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CALUTIONARY STATEMENT
CONCERNING FORWARD-LOOKING STATEMENTS

This presentation contans “Torward-looking statements” as defingd
under the federal secunties laws. Actual results could vary mnterally
Factors that could cause actual results 1o vary matertally are described in

our filings with the Securities and Exchange Commussion. You should
pay particular attention to the *Risk Factors™ contamed i documents
we file from time 1o time with the Securities and Exchange Commission

The nsks wentified therein, as well as others not sdentified by the
Company, could cause the Company's actunl results to differ matenally
from those expressed i oany forward=looking stalemenis




A%, Human Embryonic Stem Cells

A

The Opportunity:

> All Somatic Cell Types
> Ease of Gene Targeting

> Regenerative Gene Expression
Photo: Martin Pera




4% Human Embryonic Stem Cells
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What Are ES Cells?
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& Human Embryonic Stem Cells

Aavanged Cell Technelogy

"Regenerative” Gene Expression

Cibelli et al, Science 2002




Technology Platform

A

hdvanced Cell Te 1

Blastomere Biopsy

Embryo transfer or

f“‘? Cryopreservation

Embryo

Blastomere Blastomere

% Human ES Cells or
Direct Differentiation

Klimanskaya et al, Nature (2006)




&, Technology Platform

Aevamced C el Technglosy

Stages of derivation of hES cells from single blastomers




A%, Histocompatibility

Advan L1

Federal Policy and New Lines

Characterization of Single Blastomere-Derived hES Cell Lines

Markers of pluripotency

THA =81




&, Technology Platform

Advanced Cell Te

Histocompatibility Strategies
Competition ACT
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Histocompatibility Strategies

Aelwnnesd Call Technalogy

Mueclear Lranafer

Immune Compatible
Transplant




&, Histocompatibility Strategies

Restoration of Cell Lifespan

Science (2000) 288: 665




A&, Technology Platform

Aedwnnesd Call Technalogy

Cloned Cells Are Not Rejected
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Lanza et al, Wature Biolech.




A%, Histocompatibility Strategies

Advanced Call Technalogy
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ﬁéﬁ Histocompatibility Strategies

Aelwanesd Call Technalogy

Therapeutic Cloning: Evidence from Bovine,
Murine, and Human Systems

e TLT

Bovine Fibroblasts Blastocyst Embryonic Stem Cells

Nature Biotech. 1998, 16: 642
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Advamced el Techns oy

Fusion-Mediated Reprogramming

293T in Extract of: 293TI EC Extract
EC 293T

A

Nestin

Taranger et al, (2005) Mol. Biol. Cell 16: 5719
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Advonesd Call Technology

Parthenogenesis

Human Parthenote Primary ES Cells




4%, Technology Platform

Advnneead Call Technology

Potential for Neurons




Technology Platform

Aelvnneed Call Technalogy

Potential for Neurons
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4. Technology Platform

Gene Targeting in Immortal Cells




ES Cells Possess a Regulated Immortality
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Complex Mixture of Cell Types

fyanesd Cell Technalogy

An Immortal Substrate Facilitates Gene Targeting
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Gene Targeting Technologies




H:‘s tocompatibility

Reduced Complexity Library

Matching A&B Only:

Complexity of Heterozygous 767,746
Complexity of Homozygous 1,708




His tocompatibility

Reducing the Complexity of HLA Genes

"" Shighe = KO HLA
KOHLA Hiastoumiare ES
Aidid MLA Call L e Add HLA
Hamiaygous Hamieygous




A Product Development
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Development of hES-Derived RPE




& Product Development

Development of hES-Derived RPE

Age Related Macular Degeneration (ARMD)

Hpashescin in ihe
RPE cells
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&, RPE & Hemangioblast Cells
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Hevarmicid el §echinglooy

WADS RPE used for transplantation in RCS rats
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4. RPE & Hemangioblast Cells
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& Product Development
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Development of hES-Derived RPE

call lines in our experiments
reproducibly generated RPE
which could be passaged, characterized and expanded

Wicell hES cell lines

WADT, Wan?T, Wabi — three bnes, 23 expariments

Harvard hES coll linas
HUES1, HUES2 HUESI, HLUESSH, HUESE HUEST, HUESE. HUES1D
6 lines, 727 axpiaimnonts

