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ALLOGENEIC STEM CELLS EFFECTIVELY TREAT
EYE DISEASES

Cells highly synergistic with anti-VEGF therapy; combination
prevents blood vessel leakage and retinal detachment

KEY POINTS:

»  Trial outcomes identify diabetic retinopathy and age-related macular degeneration,
the leading causes of blindness in the developed world, as major new market
opportunities for the Company's proprietary stem cell technology

= Single injection of proprietary allogeneic, or "off-the-shelf", adult stem cells were safe
and highly synergistic with the United States Food and Drug Administration-approved
anti-VEGF agent Lucentis for treatment of leaky blood vessels in the eyes of non-
human primates

= ~ Combining a single injection of the Company's stem cells with Lucentis resulted in a
significantly superior outcome to Lucentis alone in preventing severe blood vessel
leakage and preventing disease recurrence

» Combining a single injection of the Company's stem cells with Lucentis prevented the
formation of new blood vessels and protected against retinal detachment

= Trial results form the basis of an IND submission to commence a Phase 2 clinical trial
of the Company’s stem cell therapy for eye diseases.

Melbourne, Australia; 10 July 2008; Australia's regenerative medicine company,
Mesoblast Limited (ASX:MSB; USOTC: MBLTY), today announced highly significant preclinical
trial results of the adult stem cell technology platform for the treatment of eye diseases
associated with abnormal blood vessels. These diseases include diabetic retinopathy and age-
related macular degeneration (AMD), the leading causes of blindness in the western world.

The current standard-of-care therapy for AMD is repeated eye injections using an anti-VEGF
agent. Two of these agents, marketed under the names Lucentis and Macugen, have been
approved by global regulatory bodies and distributed by Genentech, Novartis, and Pfizer.
These agents are injected into the eye every 4-6 weeks on an ongoing basis as maintenance
therapy to prevent reversal in visual improvement.

The results of the trial in 42 non-human primates, conducted in conjunction with Mesablast's
New York-based sister company Angioblast Systems Inc., indicate that combining an anti-
VEGF agent with the company's proprietary stem cells may lead to improved vision and a
reduction in the frequency of subsequent anti-VEGF injections into the eyes.

In the United States alone, there are about 1.5 million people suffering from the form of AMD
associated with abnormal blood vessels, and over 200,000 new cases per year. An addmonal

500,000 diabetics suffer from macular oedema caused by abnormally leaky blood vesselsy: . G m
making these disease states a major market opportunity. % ~ &3 -
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Appendix

A preclinical trial was performed by Angioblast Systems Inc. in 42 non-human primates, 36 of
whom received laser photocoagulation to the back of the eye to induce choroidal
neovascularization. The study objectives were to evaluate the safety and effectiveness of a
single intravitreal injection of the company's proprietary allogeneic Mesenchymal Precursor
Cells (MPC) alone and in combination with a single intravitreal injection of the FDA-approved
anti-VEGF agent Lucentis at 0.5mg. Fluorescein angiography was performed at days 15, 28,
35 and 42 to assess and grade the degree of vessel leakage following laser damage.

o f”’:\
I~ =
D IANS.

P4
R The trial results showed that each of the three escalating cell doses used were as effective as
_J_) Lucentis in this model of blood vessel leakage after laser-induced damage, without any
o7 significant cell-related adverse events. However, the combination of Lucentis with a single
o injection of the company's stem cells was significantly superior in sutcome to Lucentis alone
—- - in preventing development of severe blood vessel leakage, preventing progression of mild to
- I':\‘. severe vessel leakage, preventing disease recurrence, and preventing retinal detachment.
. ,: In comparison to Lucentis alone, combining the drug with a single injection of allogeneic
' stem cells reduced the mean blood vesset leakage score by approximately 25% by the trial's
O end at day 42 {p=0.03), figure 1. This was due to approximately a 50-90% reduction in the
. number of high-grade leaky vessels throughout the entire trial period and approximately a
o~ ) 29-42% increase in the number of low-grade leaky vessels, suggesting that the combination
; . therapy prevented progression of low-grade to high-grade leaky vessels.
Ay
's/ -:f' While Lucentis alone prevented the most severe (grade 4) vessel leakage compared with
o : controls at day 15, after this timepoint disease recurrence was seen and sole Lucentis
Lo K therapy was ineffective relative to controls beyond day 15, figure 2. In contrast, adding a
-‘,:1, C}‘ single injection of allogeneic stem cells completely eliminated the most severe (grade 4)
W\ Lﬁf teakiness throughout the entire 42-day trial period, figure 2, indicating that the combination
) -~ prevented disease recurrence.
I( k)
t __J i Thirdly, adding a single injection of allogeneic stem cells to Lucentis significantly reduced the
formation of abnormal new blood vessels. As shown in figure 3, the mean severity score for
0 formation of a fibrovascular membrane was over two-fold higher in Lucentis treated eyes
T— than in eyes treated with the combination of Lucentis and allogeneic MPC. (p=0.001).
f, ) )\: Finally, in comparison to Lucentis alone the incidence of retinal detachment throughout the
g trial was reduced by approximately 85% when a single injection of the allogeneic stem ceils
— was added. Whereas retinal detachment occurred in 37/72 (51%) laser-treated eyes without
o L___I combination therapy, it was seen in only 1/12 (9%) eyes receiving the combination therapy

