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Nimotuzumab global development strategy :

First Announcement h .
connecting science and market

. D Coll Fri
We want to achieve: ear Colleagues and Friends,

We have the pleasure to invite you to participate in the "6th Nimotuzumab,
Global Scientific Meeting", which will take place from 22 to 24 November in
Havana, Cuba. The Nimomeeting 2010 will attract over 250 attendees and
more than 20 companies and organizations.

1. Reinforce the concept
that the nimotuzumab is
an Innovative Product.

2. Transit from product-

oriented research to dis- The development of nimotuzumab fits in the context of the emergence of a

ease-oriented research.

Our strategy must be
addressed to:

. Promote the develop-
ment of multinational
trials within the
Global Consortium.
Framework.

. Identify special niche
of patients allowing
innovative medical
positions that include
chronic use and com-
binations.

. Strengthen the collec-
tion and documenta-
tion of Nimotuzumab
use in post-market
and physician-led tri-
als.

. Increase the transla-
tional research to
support knowledge
directed optimizing
clinical benefit.

new clinical paradigm for biological products. Major milestones of this new
model discuss about treatment maintenance after disease progression, clinical
response deferred in time even after an initial progression and the inadequacy
of the conventional definition of time to progression for the assessment of the
benefits associated with this medication.

A brief overview of major outcomes of the innovative product shows that nimo-
tuzumab produces inhibition of EGF receptor activation, allowing a basal recep-
tor level signaling *. As a result of its intermediate affinity, nimotuzumab re-
quires bivalent binding to cells with high expression of EGF receptor >4 Nimo-
tuzumab induces reduction of CD133 + cells and reduction of neo-angiogenesis
>, There are evidence not directly related Nimotuzumab on its potential

"immunization effect" on the induction of cellular anti-tumor immune response
6

Nimotuzumab has low skin toxicity, and it does not produce hypomagnesaemia.
Up to date more than 966 patients have been treated on 24 completed clinical
trials "%, 979 patients on ongoing clinical studies, 1151 patients on investigators
lead trials and more tan 9527 patients on post-marketing use. Nimotuzumab
has been used chronically by at least two years in adult and pediatric popula-
tions °.

In advanced head and neck cancer, nimotuzumab combined with radiotherapy
or chemoradiotherapy, increases
the incidence of Complete Re-
sponse after the treatment °*°. The
antibody combined with chemora- I
diotherapy provides deferred time
survival benefits '*. There are initial ,
evidences showing that in this indi- §
cation the effect on survival in- |

=

creases proportionally with EGF ﬁ';;\ :
receptor expression > *°.
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In glioblastoma multiforme patients, Nimotuzumab combined with radiotherapy, provides advantages
in survival ***°. In pediatric patients, receiving Nimotuzumab as monotherapy for recurrent glioblas-
toma multiforme, the survival is increased > *°.

The combination of nimotuzumab with chemoradiotherapy for the treatment of esophageal advanced

cancer patients produces a significant increase in the appearance of post-treatment Complete Re-
17

sponse .

Preliminary evidence shows that treatment with nimotuzumab increases survival in patients with hor-
monal refractory prostate advanced cancer. In patients with brain metastases from lung cancer, the
innovative medicine brings benefits in terms of survival and disease control. Results from clinical ex-
panded access programs that evaluate the benefits of nimotuzumab, show the benefits of the treat-
ment in patients with advanced non-small cell lung cancer and recurrent or refractory uterine cervical
cancer. These programs confirm initial results on the synergism of nimotuzumab with palliative radia-
tion and metronomic chemotherapy in conventional oncospecific treatments for unfit patients 2.

For this new Nimomeeting 2010, we intend to increase the contributions of all the members of the
global nimotuzumab consortium on:

o The mechanisms of action to document the benefits of differentiation.

o The biomarkers and translational research program for the evaluation of clinical response
predictors and clinical benefit optimization.

o The clinical outcomes in novel spaces: chronic use without cumulative toxicity, significant
advantages in survival even after disease progression, benefits in unfit patient.

o Publication and dissemination of results of clinical studies in high impact journals plan.
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