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FORWARD LOOKING STATEMENT 

This document has been prepared by Innate Pharma S.A. (the 

ñCompanyò) solely for the purposes of a presentation to 

investors concerning the Company.  This document is not to be 

reproduced by any person, nor to be distributed. 

This document contains forward-looking statements. Although 

the Company believes its expectations are based on 

reasonable assumptions, these forward-looking statements are 

subject to various risks and uncertainties, which could cause 

the Companyôs actual results or financial condition to differ 

materially from those anticipated.  Please refer to the risk 

factors outlined from time to time in the Companyôs regulatory 

filings or publications. 

This document contains data pertaining to the Company's 

potential markets and the industry and environment in which it 

operates.  Some of this data comes from external sources that 

are recognized in the field or from Companyôs estimates based 

on such sources. 

 

 

The information contained herein has not been independently 

verified. No representation, warranty or undertaking, express or 

implied, is made as to, and no reliance should be placed on, 

the fairness, accuracy, completeness or correctness of the 

information or opinions contained herein.  The Company is 

under no obligation to keep current the information contained in 

this presentation and any opinion expressed is subject to 

change without notice.  The Company shall not bear any 

liability whatsoever for any loss arising from any use of this 

document or its contents or otherwise arising in connection 

therewith.  

Please refer to the Document de Référence filed with the 

Autorité des Marchés Financiers (ñAMFò) on March 31st, 2017, 

available on the AMFôs website (www.amf-france.org) and on 

the Companyôs website (www.innate-pharma.com). Such 

documents may not be necessarily up to date.  

This document and the information contained herein do not 

constitute an offer to sell or a solicitation of an offer to buy or 

subscribe to shares of the Company in any country. 
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ANTI-C5AR, A NOVEL THERAPEUTIC APPROACH IN IMMUNO-ONCOLOGY (IO) 

Å Anti-C5aR (IPH5401) is a first-in-class therapeutic mAb targeting myeloid-derived 

suppressor cells (MDSC) and neutrophils in the tumor microenvironment 

> These cells suppress anti-tumor immune-responses 

> They are associated with resistance to checkpoint blockers 

 

Å New proprietary clinical-stage asset, with strategic fit to 

> Innate Pharmaôs pipeline of mAbs designed to stimulate anti-tumor activities of NK and other 

immune cells  

> IPHôs pipeline of mAbs targeting the tumor microenvironment, boosted with clinical asset 

 

Å Trial initiation with IPH5401 in oncology expected in 2018 

> Favorable safety profile in single- and multi-dose Phase I trials in arthritis patients                 

(Novo Nordisk A/S) 
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STRENGTHENING OF INNATE PHARMAôS PIPELINE OF FIRST-IN-CLASS MABS IN IO 

 

 

 

 

Checkpoint-inhibited 

T and NK cells 

T and NK cells  

suppressed or excluded 

No T or NK cells 

in tumor 
Inflamed Non inflamed 

MDSC  

IPH5401 

NK cell checkpoint 

lirilumab 

ADCC mAb 

IPH4102 

Adenosine pathway 

IPH52 and IPH53 

Adapted from Hedge et al., Clin Cancer Res 2016 
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SUMMARY OF THE TRANSACTION 

Å Agreement granting IPH full worldwide exclusive rights to develop and commercialize 

a first-in-class clinical-stage anti-C5aR antibody  

Å Upfront payment of ú40M 

> ú37.2M in new Innate shares and ú2.8M in cash 

> The number of shares to be issued will be based on the 10 days VWAP* preceding closing, 

subject of a minimum of 2,700,000 shares and to a maximum of 3,500,000 shares  

> After the closing of the transaction, Novo Nordisk A/Sôs stake in Innate Pharma will increase 

from 10.3% currently to between 14.6% to 15.8%, depending on this average trading price 

> Closing expected by July 12, 2017 

Å Development, regulatory and sales milestones payments up to ú370M 

Å Double-digit royalties on net sales 

 

* VWAP: volume weighted average price 

 



RATIONALE FOR 

TARGETING 

MDSC AND C5AR 

IN ONCOLOGY 
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IPH5401, A FIRST-IN-CLASS MAB  
MECHANISM OF ACTION 

Å IPH5401 is a fully human anti-C5aR blocking antibody 

> High affinity and high potency; no Fc-mediated depletion or agonist activity 

Å Has potential to enhance anti-tumor immunity across a range of tumor types 

> MDSC-targeting has proven effectiveness in a range of experimental models  

 
C5a 

C5aR receptor 

NK cell 

CD8 or CD4 T cell 

Immunosuppression 

Tumor 

spreading 

MDSC/ 

Neutrophils 
Anti-C5aR 

MDSC mediate pro-tumoral inflammation 

and immune suppression 

Activation of effector cells by C5aR-blockade 

 