(p<0.01), figure 4.
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Figure 2.Combination of allogeneic MPC + anti-VEGF prevents Stage 4

disease relapse seen with anti-VEGF alone after day 15,
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=
— UNITED STATES FDA CLEARS PHASE 2 TRIAL FOR
- CONGESTIVE HEART FAILURE _
= Major New Market Opportunity {c;."':'v ‘2; m\
{ \ = =
A Key Points: B i
E o
Y = FDA clears Phase 2 clinical trial for congestive heart failure r“\‘;‘ ‘.__":\
. = Third IND submission cleared for platform stem cell technology =7 v )
,f.;'/’:\ » Multiple centres in US to participate 12’: -
T »  Major milestone hit on time and within budget T N
{
vl w9

’ ) Melbourne, Australia; 5 June 2008: Australia's regenerative medicine company, Mesoblast
i ) Limited (ASX:MSB;USOTC:MBLTY), today announced that the United States Food and Drug

Administration (US FDA) had cleared an Investigational New Drug (IND) submission by its US-
. .- based sister company, Angioblast Systems Inc., to commence a Phase 2 trial of the stem cell
. ,ZA, platform technology for treating patients with congestive heart failure.

 The trial will enrol 60 patients with heart failure at multiple major centres across the US.

-~ = Fifteen patients will serve as controls and 45 will receive one of three doses of the company's
_ patented allogeneic {donor unrelated or "off-the-shelf") adult stem cells. Study endpoints will
= ' include measurement of heart muscle function and improvement in heart failure symptoms at
f?r -,y Six and 12 months.

)

. In this trial, the company's patented allogeneic celis will be injected intoc damaged heart
(‘] muscle by cardiac catheter, in a similar way to the company’s ongoing Phase 2 trial in patients
"’ with heart attacks. The cardiac catheter technology for this trial will be provided through an
ongoing collaboration with the Johnson and Johnson companies Cordis Corporation and
Biosense Webster.
'\ In parallel with this Phase 2 trial, Angiobtast will continue its ongoing preclinical collaboration
l.,"i )_with Abbott, a major global broad-based health care company, to jointly develop a heart
‘i.._,/_failure product. The company expects that the results of both the Phase 2 clinical trial and its
N preclinical collaboration will support the subsequent filing of a pivotal, Phase 2b/3 clinical
trial.

resulted in improvement in heart muscle function and reduced symptoms of both heart failure
and severe angina. Additionally, the company's allogeneic cells have been shown to improve

L

3

/ij) In a recent Australian pilot trial, injection of the company's autologous cells (patients' own)
||“ heart muscle function and reverse established heart failure in preclinical trials.

n
|

i

T Tl
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"Qbtaining rapid FDA clearance to begin a Phase 2 trial of our allogeneic cells in patients with
heart failure confirms the robustness of the clinical and preclinical results of the platform adult
stem cell technology”, said company founder Professor Silviu Itescu.

"Treatment of heart failure is a major unmet clinical need and a huge commercial opportunity
for us. If our initial clinical and preclinical results are mirrored in this Phase 2 trial, we will
have a unique and highly effective product for this massive, and growing, market," Professor
Itescu added.

About Congestive Heart Failure

Heart failure is a leading cause of death in the developed world, and is estimated to affect
over 11 million peopte worldwide. In the United States alone, nearly 5 million patients suffer
from heart failure, making this condition a major cause of total hospitalisations, chronic
disability, and mortality. Each year in the United States 550,000 new cases are diagnosed
and some 300,000 patients die because of the progressive condition.

