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Forward -Looking Statements

The statements made in this presentation may contain
certain forward -looking comments. Actual events or
results may differ from the Companyôsexpectations.
In addition to the matters described in the
presentation, future actions by the European Agency
for Evaluation of Medicinal Products, the U.S. Food
and Drug Administration or equivalent regulatory
authorities in other countries and results of pending or
future clinical trials, as well as other risk factors
outlined from time to time in the Companyôs
regulatory filings, may affect actual results achieved
by the Company. The Alternative Investment Market
(AIM) has not reviewed and does not accept
responsibility for the adequacy or accuracy of this
presentation .
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Silence Therapeutics (LSE:SLN)
A new leadership in RNAi

ÁOne of the sectorôs most sophisticated and comprehensive RNAi 
platforms: 

ÁUnparalleled, proprietary delivery platform

ÁPotent siRNA sequences

ÁInnovative siRNA structural features

ÁRobust clinical pipeline of siRNA therapeutics

ÁAt least half of the siRNA clinical programs worldwide 

ÁValidating partnerships with leading pharmaceutical 
companies

ÁBroad intellectual property portfolio providing a strong 
proprietary position

ÁIssued patents covering aspects of delivery, sequences and structures
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Clinical Product Pipeline

At least half of the siRNA therapeutics currently 
in clinical trials are based on Silence technology 4
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RNAi Overview

5

DNA RNA Protein

Gene Therapy Small Molecules

Antibodies 

RNA Interference

Transcription Translation

ñBodyôs MachinesòñMessageò

Shoot the Messenger and Stop its Function
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Silenceôs RNAi Platform: 
3 Assets Support Partnering

Silence Possesses Capabilities and IP In All Three Categories
6
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siRNA Sequence Selection

ÁSilence possesses a library of proprietary siRNA 
sequences against more than 50 targets

Á19, 21, 23 & 25-mer siRNA molecules ǧlengths offers 
flexibility

ÁStrong intellectual property including protection for 
specific targets

ÁsiRNA molecules identified using a combination of 
bioinformatics algorithms and proprietary know-how

ÁSelected primarily based on high potency (IC50= 10 ï
200pM)

ÁCross species sequence homology (mouse/monkey/man)
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Structural Features
ÁSilence possesses proprietary know-how for structurally 

modifying its siRNAs with the goal of improving 
efficacy and safety

ÁProprietary AtuRNAi structure contains 2ô-0-methyl 
modification patterns that improve stability (prevents 
nuclease degradation), yield and safety - the most widely 
developed siRNA structure, proven safe and stable.

ÁZamore ñDesign Rulesò significantly improve potency and 
efficacy of RNAi therapeutics while reducing off-target 
effects offers major impact on sequence variations and IP

ÁOur unique structural modification technology is 
protected by our broad IP portfolio
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Silenceôs Delivery Strategy

ÁThe ñToolboxò approach

ÁA single approach will not be sufficient to universally 
overcome the delivery challenge.

ÁSilence possesses a range of complementary 
siRNA delivery technologies which include both 
liposomal and polymer platforms

ÁAtuPlex, DACC8, AC007 - Proprietary lipid-based 
structures which embed siRNA molecules for safe and 
targeted delivery

ÁPolyTran - Proprietary process for creating 
nanoparticles that combine active siRNA molecules 
with biodegradable polypeptides
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Delivery  of siRNA by Silence

AtuPlex ï Systemic delivery Phase I
(cancer and metastasis)

DACC8ï Systemic delivery Preclinical Development
(lung vasculature)

AC007 ï In vivo knockdown in Preclinical/Research
hepatocytes and tumor cells

Atuserol ï In vivo knockdown in Preclinical/Research
lung and liver

PolyTran - In vivo knockdown in Preclinical/Research
hepatocytes and tumors

Silence is developing siRNA delivery solutions to address 
multiple therapeutic indications: metabolic disease, 

pulmonary disease, vascular disease and cancer.



