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This communication expressly or implicitly contains certain forward-looking 
statements concerning Cellectis SA and its business.  

Such statements involve certain known and unknown risks, uncertainties and 
other factors, which could cause the actual results, financial condition, 

performance or achievements of Cellectis SA to be materially different from any 
future results, performance or achievements expressed or implied by such 

forward-looking statements.  

Cellectis SA is providing this communication as of this date and does not 
undertake to update any forward-looking statements contained herein as a 

result of new information, future events or otherwise. 

Cellectis proprietary information.  
Not to be copied, distributed or used without Cellectis’ prior written consent. 
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Biotech industry 

The strong development of BIOTECHNOLOGIES today is underpinned by 
a range of scientific knowledge and expertise: 

I.  Access to genomic information 
II.  Genome engineering 
III.  Metabolic engineering 
IV.  Protein engineering 
V.  Large-scale DNA synthesis 
VI.  Cellular engineering 

Those who are able to master all or part of these foundations of modern 
biology now have outstanding potential for development and value creation. 

Reading 
Writing 
Composing 
Creating 
Imprinting 
Modeling 

April 2013 



Cellectis is a biotechnology group, a market leader in Europe  

* developing totally new treatments for diabetes and cancer,  

* offering groundbreaking solutions for researchers worldwide, 

* designing particularly innovative seeds. 
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Group’s strategic positioning 

April 2013 



Cellectis in brief 
  Main development milestones: 

  1999: Creation 
  2005: Development of an industrial nuclease production technique 
  2007: IPO, acquisition of technologies and creation of subsidiaries (2008-2010) 
  2011: Acquisition of Cellartis 

  2012 revenues: €21 M 

  Headcount: 230 staff 

  Locations: France, Sweden and USA 

  Range of technologies at the forefront of global R&D: 
  Protein and genome engineering 
  Cellular engineering 
  New area for development: metabolic engineering 

6 April 2013 
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Changes to Group organization in 2012 

  Post-acquisition Group organization 

  Integration of Cellartis 
 Support function rationalization / optimization 
  Increase in marketing investments 
 Focus on a select number of high-potential projects 
 Organization of activities around 3 main divisions 
 Strengthening of the therapeutics division 

  Strengthening of the shareholding structure 
 Redemption of the convertible bonds subscribed for in November 
2011 into shares, for €50 M 

8 April 2013 



Current structure: 3 main business units 
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  Management functions 

  Upstream research 

  Support functions 

Therapeutics business unit 

Cancer: leukemia 
Regenerative medicine: diabetes 

Tools and services business unit 
Research tools 
Production tools 
Service offering 

Plants business unit 

Development of features 
Strategic partnerships 

PROFITABILITY IN 
THE SHORT-TERM 

PROFITABILITY IN 
THE LONG-TERM 

PROFITABILITY IN 
THE MEDIUM-TERM 

April 2013 



 A strong management team 
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 André Choulika, Chairman and CEO 

 David Sourdive, Executive Vice President Corporate Development 

 Mathieu Simon, Senior Vice President, CEO of Cellectis Therapeutics 

 Pierre Schwich, Chief Financial Officer 

 Philippe Valachs, Company Secretary 

 Xavier Champavère, Deputy CEO of Cellectis bioresearch 

 Jean-Charles Epinat, Deputy CEO of Cellectis bioresearch 

 Luc Mathis, CEO of Cellectis Plant Sciences 

 Philippe Duchateau, Chief Scientific Officer 

April 2013 



A strong governance 

11 April 2013 

  André Choulika 

  David Sourdive 

  Pierre Bastid 

  Laurent Arthaud  

  Annick Schwebig 

  Alain Godard 

  Kaminvest 

  Institut Pasteur (observer) 
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Genome	
  
engineering	
  
tools	
  

Cellular	
  models	
  

Stem	
  cells	
  

Biological	
  
tests	
  

Tools and services Business Unit 
Recognized expertise across the value chain 

From genotype to phenotype and biological tests 
Engineering tools, Cells, Bioassays            Industrial integration 
 Products, Services, Ad Hoc Programs           Growing value creation 

April 2013 13 



Plants Business Unit: dedicated platform 
Plant cells 

Target gene 

Callus 
formation 

Plant 
regeneration 

Nuclease-based gene 
inactivation 

Selection in the field, phenotyping, 
field trials, harvesting Product with no foreign DNA 

Products developed in-house (potato, soya) 
Partnerships with the market’s leading players 

April 2013 14 



Business Unit: Therapeutic 

  Started in 2008. 
  20 dedicated people. 
  Key people: 

  Dr. Mathieu Simon M.D., Managing Director, CEO (Pierre Fabre, 
Wyeth Pharmaceuticals, USA). 

