a cancer patient. For some types of the toxicity of both therapies.

cancers, such as cancer of the brain, lung, or head &

neck, radiotherapy can be restricted to a single daily A better approach would be to use chemotherapeutic
exposure. Limiting the number of exposures can affect drugs that would only affect tumor cells, making these
the ability of health professionals to treat cancer. more susceptible to the toxic effects of radiation while

reducing toxicity 1o healthy cells. This would lead not

only to more agqressive radiation schedules but also to
Figure 4. Using NV-143 in combination with radiation therapy decreases the number decreasad side effects associated with cancer therapy.
of cancer cells surviving when compared to radiation alone.
MY-196 and its derivative, NV-143, seem to offer
such an opportunity. In a recent in vitro study, vulvar
carcinoma cells were exposed to different concentrations
of NV-143 and varying doses of gamma-irmadiation.
The cells were then grown in tissue culture (clenogenic
asszy) to determine the number of cells that survived
and were capable of growth (see Figure 4).

Results of this laboratory study demonstrate the poten-
tial ahility of NV-143 to sensitize vulvar carcinoma cells
to the effects of radiation. In this study, the combination
of NV-143 and radiation killed a significantly larger
number of cells than radiation alone. The promise of
this combined therapy is its potential to be effective
without the enhanced taricity to healthy cells produced
by using standard chematherapy drugs.

000 B ‘\~ Radiation alone
5 "‘ *Surviving fraction
g+ » of vulvar carcinoma
£ “ NV-143 (0.03 uM) cells as a function
g - of radiation dose
= - - - [Gy) and NV-143
5: MV-143 (0.3 pM) concentration.
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Patricia A& Rossi Fharm. 0 has joined Marshall Edwards
as the Vice President of Clinical Operationz. Dr Rossi's
primary responsibility is to oversee the OVATURE
Trials as well as any new clinical trials that may
come up in the US

Prior to joining Marshall Edwards, Dr Rossi served

as Medical Science Liaison at Onyx Pharmaceuticals
and Regional Medical Lizison and Clinical Oncology
Manager at Sanofi-Aventis Pharmaceuticals-Oncology.
She has also managed an oncology pharmaceutical
sales team for Bristol-Myers Squibb Oncology.

Dr Rossi began her career as a pharmacist,
eventually narrowing her specialty to oncology
pharmacist, She halds a B.5. in Pharmacy from
Massachusetts College of Pharmacy & Allied
Health Sciences and most recently completed the
school's Non-Traditional Pharm D Program (NTPD).
Dr Rossi brings a wealth of knowledge from the
oncolegy pharmaceutical community and will play
an impartant role in Marshall Edwards' clinical trials
program in the LS.




Marshall Edwards has
established a Mew York City
office which now facilitates
inter-company meetings at
a convenient and central
Mew York location.

Marshall Edwrards Inc,
100 Park Avenue, Suite 1600
Mew York, NY 10017

Tel. 212 984 1852
Fax, 212 BEO 6439

wiww.marshalledwardsine.com