ACT hES coll lingg
MADT®, MADD, RUAGE, MADE, MATE, MASD, MAJT
- 1 lInBs, 2% axpenmants and going o

Eingla Mastomara-darived RES callg

RES-HFE cadls expross BFPE markeos, shaw typical BPE morphology
ansd bahaven Iranoddtononlin bon and dlorantiaedan I Culludae),
el Mo Mefger aapness maikars of hES cells




A%, Product Development

Aidyan 0y

Development of hES-Derived RPE

Animal studies — RPE transplantation info subretingl apace of RCS rats Animal studlas - RPE transplantation into subretinal space of RES rats

e Irchineg teal &t 90

ERG at 80 doys
days sl

Lund, BD, ot 2l 2008, Cisning STem Cells 5; 189




& Product Development

Advanced Cell Techn

Development of hES-Derived RPE

Phroiorecepior Rescus in HES Rat by wanaplanied H9-RPE
calle

Lisnd, RO, &t 4l 2008, Clening STem Celle 0189
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The Opportunity in Hemangioblasts
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A&, Product Development

Advanced I N0 gy

Large Markets: Age-Related Heart Disease

Lanza ol al. Girc, Res. 2004




fdent:fy:ng Near-Term Clinical Applications
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Genetically-Modified Hemangioblasts May Target Cancer

Angiogenesis
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Seeding




,&..t Identifying Practical Applications

dvonced Cell Technaology

Genetically-Modified Hemangioblasts May Target Cancer

Angiogenesis
giog Induction
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Ganatically -Mod|fied
Hemangioblasts —




,&..t Identifying Practical Applications

dvonced Cell Technaology

Genetically-Modified Hemangioblasts May Target Cancer

Angiogenesis
a =

Necrosis

Ganatically -Mod|fied
Hemangioblasts —




Regenerative Dermatology

* Full Regeneration in
Embryonic Skin

» Easiest of cells to manufacture
and scale under GMP

* Application in scarless wound
healing, skin aging & elastogenesis




,... Pruduct Development

(AC T Cellerate
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Increased discovery rate
Identifies scalable cells

Increased purity for genomics

Identification of potential applications



J_, Prnduct Development

( ACT Cellerate

Human Embirye-
Derivad Calls KES Call Lina

.l Scaling in Rollers

Gene Expression
Profile
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&, Product Development

{AC T Cellerate
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,,. N Prnduct Development

Cardiac Neuronal
Muscle

ACTC
MYH7
MYL4
MYH3

ACTC162 TNNT2

Cardiac Progenitor




& Product Development

Advanced Cell Technelogy

ACTCEB1 (PT7)

3-4th Rhombomere
Cranial Neural Crest

Potantial for Cranial Meural Croest:
Capacity to migrate
Differentiate with cues from environment

Recruit vascularization & innervation

Potential to differentiate into skin, cartilage,

bone, nerves, and sensory organs such as the
middle and inner ear,

Applications in cranialifacial congenital
abnormalities, trauma or other reconstructive
surgery of skin/cartilage, or bone of the face
and neck, neuropathies, skin aging, hearing
loss, plgmentation disorders.




&, Product Development
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Manufacturing - Simple in vitro expansion :
Stability of karyotype '
Production from ES, ED, EG

Standard cryopreservation protocol

Skin - Animal scarless regeneration
Skin - Animal models of angiogenesis

Scaling in Rellers




| A‘_"ﬁ. ] ACTCellerate Cell Lines

Gonara | Accoss

Contralled Carridor

Clean Corridor

Warshousing and Suppart Aroas
Cell Culture Area

Purification Area




&, Product Development
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Retinal Pigment epithelium IND - 2007

Dermal Progenitors IND - 2008
Hemangioblasts IND - 2008

ACTCGB0 - Smooth muscle — In Research

ACTC162 - Cardiac muscle — In Research
ACTCG61 - Cr. neural crest —» In Research




Blastomere-Derived RCL Bank Strategy

Initial Product Focus in Retina, Vascular, and Derm
ACTCellerate as an IP Strategy and Pipeline
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