  Dr. Andy Scharenberg M.D., CSO (Children Hospital, Seattle). 
  Dr. Julianne Smith Ph.D., Head of T-cell engineered platform, 

(University of Columbia, NYC). 
  Dr. Petter Bjorquist Ph.D., VP Head of Regenerative Medecine 

(Göteborg, Sweden). 
  2 sites: 

  Paris, France (T-cell platform). 
  Göteborg, Sweden (Regenerative Medecine). 

April 2013 15 
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Today a discovery unit: 
tomorrow a biopharmaceutical company. 

April 2013 

Cellectis core technologies 

Genome Engineering  
T-Cell Platform 

Immuno adoptive 
therapy in oncology 

Anti viral 
Platform HIV 

Stem Cell Technologies 
Regenerative Medicine 

β cells (pancreas) 

Red cells	
  

Hepatic cells	
  

Cardiomyocytes 

Acquisition of Cellartis AB 
(Sweden) 
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  Early partnerships to maximize knowledge transfer, 
clinical development and regulatory activities while 
minimizing cost: 

  Cellectis / Novo Nordisk alliance in diabetes. 
  Cellectis / EFS in red cell transfusion. 
  Cellectis / University College of London (UCL) in oncology. 

  CTx client and partner of Cellectis for TALENTM, 
Meganucleases and Cell lines. 

An innovative risk avoiding and 
cost-conscious development model 

April 2013 17 



Stem cells and cell therapy 

April 2013 18 



Diabetes, a major public health burden	



  370 million people in 2012, 550 million people by 2030. 

  72.4 billion USD by 2018 (therapeutic devices and drug 
discovery). 

  Novo Nordisk, a solid leader in this field: 27,4% MS in 2011. 

  Type 1 diabetes: 10% of diabetic population. 
 Auto immune disease (2 Mio American diagnosed).  
 Medium average age: 18 years old. 
 About 70 000 children aged 14 years are developing T1 MD per 
year. 

19 April 2013 



Diabetes, a major public health burden	



Insulin replacement is the life saving first line treatment for T1 MD  
(2 billion USD in sales). However due to young age of patients 
development of disease modifying treatment remain a major 
medical need. 

  Immunological approaches: 
  AG - specific vaccines 
  CD3 – specific monoclonal antibodies 
  Otelixizumab / Teplizumab   

  Cell therapies / regenerative medicine (10-12 years horizon) 
  Cellectis / Lund / Novo Nordisk 
  ViaCyte (40 Mio USD California Stem cell brand) 
  Betalogics (Johnson & Johnson) 

20 April 2013 



Novo Nordisk / Cellectis development plan	



  Generation of beta functional cells: 
  Endocrine progenitors (2012) 
  Beta cells (2013) 

  GMP grade hESC lines / compliant with EMA and FDA 
  Derivation + master cell banks 
  Working cell banks 
  Characterization + safety 

  Validation of encapsulation method 

  VP scaling and GMP  production (cells and device) 

  POP: cells + device in diabetic pigs 

  Clinical development / First in humans 

21 April 2013 

Q1/Q2 2013 

Q2 2013 

Q4 2013 

Q2 2014 

Q1 2015 

Q3 2015 



Madsen OD, Serup P Nat. Biotech.2006 

Development of insulin producing 
β-cells from hES cells 

22 April 2013 



Terms of Novo Nordisk / Cellectis partnership   
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  5-year research collaboration program. Started October 2008 and 
will continue beyond Oct 2013.  

  Total deal value > €100 M plus FTE cost. 

  Revenue during 2012: €1.8m including an annual fee of €1m. 

  Today 8 FTEs (each €110k). Potentially 5 additional FTEs (each 
€200k) for the generation of clinical grade stem cell lines. 

  Royalty between 6-12% of Net Sales with clauses reducing the 
royalty to a minimum of  either 2.5% or 3.5% of Net Sales. 



