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Forward	
  looking	
  statements	
  
CAUTIONARY	
  NOTE	
  REGARDING	
  FORWARD-­‐LOOKING	
  STATEMENTS	
  

	
  
This	
   presenta,on,	
   including	
   any	
   comments	
  made	
   during	
   or	
   following	
   the	
   presenta,on,	
   may	
  
contain	
  forward-­‐looking	
  statements	
  that	
  are	
  inherently	
  subject	
  to	
  risks	
  and	
  uncertain,es,	
  some	
  
of	
  which	
  cannot	
  be	
  predicted	
  or	
  quan,fied.	
  These	
  statements	
  may	
  relate	
  to,	
  but	
  are	
  not	
  limited	
  
to:	
  expecta,ons	
   regarding	
   the	
   safety	
  or	
  efficacy	
  of,	
  or	
  poten,al	
  applica,ons	
   for,	
  Mesoblast's	
  
adult	
   stem	
   cell	
   technologies;	
   expecta,ons	
   regarding	
   the	
   strength	
   of	
  Mesoblast's	
   intellectual	
  
property,	
   the	
   ,meline	
   for	
   Mesoblast's	
   regulatory	
   approval	
   process,	
   and	
   the	
   scalability	
   and	
  
efficiency	
   of	
   manufacturing	
   processes;	
   expecta,ons	
   about	
   Mesoblast's	
   ability	
   to	
   grow	
   its	
  
business	
  and	
  statements	
  regarding	
  its	
  rela,onships	
  with	
  Teva,	
  Cephalon	
  and	
  Lonza	
  and	
  future	
  
benefits	
   of	
   those	
   rela,onships;	
   statements	
   concerning	
   Mesoblast's	
   share	
   price	
   or	
   poten,al	
  
market	
  capitaliza,on;	
  and	
  statements	
  concerning	
  Mesoblast's	
  capital	
  requirements	
  and	
  ability	
  
to	
  raise	
  future	
  capital,	
  among	
  others.	
   	
  Actual	
  results	
  may	
  differ	
  from	
  the	
  results	
  an,cipated	
  in	
  
these	
  forward-­‐looking	
  statements,	
  and	
  the	
  differences	
  may	
  be	
  material	
  and	
  adverse.	
   	
  Factors	
  
and	
   risks	
   that	
   may	
   cause	
   Mesoblast's	
   actual	
   results,	
   performance	
   or	
   achievements	
   to	
   be	
  
materially	
  different	
  from	
  those	
  which	
  may	
  be	
  expressed	
  or	
  implied	
  by	
  such	
  statements,	
  include,	
  
without	
   limita,on:	
   risks	
   inherent	
   in	
   the	
   development	
   and	
   commercializa,on	
   of	
   poten,al	
  
products;	
  uncertainty	
  of	
  clinical	
  trial	
  results	
  or	
  regulatory	
  approvals	
  or	
  clearances;	
  government	
  
regula,on;	
  the	
  need	
  for	
  future	
  capital;	
  dependence	
  upon	
  collaborators;	
  and	
  protec,on	
  of	
  our	
  
intellectual	
  property	
  rights,	
  among	
  others.	
  Accordingly,	
  you	
  should	
  not	
  place	
  undue	
  reliance	
  on	
  
these	
  forward-­‐looking	
  statements.	
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Mesoblast’s	
  proprietary	
  Mesenchymal	
  Precursor	
  Cell	
  (MPC)	
  
technology	
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1.  Patented	
  adult	
  stem	
  cell	
  technology	
  pla4orm	
  for	
  Stro-­‐1/Stro-­‐3	
  cells	
  

2.  Highly	
  purified	
  popula?ons	
  of	
  earliest	
  precursors	
  of	
  mesenchymal	
  lineage	
  
cells	
  

3.  Scien?fic	
  advantages	
  based	
  on	
  high	
  degree	
  of	
  potency	
  and	
  effec?veness	
  
of	
  this	
  purified	
  cell	
  type	
  across	
  mul?ple	
  disease	
  targets	
  