Heart failure results from the progressive deterioration of the pumping function of the heart,
leading to its inability to pump sufficient blood to the bedy's tissues, organs and limbs. The

. majority of heart failure patients have underlying cardiovascular disorders that are often the
. precursors of their condition. The most common of these are atherosclerosis, myocardial

infarction, hypertension, cardiomyopathy and arrhythmia.

About Mesoblast

Mesoblast Limited (ASX:MSB; USQOTC:MBLTY) is committed to the rapid commercialisation of
a unique adult stem cell technology aimed at the regeneration and repair of bone and
cartilage. Qur focus is to progress through clinical trials and international regulatory processes
necessary to commercialise the technology in as short a timeframe as possible. Mesoblast has
the worldwide exclusive rights for a series of patents and technologies that have been
developed over more than 10 years and which relate to the identification, extraction and
culture of adult Mesenchymal Precursor Cells (MPCs). The Company has also acquired 39% of
Angioblast Systems Inc., an American company developing the platform MPC technology for
the treatment of cardiovascular diseases including repair and regeneration of blood vessels
and heart muscle. Mesoblast and Angioblast are jointly funding and progressing the core

-technology. Mesoblast's strategy is to maximise shareholder value through both corporate

partnerships and the rapid and successful completion of clinical milestones.
For further information, please contact:

Julie Meldrum

Corporate Communications Director
Mesoblast Limited

T: + 61 (03) 9639 6036

M: +61 (0) 419 228 128

E: julie.mefdrum@mesoblast.com
W: www.mesoblast.com
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T KEY POINTS: T
’-\‘,l !_,h 75"_5_ "
;‘/\ = Trial outcomes identify diabetic retinopathy and age-related macular degeneration, S@
{{" f D the leading causes of blindness in the developed world, as major new market
b J opportunities for the Company's proprietary stem cell technology
‘“—"--_\\" =  Single injection of proprietary allogeneic, or "off-the-shelf", adult stem cells were safe
Y and highly synergistic with the United States Foed and Drug Administration-approved
- anti-VEGF agent Lucentis for treatment of leaky blood vessels in the eyes of non-
human primates
e = S * Combining a single injection of the Company's stem cells with Lucentis resulted in a
- \‘\'\' significantly superior outcome to Lucentis alone in preventing severe blood vessel
\\, ; leakage and preventing disease recurrence
P » Combining a single injection of the Company's stem cells with Lucentis prevented the
T formation of new blood vessels and protected against retinal detachment
SIS = Trial results form the basis of an IND submission to commence a Phase 2 clinical trial
@ﬂ\ of the Company's stem cell therapy for eye diseases.
Y
-
) --f--;‘l Melbourne, Australia; 10 July 2008: Australia's regenerative medicine company,
L Mesoblast Limited (ASX:MSB; USOTC: MBLTY), today announced highly significant preclinical
W = trial results of the adult stem cell technology platform for the treatment of eye diseases
o 1 associated with abnormal blood vessels. These diseases include diabetic retinopathy and age-
N related macular degeneration (AMD), the leading causes of blindness in the western world.
[P
I by
\\«U/ The current standard-of-care therapy for AMD is repeated eye injections using an anti-VEGF
T agent. Two of these agents, marketed under the names Lucenitis and Macugen, have been
{ \Q)LI approved by global regulatory bodies and distributed by Genentech, Novartis, and Pfizer,
—_ These agents are injected into the eye every 4-6 weeks on an ongoing basis as maintenance
therapy to prevent reversal in visual improvement.
L
f':_f{] The results of the trial in 42 non-human primates, conducted in conjunction with Mesoblast's
z \ New York-based sister company Angioblast Systems Inc., indicate that combining an anti-
WL VEGF agent with the company's proprietary stem cells may lead to improved vision and a
T reduction in the frequency of subsequent anti-VEGF injections into the eyes.
kL i
L :'.IT-;, In the United States alone, there are about 1.5 million people suffering from the form of AMD

associated with abnormal blood vessels, and over 200,000 new cases per year. An additicnal
500,000 diabetics suffer from macular cedema caused by abnormally leaky blood vessels,
making these disease states a major market opportunity.
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The results of the preclinical trial showed that a single intra-ocular injection of the Company's
proprietary allogeneic, or "off-the-shelf*, adult stem cells was as effective at reducing blood
vessel leakage after laser-induced damage as Genentech's Lucentis, the most effective FDA-
approved anti-VEGF agent in use, The trial showed similar effectiveness with each of the
three escalating cell doses used, without any significant cell-related adverse events,