Terms of Novo Nordisk / Cellectis partnership   
Milestone Amount 
Milestone 1: Robust protocol for generation of glucose-

sensitive insulin-producing beta-cell 
EUR 3m 

Milestone 2: Establishment of 1st GMP cell line  EUR 1m 

Milestone 3: First patient dosed in a Phase I trial EUR 2m 

Milestone 4: First patient dosed in a Phase IIb trial or 
equivalent clinical proof of concept study 

EUR 3m 

Milestone 5: First patient dosed in a  Phase III trial EUR 4m 

Milestone 6: First NDA filing for Product EUR 5m 

Milestone 7: Approval 1st major market (US or in the EU) EUR 7.5m 

Milestone 8: Approval 2nd major market (US or in the EU) EUR 7.5m 

Milestone 9: First year aggregate annual Net Sales during a 
calendar year in the Territory reach EUR500m  EUR 10m 

Milestone 10: First year aggregate annual Net Sales during a 
calendar year in the Territory reach EUR1b EUR 20m 

Milestone 11: First year aggregate annual Net Sales during a 
calendar year in the Territory reach EUR2b EUR 52m 

Total potential milestones EUR115.0m 

April	
  2013	
   24 
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CTx First in class engineered T-cell platform 
CTx is developing the new generation of immune adoptive therapy 
through new genome engineering technologies providing allogenic 
ready for use T-cells in oncology. 

Today: 

  Non-targeted therapies 
  Radiotherapy 
  Chemotherapy 

  Targeted therapies 
  Monoclonal antibodies 
  Kinase inhibitors 

Tomorrow: 

  Genetically modified serial killer       
T-cells 

  Unprecedented efficacy but 
limitations due to autologous 
settings. 

  Cellectis allogenic platforms 
  Engineered of off-the-shelf         

T-cells with no alloreactivity and 
unprecedented efficacy. 

April 2013 



Re-­‐targe?ng	
  T-­‐cells	
  to	
  Tumors	
  with	
  CARs	
  

  4th generation: autologous 
T-cells retargeted to tumor 
antigens via chimeric antigen 
receptors (CARs)  

  CARs = membrane bound 
mAbs that target T-cells to 
tumors 

  T-cells replicate in vivo 
  T-cells properties can be 

controlled by genome 
editing = low toxicity; high 
efficacy 

  Limitations: patient specificity 

Tumor	
  cell	
  

T-cell 
April 2013 26 
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“Off-the-shelf” T-cells: the 5th generation of mAbs 

Cellec?s	
  
genera?on	
  5	
  T-­‐

cell	
  

CAR	
  
Tumor 

Cell 

  Engineered “off-the-shelf” T-cells 
  Retargeted via chimeric antigen 

receptors (CARs) 
  T-cells properties controlled by 

disruption of key immune regulatory 
genes 

•  No alloreactivity: available off the shelf 

•  Non-toxic engraftment 

•  Can be rendered tumor evasion resistant 

•  Low CoG 

•  Broad market access 

« off-the-shelf » T-cells engineered both for 
specificity and functionality are precise tumor 

targeted mAb conjugates that will set new 
standards for efficacy and safety 

April	
  2013	
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CD3+ 
T-cells 

T-cell 
Stimulation/ 

Amplification 

CAR Transduction 

CAMPATH	
  
condi3oning	
  

(non-­‐cytotoxic)	
  

Healthy donor 
Pa3ent	
  

CLL (Chronic Lymphocytic Leukemia) 

Dose:	
  	
  
.1-­‐1	
  x	
  106	
  	
  
T	
  cells/kg	
  

CD52/TRCα 
Inactivation	



UCART19 process development 

April 2013 
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UCART19:	
  a	
  cost	
  effec?ve	
  industrializa?on	
  process	
  

CD
52
	
  

TCRα/CD3	



44.8	
  %	
  49.2%	
  

CD52	
  	
   TCR	
   CD52	
  and	
  TCR	
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Simultaneous 
inactivation 
TCRα and CD52 



1.  Target specific, high risk orphan population for Proof-of-Concept, « Adult 
relapsed/refractory CLL patients », with further possibility of extension of 
indication to other B-Lymphomas. 

2.  Share risks of process development by concomitant in-house/UCL co-
development of a small manufacturing scale (demonstration of feasibility). 

3.  Early validation with regulatory agency (ITF*, Scientific Advice) of the 
chosen options : limited non-clinical experiments, use of supportive data 
from compassionate treatment, cells pooling, infusion of UCART19 as a 
salvage therapy in lymphodepleted patients,… 

4.  Conservative approach for First-in-Man clinical study with a short, easy to 
set up, low number of patients, exploratory study to answer the main 
questions: is allogeneic approach safe? Do the cells expand (dosing) and 
target tumors?  