4.  Commercial	
  advantages	
  derive	
  from	
  high	
  degree	
  of	
  expansion	
  poten?al	
  	
  	
  	
  
and	
  rela?ve	
  non-­‐immunogenicity…allogeneic	
  business	
  model	
  



Leveraging	
  Mesoblast’s	
  proprietary	
  MPC	
  technology	
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§  Mul?ple	
  products,	
  parallel	
  ?meframes	
  

§  Products	
  specifically	
  target	
  major	
  medical	
  condi?ons	
  where	
  proprietary	
  
technology	
  offers	
  unique	
  scien?fic	
  and	
  clinical	
  advantages	
  

§  Strong	
  cash	
  posi?on	
  enables	
  simultaneous	
  development	
  

§  Commercial	
  success	
  enhanced	
  via	
  strategic	
  partnerships	
  and	
  growth	
  
through	
  profitable	
  manufacturing	
  opera?ons	
  

§  Poten?al	
  to	
  deliver	
  significant	
  and	
  sustainable	
  revenues	
  
	
  



Diverse	
  products	
  in	
  dis,nct	
  areas	
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1.  Products	
  in	
  partnership	
  with	
  Teva,	
  primarily	
  in	
  cardiovascular	
  and	
  

neurological	
  diseases	
  

2.  Products	
  for	
  intravenous	
  delivery	
  in	
  type	
  2	
  diabetes	
  and	
  its	
  
complica?ons	
  including	
  kidney	
  disease	
  

3.  Products	
  delivered	
  intravenously	
  for	
  immunologic/inflammatory	
  
condi?ons,	
  such	
  as	
  lung	
  and	
  joint	
  diseases	
  

4.  Products	
  locally	
  administered	
  for	
  orthopedic	
  diseases	
  of	
  the	
  spine,	
  
and	
  vascular	
  and	
  inflammatory	
  eye	
  condi?ons	
  



Corporate	
  partnerships	
  manage	
  execu,on	
  risk	
  –	
  Teva	
  alliance	
  
	
  

§  Partnership	
  focus	
  on	
  neurologic,	
  cardiovascular	
  diseases	
  

§  Lead	
  product	
  for	
  conges?ve	
  heart	
  failure	
  –	
  number	
  1	
  cause	
  of	
  
hospitaliza?on	
  in	
  industrialized	
  world	
  	
  

§  Provides	
  Phase	
  3	
  clinical	
  and	
  regulatory	
  exper?se	
  

§  Provides	
  funding	
  for	
  partnered	
  programs	
  

§  Provides	
  global	
  distribu?on	
  strength	
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Corporate	
  partnerships	
  manage	
  execu,on	
  risk	
  -­‐	
  Lonza	
  

§  Our	
  product	
  manufacturing	
  strategy	
  is	
  to	
  ensure:	
  
	
   	
  commercial	
  scale-­‐up	
  
	
   	
  reduced	
  COGS	
  
	
   	
  capacity	
  for	
  commercial	
  product	
  supply	
  

	
  
§  Lonza	
  partnership	
  provides	
  global	
  process	
  development	
  &	
  manufacturing	
  

capability	
  
§  Exclusive	
  access	
  to	
  state-­‐of-­‐the-­‐art	
  Lonza	
  Singapore	
  facility	
  for	
  allogeneic	
  

cell	
  manufacture	
  	
  
§  New	
  manufacturing	
  base	
  will	
  support	
  clinical	
  trial	
  and	
  early	
  commercial	
  

supply	
  
§  Alleviates	
  need	
  for	
  internal	
  spend	
  on	
  manufacturing	
  facility,	
  and	
  will	
  provide	
  

significantly	
  larger	
  facility	
  for	
  commercial	
  supply	
  on	
  first	
  	
  product	
  approval	
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Product	
  Pipeline	
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PlaYorm	
  Delivers	
  Mul,-­‐Product	
  Pipeline	
  