Systemic Delivery of RNAi: 
Silence Offers More*

SLN RXi   TKM   MDNA   ALNY

Endothelial Cells

- Tumor Õ X X X X

- Lung Õ X X X X

- Heart Õ X X X X

Tumor Cells Õ X Õ Õ Õ

Liver Õ Õ Õ Õ Õ

Silence can deliver to more cell types and organs 
than any other company in the sector*
*Based on company regulatory filings and public disclosure
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Clinical Product Pipeline

At least half of the siRNA therapeutics currently 
in clinical trials are based on Silence technology 12
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Product Spotlight ïAtu027
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Atu027 Targeting PKN3 for 
RNAi Mediated Cancer Therapy
ÁAtu027 is a liposomal siRNA formulation targeting human 

PKN3 for the treatment of patients with advanced solid 
cancer
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PKN3
ÁKey regulator during  
angiogenesis/lymphangiogenesis
ÁMajor regulator of metastasis/motility 
during pathological processes

Inhibition of PKN3 leads to
ÁReducing the nutrient/oxygen supply 
of the solid tumor
ÁInterfering with tumor/endothelial cell 
motility/metastasis formation

ÁPKN3 and Rho-C form a tight complex. PKN3 mediates embryonic and endothelial 
cell signaling under normal conditions. (AACR 2009; Wyeth Pharmaceuticals)

ÁPKN3 is activated by dys-regulated signaling pathways e.g. hyper-active PI3K, 
oncogenic forms of Ras and Myc. (Data produced by Silence).   
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Atu027 Development Program

ÁDemonstration of anticancer activity against a broad 
range of tumor types in preclinical studies

ÁGastrointestinal (including pancreatic), non small-cell lung, 
prostate, melanoma, liver and others

ÁRepeat-dose, 28-day toxicology studies in two species

ÁGLP-compliant safety assessment program in rodents and 
non-human primates, MABEL determined

ÁNo indications of genotoxicity in vitro and in vivo

ÁSafety pharmacology study in non-human primates

ÁNo indications of cardiovascular/pulmonary function 
impairment in anaesthetized Cynomolgus monkeys

ÁFinal approval by German regulatory agency (BfArM)
­ June 02, 2009
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Combination Therapy: Atu027 
and Avastin in Prostate Tumor

16Silence Therapeutics

0                      20 - 45                                                                           46 days

Vehicle

Atu027

Avastin
VGEF -R-siRNA -lipoplex

VGEF -R-siRNA -lipoplex + Avastin

Atu027 + Avastin

DU -146 prostate Xenograft (N = 8)
Twice weekly treatment

Atu027
Avastin



Atu027   Phase I Study Design
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ü Prospective, open label, single -
centre, dose finding

ü Male and female subjects with 
advanced or metastatic solid 
tumors not amenable to 
curative standard therapy

ü 11 dose levels ïdose escalation: 
modified Fibonacci Scheme 

ü 3-6 subjects per dose level

ü Total about 33 subjects 

ü Treatment: 4h i.v. infusion 

üMay 2010:9 Patients 
treated (third dose 
level ongoing)
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Current Partnership Overview
ÁSilenceôs RNAi therapeutic platform has received 

validation through multiple major partnerships
ÁAstraZeneca - $15M upfront payment with up to $400M in 

milestones plus sales royalties for five targets (2007)

ÁAstraZeneca ïNovel approaches to delivery of siRNA 
molecules (2008, extended 2010);

ÁPfizer/Quark ïPhase II products for diabetic macular edema 
and age-related macular degeneration; $95M in milestones 
plus royalties (2006)

ÁQuark ïPhase I products for acute renal failure and kidney 
transplantation (2007 and 2008)

ÁDainippon Sumitomo ïsiRNA delivery collaboration (2009, 
expanded 2010)

18

Silence is actively pursuing additional 
partnerships with pharmaceutical companies 

Silence Therapeutics
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Intellectual Property

ÁImpressive IP portfolio covering proprietary delivery 
technologies, key siRNA structural features, potent 
siRNA sequences and specific disease targets

ÁGlobal portfolio of over 200 issued and pending patent 
applications 

ÁKey assets include issued and pending patents for:

ÁMultiple layers of protection for PolyTran and AtuPlex 
delivery technologies

ÁSpecific chemical modification patterns 

ÁExclusive licenses to three Zamore patent families from 
UMass related to broad structural features of siRNA design 

ÁPending and issued IP on 19, 21, 23 and 25mer siRNA 
sequences

Silence Therapeutics
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Summary - Silence Therapeutics 
The Partner of Choice

ÁOne of the sectorôs most sophisticated and comprehensive 
RNAi platforms: 

ÁUnparalleled, proprietary delivery platform

ÁPotent siRNA sequences

ÁInnovative siRNA structural features

ÁAtuRNAi is the most widely developed siRNA structure

ÁAt least half of the siRNA clinical programs worldwide 

ÁZamore Design Rules offer a new generation of proprietary 
siRNA products

ÁAccomplished delivery to more cell & tissue types than any 
other company in the sector.

ÁOne of the strongest intellectual property portfolios in the 
industry
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