(*): ITF, Innovative Task Force 

UCART19 Development plan 

April 2013 31	
  



In vitro assays 

2012	
   2013	
   2014	
   2015	
   2016	
   2017	
  

UCART19 construct 

R&D manuf. process 

GMP process 

In vivo 
PoC  

Non clinical 
Studies (2)  

Clinical 
Trial 

Application 

Exploratory  
Phase I 

CTA  
phase II 

“Special” 

GMP prod. 

ITF 
Class. 

SA ODD 

PA 

Class: classification / SA: scientific Advice / ODD: orphan drug designation / PA: protocol assistance / ppIND: pre-pre Investigation New Drug meeting 

FDA 
ppIND 

UCART19 Development plan 
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U-CART19 in CLL: a new treatment paradigm 

  CLL market estimated at $550Mio in 2012: $820Mio in 2017 – 
CAGR 5 years + 8% 

  20 / 37% Fludarazine resistant treatment 
  New treatment Algorithm: 192 clinical studies ongoing in USA. 

  Monoclonal antibodies 
  Kinase inhibitors (2nd line) 
  Cell therapies in rescue therapies patients (3rd line / 2nd line)   

  16 000 patients in rescue therapy 
  80% allogenic 
  20% autologous 

Peak sales potentially at $100 000 treatment cost (125Mio – 225Mio*) 
        * depending availability to move upstream in indication flow 

April 2013 



Well-­‐posi?oned	
  and	
  promising	
  product	
  porPolio	
  
Lead	
  Id.	
   Lead	
  Opt.	
   Preclinical	
   Phase	
  I	
  

Virology	
  

Blood	
  cancer	
  
Lymphoid	
  leukemia	
  

Target:	
  CD19	
  

Solid	
  tumors	
  
Lung,	
  	
  pancreas,	
  colorectal	
  cancer	
  

Target:	
  5T4	
  

Oncology	
  

2013	
   *2015	
  

HIV	
  
Target:	
  CCR5	
  

Cytomegalovirus	
  -­‐	
  CMV	
  
Target:	
  GR	
  

2013	
   2015	
  

2013	
   2015	
  

nd	
   nd	
  

Regenera/ve	
  medicine	
  

2013	
   2015	
  
Diabetes	
  

Target:	
  beta	
  cells	
  
Cellec3s	
  /	
  Novo	
  Nordisk	
  alliance	
  

Other	
  applica3ons	
  
hemophilia	
  

Target:	
  hepatocytes	
  

nd	
   nd	
  
* 1st clinical trial Q2 2014 in partnership with University College London 

April 2013 34 



Contents 

  Introduction: biotech environment and Cellectis' positioning 

  2012 highlights and changes to the Group's organization 

  Three key areas for development 

  Financials 

  Outlook 

35 April 2013 



Comprehensive income statement 
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Financial position statement 
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Cash flow statement 

38 April 2013 



Financial 
investors and 
partners 

Shareholding structure built  
to support growth 
  Stronger majority shareholder position 

  French and foreign institutional investors on 
board for the long term 

  Shareholding structure in line with growth 
strategy 

  Float of almost 40% 

  Cellectis share (ALCLS.PA) on the stock 
market 
 €120 M market capitalization (March 31, 2013) 
 Significant increase in liquidity 

• 20,000 shares traded / day in 2012 
• 16,000 shares traded / day in 2011 

39 

 9% 

 15% 

15% 
 10% 

 12% 

 39% 
Public 

Former 
Cellartis 
shareholders  

Pierre Bastid 

FSI 
Founders 

Breakdown of capital at Dec 31, 2012 
(20.5 million shares*) 

* Fully diluted capital: 25.5 million shares 

April 2013 
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Outlook 

I.  Economic balance       increase in ‘Tools’ and ‘Plants’ sales  

II. Value creation: 

 Reinvestment of cash flow generated             development of totally new drugs 

 Partnership strategy             Pharma, Agro, Energy 

 Acceleration of growth               targeted acquisitions 

III. Top 3 biotech market capitalizations in Europe over the medium term 

41 April 2013 
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Thank you for your attention 
Cellectis SA 
8 rue de la Croix-Jarry 
75013 Paris - France 

http://www.cellectis.com/ 
investors@cellectis.com 
actionnaires@cellectis.com 

tel: +33 (0) 1 81 69 16 00 