Products	
  for	
  intravenous	
  administra,on	
  
	
  

Intravenous	
  products	
  to	
  treat	
  prevalent	
  systemic	
  disorders	
  affec,ng	
  the	
  
metabolic,	
  inflammatory	
  and	
  immune	
  systems	
  
§  Type	
  2	
  early	
  diabetes	
  
§  Kidney	
  failure	
  and	
  cardiovascular	
  complica?ons	
  	
  
§  liver	
  fibrosis	
  

Inflammatory/immune	
  mediated	
  diseases	
  	
  
§  Inflammatory	
  joint	
  diseases	
  -­‐	
  	
  Rheumatoid	
  Arthri?s	
  
§  Lung	
  diseases	
  -­‐	
  Asthma,	
  Pulmonary	
  Fibrosis	
  

Intravenous	
  formula/on	
  of	
  MPCs	
  can	
  be	
  delivered	
  once	
  or	
  mul/ple	
  /mes	
  
for	
  disorders	
  that	
  affect	
  mul/ple	
  organs	
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Bone-­‐marrow	
  
derived	
  MPC s

Ocn

OsteoblastPre-Osteoblast

Adiponec tin

Adipoc ytes

Adiponec tin

↑Insulin secretion
↑β-cell mass

Paracrine effects

Adipo1R, 2R

↑Insulin sensitivity

↓HGP

↓Lipotoxicity

Integ rated	
  Metabolic 	
  Mechanisms 	
  of	
  Ac tion	
  of	
  MPC s

Other potential MPC 
effects in diabetes:
anti-inflammation,
Immunomodulatory

ucOC N
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•  Randomized,	
  placebo-­‐controlled	
  Phase	
  2	
  trial	
  in	
  60	
  pa?ents	
  with	
  type	
  2	
  
diabetes	
  ac?vely	
  recrui?ng	
  under	
  FDA	
  guidance	
  

•  Pa?ents	
  evaluated	
  over	
  12	
  weeks	
  for	
  blood	
  glucose	
  control	
  	
  and	
  inflammatory	
  
markers	
  such	
  as	
  C-­‐reac?ve	
  protein	
  (C-­‐RP)	
  

•  Objec?ve	
  to	
  find	
  op?mal	
  dose	
  for	
  both	
  glucose	
  control	
  and	
  reduc?on	
  in	
  
inflamma?on	
  parameters	
  

	
  

Trial	
  will	
  set	
  founda,on	
  for	
  evalua,ng	
  MPCs	
  in	
  trea,ng	
  pa,ents	
  with	
  advanced	
  
diabetes	
  and	
  life-­‐threatening	
  complica,ons	
  such	
  as	
  renal	
  failure	
  and	
  
cardiovascular	
  disease	
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Intravenous	
  delivery	
  -­‐	
  Type	
  2	
  diabetes	
  



•  Plan	
  to	
  evaluate	
  whether	
  single	
  dose	
  of	
  MPCs	
  can	
  stabilize	
  or	
  reverse	
  
end-­‐stage	
  kidney	
  disease	
  

•  Nearly	
  10%	
  annual	
  rate	
  of	
  	
  cardiovascular	
  disease	
  and	
  death	
  in	
  
diabe?c	
  pa?ents	
  with	
  end-­‐stage	
  kidney	
  disease	
  

•  Non-­‐human	
  primate	
  study	
  showed	
  circula?ng	
  C-­‐RP	
  levels	
  significantly	
  
reduced	
  acer	
  single	
  MPC	
  dose	
  (C-­‐RP	
  is	
  major	
  predictor	
  of	
  
cardiovascular	
  risk	
  in	
  diabetes)	
  

	
  