+ 

Tumor 

killing 
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Gentles et al. Nature Medicine 2015 

MDSC ARE ABUNDANT IN NUMEROUS CANCERS  
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MDSC AND NEUTROPHILS ARE OFTEN ASSOCIATED WITH A POOR PROGNOSIS 

Gentles et al. Nature Medicine 2015 
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MDSC MAY RENDER PATIENTS REFRACTORY TO CHECKPOINT BLOCKERS  

Hedge et al., Clin Cancer Res 2016 
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Å MDSC and neutrophils suppress effector T and NK cells by the production of cytokines 

and induction of Tregs 

Å MDSC secrete pro-inflammatory and pro-angiogenic factors that promote tumor growth 

and metastasis 

Å C5a is a potent chemo-attractant and activator of MDSC and neutrophils 

 

MDSC PROMOTE TUMOR GROWTH AND SUPPRESS ANTI-TUMOR IMMUNE 

RESPONSES 

Adapted from Suzanne Ostrand-Rosenberg and Pratima Sinha, J Immunol 2009 

NK cell 

CD8 or CD4 T cell 
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C5aR receptor 
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Pro-inflammatory and  

pro-angiogenic signals:  

IL8, VEGF, GM-CSF, ROS, TGFȁ, PD-L1é 



Page 13 

RECENT DATA PROVIDE RATIONALE FOR C5AR-BLOCKADE IN ONCOLOGY 

 

Å C5a and its receptor are upregulated in several types of cancer1,2  

Å C5aR mediates accumulation of MDSC in mouse tumors3 

Å M2 macrophages express high levels of C5aR and respond strongly to C5a-induced 

chemotaxis4  

Å C5aR signaling stimulate secretion of TGFɓ by MDSC which suppress T and NK cells5,6 

Å C5aR induces PD-L1 expression on monocytes2,7 

Å C5aR depletion or pharmacological inhibitors slow tumor growth and synergize with  

anti-PD13,8,9,10 

 
1 Hidetoshi Nitta et al., Clin Cancer Res, 2013 ; 2 Corrales et al. J. Immunol. 2012;  3 Markiewski et al. Nature Immunology 2008;   

4 Internal data ; 5 Qing et al. Eur J. Immunol. 2012; 6 Janelle et al. Cancer Immunol Research 2014; 7 Ling-Ling An et al., Sci Rep., 2016;   

8 Vadrevu et al. Cancer research. 2014; 9 Ajona D et al; Cancer Discovery 2017;  10 Internal data  (not  shown) 
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1 

C5A AND ITS RECEPTOR ARE UPREGULATED IN SEVERAL TYPES OF CANCER 

Å C5aR appears to be highly express in several cancer types with abundant MDSC 

 

1 Hidetoshi Nitta et al., Clin Cancer Res, 2013; 2 Corrales et al J. Immunol 2012  

 

1 
2 Elevated levels of C5a in circulation of NSCLC  patients IHC for C5aR in colorectal and esophagus 



Page 15 

C5AR KO MICE: FEWER AND LESS FUNCTIONAL MDSCs, AND REDUCED 

TUMOR GROWTH 

Markiewski et al., Nat Immunol., 2008 

MDSCs from 

C5aR KO mice 

produce 

reduced levels 

of ROS and 

RNS 

C5aR KO mice 

have reduced 

numbers of 

tumor 

infiltrating 

MDSCs 

 

 

C5aR KO mice 

have reduced 

tumor growth 

 

 

MDSCs from 

C5aR KO mice 

are unable to  

suppress T cell 
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HUMAN M2 MACROPHAGES EXPRESS HIGH LEVELS OF C5AR AND RESPOND 

STRONGLY TO C5A-INDUCED CHEMOTAXIS 

Innate Pharma data 
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C5A BLOCKADE CONTROLS THE GROWTH OF ESTABLISHED LUNG TUMORS, 

AND SYNERGIZES WITH ANTI PD-1 

Similar efficacy observed in a model of Lewis 

lung cancer 

393P model: Kras driven highly aggressive lung 

adenocarcinoma 

Ajona D et al; Cancer Discovery 2017 