More importantly, the trial showed that combining Lucentis with a single injection of the
company's stem cells resulted in a highly synergistic, and significantly superior, outcome to
Lucentis alone in preventing development of severe blood vessel leakage, preventing disease
recurrence, reducing formation of new blood vessels and preventing retinal detachment.

"These are extremely exciting results which raise the prospect that our cells may be able to
improve vision in conditions associated with abnormal blood vessels in the eye, while at the
same time enabling physicians to reduce the frequency or dosage requirements of intra-
ocular injections of anti-VEGF agents such as Lucentis," said Company founder and director,
Professor Silviu Itescu.

The results of this primate study, together with earlier preclinical results, will form the basis
of an Investigational New Drug {IND) submission to the FDA to commence a Phase 2 clinical
trial of the Company's allogeneic stem cells in combination with an anti-VEGF agent, with the
objective to show improvement in vision, long-term disease remission, and reduction in
frequency of intra-ocular anti-VEGF maintenance injections.

Angioblast intends to form a strategic partnership with a major global health care company in
order to rapidly commercialise its stem cell product for the treatment of eye diseases caused
by abnormal blood vessels, such as diabetic retinopathy and AMD.

About Mesoblast

Mesoblast Limited (ASX:MSB; USOTC:MBLTY) is committed to the rapid commercialisation of
a unigue adult stem celt technology aimed at the regeneration and repair of bone and
cartilage. Qur focus is to progress through clinical trials and international regulatory
processes necessary to commercialise the technology in as short a timeframe as possible.
Mesoblast has the worldwide exclusive rights for a series of patents and technologies
developed over more than 10 years and which relate to the identification, extraction and
culture of adult Mesenchymal Precursor Cells (MPCs). The Company has also acquired 39% of
Angioblast Systems Inc., an American company developing the platform MPC technology for
the treatment of cardiovascular diseases including repair and regeneration of blocd vessels
and heart muscle. Mesoblast and Angioblast are jointly funding and progressing the core
technology. Mesoblast's strateqy is to maximise shareholder value through both corporate
partnerships and the rapid and successful completion of dinica! milestones.

For further information, please contact:

Julie Meldrum

Corporate Communications Director

Mesoblast Limited

T: + 61 (03) 9639 6036 M: +61 (0) 419 228 128
E: julie.meldrum@mesoblast.com
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Appendix

A preclinical trial was performed by Angicblast Systems Inc. in 42 non-human primates, 36 of
whom received laser photocoagulation to the back of the eye to induce choroidal
neovascularization. The study objectives were to evaluate the safety and effectiveness of a
single intravitreal injection of the company's proprietary allcgeneic Mesenchymal Precursor
Cells (MPC) alone and in combination with a single intravitreal injection of the FDA-approved
anti-VEGF agent Lucentis at 0.5mg. Fluorescein angiography was performed at days 15, 28,
35 and 42 to assess and grade the degree of vessel leakage following laser damage.

The trial results showed that each of the three escalating cell doses used were as effective as
Lucentis in this model of blood vessel leakage after laser-induced damage, without any
significant cell-related adverse events. However, the combination of Lucentis with a single
injection of the company's stem cells was significantly superior in outcome to Lucentis alone
in preventing development of severe blood vessel leakage, preventing progression of mild to
severe vessel leakage, preventing disease recurrence, and preventing retinal detachment.

In comparison to Lucentis alone, combining the drug with a single injection of allogeneic
stem cells reduced the mean blood vessel leakage score by approximately 25% by the trial's
end at day 42 (p=0.03), figure 1. This was due to approximately a 50-90% reduction in the
number of high-grade leaky vessels throughout the entire trial period and approximately a
29-42% increase in the number of low-grade leaky vessels, suggesting that the combination
therapy prevented progression of low-grade to high-grade leaky vessels.