Plan	
  to	
  evaluate	
  whether	
  intravenous	
  MPC	
  therapy	
  has	
  poten,al	
  to	
  offer	
  
cardioprotec,ve	
  and	
  renal	
  benefits	
  in	
  these	
  pa,ents	
  

Intravenous	
  delivery	
  –	
  renal	
  complica,ons	
  of	
  diabetes	
  

13 



•  Preclinical	
  data	
  indicate	
  MPCs	
  have	
  immunomodulatory	
  proper?es	
  

•  Single	
  intravenous	
  injec?on	
  may	
  provide	
  sustained	
  benefits	
  for	
  immune-­‐
mediated	
  diseases	
  

•  Mechanism	
  of	
  	
  ac?on	
  (MOA)	
  is	
  unique	
  as	
  shuts	
  down	
  mul?ple	
  cytokine	
  
pathways	
  simultaneously:	
  	
  

Ø  TNF-­‐alpha,	
  IL-­‐6,	
  IL-­‐17	
  are	
  mediators	
  that	
  drive	
  autoimmune	
  diseases	
  such	
  
as	
  rheumatoid	
  arthri?s,	
  Crohn’s	
  disease,	
  mul?ple	
  sclerosis	
  

Ø  exis?ng	
  treatments	
  require	
  chronic	
  administra?ons;	
  may	
  cause	
  
unacceptable	
  infec?ous	
  adverse	
  events	
  

Ini,al	
  targets	
  are	
  inflammatory	
  joint	
  and	
  lung	
  diseases	
  

Randomized,	
  placebo-­‐controlled	
  Phase	
  2	
  trials	
  of	
  MPCs	
  for	
  pa,ents	
  with	
  RA	
  
planned	
  as	
  either	
  first	
  line	
  treatment	
  or	
  rescue	
  aQer	
  failure	
  with	
  other	
  biologics	
  

Intravenous	
  delivery	
  –	
  Immune-­‐mediated	
  diseases	
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Products	
  for	
  local	
  administra,on	
  -­‐	
  cardiovascular	
  

15 

With	
  Teva,	
  developing	
  therapies	
  for	
  cardiovascular	
  diseases	
  including	
  conges,ve	
  
heart	
  failure	
  (CHF)	
  and	
  acute	
  myocardial	
  infarc,on	
  (AMI)	
  

•  Phase	
  2	
  trial	
  for	
  CHF	
  showed	
  pa?ents	
  treated	
  with	
  single	
  intra-­‐cardiac	
  
injec?on	
  of	
  highest	
  dose	
  of	
  MPCs	
  have	
  had	
  no	
  hospitaliza?on	
  for	
  
decompensated	
  heart	
  failure	
  or	
  cardiac-­‐related	
  deaths	
  over	
  nearly	
  3	
  years	
  of	
  
follow-­‐up	
  

•  Teva	
  and	
  Mesoblast	
  met	
  with	
  FDA	
  and	
  European	
  Medicines	
  Associa?on	
  to	
  
discuss	
  aligned	
  Phase	
  3	
  trial	
  with	
  endpoint	
  of	
  reduc?on	
  in	
  hospitaliza?on	
  and	
  
death	
  

•  Teva	
  and	
  Mesoblast	
  in	
  discussion	
  on	
  a	
  Phase	
  3	
  trial	
  design	
  involving	
  an	
  early	
  
interim	
  analysis	
  to	
  evaluate	
  evidence	
  of	
  efficacy	
  

•  Phase	
  2	
  AMI	
  trial	
  ongoing	
  in	
  Europe	
  and	
  Australia	
  

•  Addi?onal	
  poten?al	
  areas	
  include	
  chronic	
  refractory	
  angina	
  



Products	
  for	
  local	
  administra,on	
  –	
  spine	
  disease	
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Diseases	
  of	
  the	
  spine	
  represent	
  largest	
  growing	
  market	
  segment	
  in	
  orthopedics	
  