While Lucentis alone prevented the most severe (grade 4) vessel leakage compared with
controls at day 15, after this timepoint disease recurrence was seen and sole Lucentis
therapy was ineffective refative to controls beyond day 15, figure 2. In contrast, adding a
single injection of allogeneic stem cells completely eliminated the most severe (grade 4)
leakiness throughout the entire 42-day trial period, figure 2, indicating that the combination
prevented disease recurrence.

Thirdly, adding a single injection of allogeneic stem celts to Lucentis significantly reduced the
formation of abnormal new blood vessels. As shown in figure 3, the mean severity score for
formation of a fibrovascular membrane was over two-fold higher in Lucentis treated eyes
than in eyes treated with the combination of Lucentis and allogeneic MPC. (p=0.001).

Finally, in comparison to Lucentis alone the incidence of retinal detachment throughout the
trial was reduced by approximately 85% when a single injection of the allogeneic stem cells
was added. Whereas retinal detachment occurred in 37/72 (51%) laser-treated eyes without
combination therapy, it was seen in only 1/12 (9%) eyes receiving the combination therapy
{p<0.01), figure 4.

Level 39, 55 Collins Street Melboume Victoria 3000 AUSTRALIA t +61 39639 6038 1 +61 3 9639 6030 www.moscblast.com ABN 68 109 431 870 ACN 108 431 670
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Figure 1. Allogeneic MPC are synergistic with anti-VEGF for preventing vessel leakage.
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Figure 2.Combination of allogeneic MPC + anti-VEGF prevents Stage 4
disease relapse seen with anti-VEGF alone after day 15.
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— ALLOGENEIC STEM CELLS EFFECTIVELY TREAT
W EYE DISEASES
@ Cells highly synergistic with anti-VEGF therapy; combination
: prevents blood vessel leakage and retinal detachment
(1 ?}) KEY POINTS:
- *'_} »  Trial outcomes identify diabetic retinopathy and age-related macular degeneration,
(' f f /C)) the leading causes of blindness in the developed world, as major new market
AN opportunities for the Company's proprietary stem cell technology
=3 » Single injection of proprietary allogeneic, or "off-the-shelf", adult stem cells were safe
_:L and highly synergistic with the United States Food and Drug Administration-approved
anti-VEGF agent Lucentis for treatment of leaky blood vessels in the eyes of non-
human primates
S —— » Combining a single injection of the Company's stem cells with Lucentis resulted in a
R significantly superior outcome to Lucentis alone in preventing severe blood vessel
Co leakage and preventing disease recurrence
T «  Combining a single injection of the Company's stem cells with Lucentis prevented the
’ formation of new blood vessels and protected against retinal detachment
Bl = Trial results form the basis of an IND submission to commence a Phase 2 clinical trial
6 of the Company's stem cell therapy for eye diseases.
g—) Melbourne, Australia; 10 July 2008: Australia's regenerative medicine company,
s ﬂ Mesoblast Limited (ASX:MSB; USOTC: MBLTY), today announced highly significant preclinical
NI trial results of the adult stem cell technology platform for the treatment of eye diseases
T associated with abnormal blood vessels. These diseases include diabetic retinopathy and age-
{ ’”]“E‘: related macular degeneration (AMD), the feading causes of blindness in the western world.
1IN
N L The current standard-of-care therapy for AMD is repeated eye injections using an anti-VEGF
T agent. Two of these agents, marketed under the names Lucentis and Macugen, have been
. 0 approved by global regulatory bodies and distributed by Genentech, Novartis, and Pfizer.
R These agents are injected into the eye every 4-6 weeks on an ongoing basis as maintenance
therapy to prevent reversal in visual improvement.
..
Lom The results of the trial in 42 non-human primates, conducted in conjunction with Mesoblast's
,',ﬁ New York-based sister company Angioblast Systems Inc., indicate that combining an anti-
}9/ VEGF agent with the company's proprietary stem cells may lead to improved vision and a
[_I l“ reduction in the frequency of subsequent anti-VEGF injections into the eyes, .
€3 e
A |____| In the United States alone, there are about 1.5 million people suffering from the form ofEAMD &3
associated with abnormal blocd vessels, and over 200,000 new cases per year. An additional -~ -~ J
500,000 diabetics suffer from macular oedema caused by abnormally feaky bfood vessels, ™ 3 . f
making these disease states a major market opportunity. > I c
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The results of the preclinical trial showed that a single intra-ocular injection of the Company's
proprietary allogeneic, or "off-the-shelf", adult stem cells was as effective at reducing blood
vessel leakage after laser-induced damage as Genentech's Lucentis, the most effective FDA-
approved anti-VEGF agent in use. The trial showed similar effectiveness with each of the
three escalating cell doses used, without any significant cell-related adverse events.

More importantly, the trial showed that combining Lucentis with a single injection of the
company's stem cells resulted in a highly synergistic, and significantly superior, outcome to
Lucentis alone in preventing development of severe blood vessel leakage, preventing disease
recurrence, reducing formation of new blood vessels and preventing retinal detachment.

"These are extremely exciting results which raise the prospect that our cells may be able to
improve vision in conditions associated with abnormal blood vessels in the eye, while at the
same time enabling physicians to reduce the frequency or dosage requirements of intra-
ocular injections of anti-VEGF agents such as Lucentis,” said Company founder and director,
Professor Silviu Itescu.

The results of this primate study, together with earlier preclinical results, will form the basis
of an Investigational New Drug {IND) submission to the FDA to commence a Phase 2 clinical
trial of the Company's allogeneic stem cells in combination with an anti-VEGF agent, with the
objective to show improvement in vision, long-term disease remission, and reduction in
frequency of intra-ocular anti-VEGF maintenance injections.

Angioblast intends to form a strategic partnership with a major global health care company in
order to rapidly commercialise its stem cell product for the treatment of eye diseases caused
by abnormal blood vessels, such as diabetic retinopathy and AMD.

About Mesoblast

Mesoblast Limited (ASX:MSB; USOTC:MBLTY) is committed to the rapid commercialisation of
a unique adult stem cell technology aimed at the regeneration and repair of bone and
cartilage. Qur focus is to progress through dinical trials and international regulatory
processes necessary to commercialise the technology in as short a timeframe as possible.
Mescblast has the worldwide exclusive rights for a series of patents and technologies
developed over more than 10 years and which relate to the identification, extraction and
culture of adult Mesenchymal Precursor Cells (MPCs). The Company has also acquired 39% of
Angioblast Systems Inc., an American company developing the platform MPC technology for
the treatment of cardiovascular diseases including repair and regeneration of blood vessels
and heart muscle. Mesoblast and Angioblast are jointly funding and progressing the core
technology. Mesoblast's strategy is to maximise shareholder value through both corporate
partnerships and the rapid and successful completion of clinical milestones.

For further information, please contact:

Julie Meldrum

Corporate Communications Director

Mescblast Limited

T: + 61 {03) 9639 6036 M: +61 (0) 419 228 128
E: julie.meldrum@mesoblast.com
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The results of the preclinical trial showed that a single intra-ocular injection of the Company’s
proprietary allogeneic, or "off-the-shelf*, adult stem cells was as effective at reducing blood
vessel leakage after laser-induced damage as Genentech's Lucentis, the most effective FDA-
approved anti-VEGF agent in use. The trial showed similar effectiveness with each of the
three escalating cell doses used, without any significant cell-related adverse events.

More importantly, the trial showed that combining Lucentis with a single injection of the
company's stem cells resulted in a highly synergistic, and significantly superior, outcome to
Lucentis alone in preventing development of severe blood vessel leakage, preventing disease
recurrence, reducing formation of new blood vessels and preventing retinal detachment.

"These are extremely exciting results which raise the prospect that our cells may be able to
improve vision in conditions associated with abnormal blood vessels in the eye, while at the
same time enabling physicians to reduce the frequency or dosage requirements of intra-
ocular injections of anti-VEGF agents such as Lucentis," said Company founder and director,
Professor Silviu Itescu.

The results of this primate study, together with earlier preclinical results, will form the basis
of an Investigational New Drug (IND) submission to the FDA to commence a Phase 2 clinical
trial of the Company's allogeneic stem cells in combination with an anti-VEGF agent, with the
objective to show improvement in vision, long-term disease remission, and reduction in
frequency of intra-ocular anti-vVEGF maintenance injections.

Angioblast intends to form a strategic partnership with a major global health care company in
order to rapidly commercialise its stem cell product for the treatment of eye diseases caused
by abnormal blood vessels, such as diabetic retinocpathy and AMD.