•  Spinal	
  fusion	
  product	
  for	
  pa?ents	
  with	
  advanced	
  disc	
  degenera?on	
  who	
  need	
  
surgery	
  

Ø  Phase	
  2	
  lumbar	
  and	
  cervical	
  spinal	
  fusion	
  trials	
  completed	
  enrollment	
  

Ø  full	
  12-­‐month	
  follow-­‐up	
  results	
  to	
  be	
  announced	
  later	
  this	
  year	
  

•  Larger	
  market	
  for	
  restora?on	
  of	
  early	
  disc	
  damage	
  	
  

Ø  Phase	
  2	
  study	
  just	
  completed	
  enrollment	
  of	
  100	
  pa?ents	
  with	
  
intervertebral	
  disc	
  disease	
  

Ø  results	
  expected	
  mid	
  2013	
  

	
  

Spinal	
  franchise	
  will	
  likely	
  be	
  op,mized	
  with	
  one	
  strategic	
  partner,	
  leveraging	
  
distribu,on	
  and	
  market	
  strengths	
  



Other	
  products	
  –	
  eye	
  diseases	
  and	
  bone	
  marrow	
  transplanta,on	
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Developing	
  stem	
  cell	
  therapeu,c	
  product	
  for	
  trea,ng	
  various	
  vascular	
  and	
  
inflammatory	
  diseases	
  of	
  the	
  eye	
  including	
  wet	
  and	
  dry	
  age-­‐related	
  macular	
  
degenera,on	
  (AMD)	
  

•  Wet	
  and	
  dry	
  AMD	
  are	
  the	
  major	
  causes	
  of	
  blindness	
  in	
  the	
  elderly	
  

•  Phase	
  2	
  trial	
  wet	
  AMD	
  study	
  currently	
  enrolling	
  pa?ents	
  at	
  sites	
  in	
  Singapore	
  
and	
  Australia	
  

Developing	
  stem	
  cell	
  therapeu,c	
  product	
  to	
  improve	
  bone	
  marrow	
  transplant	
  
outcomes	
  and	
  provide	
  a	
  therapy	
  for	
  pa,ents	
  who	
  cannot	
  find	
  a	
  donor	
  and	
  may	
  
otherwise	
  die	
  

•  Ongoing	
  Phase	
  3	
  clinical	
  trial	
  using	
  MPCs	
  to	
  expand	
  hematopoie?c	
  precursors	
  
from	
  cord	
  blood	
  for	
  transplanta?on	
  in	
  cancer	
  pa?ents	
  whose	
  bone	
  marrow	
  
has	
  been	
  destroyed	
  by	
  high	
  dose	
  chemotherapy	
  

•  Aim	
  is	
  to	
  increase	
  3-­‐4	
  fold	
  the	
  number	
  of	
  unrelated	
  donor	
  transplants	
  	
  



The	
  year	
  ahead,	
  what	
  we	
  expect:	
  

§  Commencement	
  of	
  Phase	
  3	
  trial	
  for	
  conges?ve	
  heart	
  failure	
  involving	
  an	
  
early	
  interim	
  analysis	
  to	
  evaluate	
  evidence	
  of	
  efficacy	
  

§  Con?nued	
  recruitment	
  in	
  Phase	
  2	
  trial	
  for	
  AMI	
  pa?ents	
  

§  Clinical	
  results	
  in	
  Phase	
  2	
  trials	
  with	
  early	
  type	
  2	
  diabetes,	
  spinal	
  fusion	
  and	
  
intervertebral	
  disc	
  repair	
  

§  Expand	
  focus	
  on	
  intravenous	
  product	
  franchise	
  with	
  commencement	
  of	
  
Phase	
  2	
  trials	
  for	
  	
  –	
  	
  

Ø diabetic kidney disease 
Ø rheumatoid arthritis 
Ø lung diseases 

	
  
§  Addi?onal	
  partnering	
  opportuni?es	
  –	
  op?mal	
  ?ming	
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Leading	
  the	
  world	
  in	
  novel	
  
adult	
  stem	
  cell	
  therapies	
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