About Mesoblast

Mesoblast Limited (ASX:MSB; USOTC:MBLTY) is committed to the rapid commercialisation of
a unique adult stem cell technology aimed at the regeneration and repair of bone and
cartilage. Qur focus is to progress through clinical trials and international regulatory
processes necessary to commercialise the technology in as short a timeframe as possible.
Mesoblast has the worldwide exclusive rights for a series of patents and technologies
developed over more than 10 years and which relate to the identification, extraction and
culture of adult Mesenchymal Precursor Cells (MPCs). The Company has also acquired 39% of
Angioblast Systems Inc., an American company developing the platform MPC technology for
the treatment of cardiovascular diseases including repair and regeneration of blood vessels
and heart muscle. Mesoblast and Angioblast are jointly funding and progressing the core
technology. Mesoblast’s strategy is to maximise shareholder value through beth corporate
partnerships and the rapid and successful completion of clinical milestones.

For further information, please contact:

Julie Meldrum

Corporate Communications Director

Mesoblast Limited

T: + 61 (03) 9639 6036 M: +61 (0) 419 228 128
E: julie.meldrum@mesoblast.com

Level 39, 55 Colling Street Malboumne Victoria 3000 AUSTRALIA t +61 3 9639 8038 1 +61 2 D639 6030 wwiw.mosoblast.com ABN 68 108 431 870 ACN 109 433 B70



pmesoblast

the adult stem celt company

asx announcement

// j)
Ll )
e
[
- Appendix
TR
R A preclinical trial was performed by Angioblast Systems Inc. in 42 non-human primates, 36 of
Tt whom received laser photocoagulation to the back of the eye to induce choreidal
o neovascularization. The study objectives were to evaluate the safety and effectiveness of a
{(«'l ! ' \\. single intravitreal injection of the company's proprietary allogeneic Mesenchymal Precursor
LA Cells (MPC) alone and in combination with a single intravitreal injection of the FDA-approved
- 'r\ anti-VEGF agent Lucentis at 0.5mg. Fluorescein angiography was performed at days 15, 28,
' b}fr‘; 35 and 42 to assess and grade the degree of vessel leakage following laser damage.
. \-?1 The trial results showed that each of the three escalating cell doses used were as effective as
4

- - Lucentis in this model of blood vessel leakage after laser-induced damage, without any
significant cell-related adverse events. However, the combination of Lucentis with a single
injection of the company's stem cells was significantly superior in outcome to Lucentis alone

e d in preventing development of severe blood vessel leakage, preventing progression of mild to
(fﬁ severe vessel leakage, preventing disease recurrence, and preventing retinal detachment.
\
\j :_": In comparison to Lucentis alone, combining the drug with a single injection of allogeneic
£ stem cells reduced the mean blood vessel leakage score by approximately 25% by the trial's
S end at day 42 (p=0.03), figure 1. This was due to approximately a 50-90% reducticn in the

- number of high-grade leaky vessels throughout the entire trial period and approximately a

@ 29-42% increase in the number of low-grade leaky vessels, suggesting that the combination

therapy prevented progression of low-grade to high-grade leaky vessels.

WA While Lucentis alone prevented the most severe (grade 4) vessel leakage compared with

controls at day 15, after this timepoint disease recurrence was seen and sole Lucentis

therapy was ineffective refative to contrals beyond day 15, figure 2. In contrast, adding a

. single injection of allogeneic stem cells completely eliminated the most severe (grade 4)

L leakiness throughout the entire 42-day trial period, figure 2, indicating that the combination
i prevented disease recurrence.

Co Thirdly, adding a single injection of allogeneic stem cells to Lucentis significantly reduced the
formation of abnormal new blood vessels. As shown in figure 3, the mean severity score for

a formation of a fibrovascular membrane was over two-fold higher in Lucentis treated eyes

[ than in eyes treated with the combination of Lucentis and allogeneic MPC, (p=0.001).

(( i\j Finally, in comparison to Lucentis alone the incidence of retinal detachment throughout the
I trial was reduced by approximately 85% when a single injection of the allogeneic stem cells
d l‘l was added. Whereas retinal detachment occurred in 37/72 (51%) laser-treated eyes without
' '__| combination therapy, it was seen in only 1/12 (5%) eyes receiving the combination therapy
(p<0.01), figure 4.
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Figure 2.Combination of allogengic MPC + anti-VEGF prevents Stage 4

disease relapse seen with anti-VEGF alone after day 15.
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Figure 4. Combining allogeneic MPC with Lucentis reduces abnormal new
blood vessel formation compared with Lucentis alone
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