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Forward. : -LLooking: Statements

The statements made Iin this presentation may contain
certain forward -looking comments. Actual events or
results may differ from the C o mp a neypecsations.
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
outined from time to time In the Companyao
reqgulatory 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 -I'nerapeutics (LSE:SLLNY
Anewleadership in RNAI

AOne of the sector6s most soph
platforms:

A Unparalleled, proprietary delivery platform
A Potent siRNA sequences
A Innovative siRNA structural features

ARobust clinical pipeline of siRNA therapeutics
A At least half of the siRNA clinical programs worldwide
A Validating partnerships with leading pharmaceutical
companies

ABroad intellectual property portfolio providing a strong
proprietary position

A Issued patents covering aspects of delivery, sequences and structures
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Climical Product Pipeline

Products Indications Partners Preclinical Phase | Phase I

PF-4523655 Diabetic prizer/ Local Delivery to the Eye

(ARNA)  Macular Edema  Quark  [IAELRCIUSTEITR

(AtuRNAI)  other cancers
Systemic Delivery to Lung

PF-4523655 ] Pfizer/ ) -
(AtuRNAI) Mggglarrel%tggen Quark Naked siRNA Local Delivery to the Eye
?AF\)tluI%I(\)l%) Acu}ﬁjuléi/dney Quark Naked siRNA Systemic Delivery to the Kidney
(E)AtuRNAi) Delayed Graft Quark Naked siRNA Systemic Delivery to the Kidney
Function
Atu027 Systemic Delivery to Tumour
Gl & LUl Internal Endothelium
Atul34 Acute Lun
(AtURNAI) Injury 9 Internal DACCS8 Endothelium
Atulll : Systemic Delivery to Tumour
Solid Tumours
(AtURNAI) Y Endothelium
Atul50 : Systemic Delivery to Tumour
(ARNAj) Sold Tumours —/nternal Endothelium

At least half of the sIRNA therapeutics currently
In clinical trials are based on Silence technology



RINAL Overview

Shoot the Messenger and Stop its Function

ANnMessageo AnBodyos Machi
DNA SA Protein
? Transcription Translation ;
Gene Therapy RNA Interference Small Molecules
Antibodies
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Specific SIRNA Speci fO-Me 26 Broad delivery platform
I modificati(.)r_1 pattgrns using advanced lipid
clinically relevant for stability, yield and polymer technologies

targets and safety enables delivery to

targeted tissue including

Zamore "Design RuUlggstHeliuth Gver
increased potency and and lung

reduced off -target effects

Silence Possesses Capabilities and IP In All Three Categories



SIRNA. Sequence-Selection

ASilence possesses a library of proprietary siRNA
seqguences against more than 50 targets

A19, 21, 23 & 25-mer siRNA molecules § lengths offers
flexibility

AStrong intellectual property including protection for
specific targets

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

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

ACross species sequence homology (mouse/monkey/man)
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Structural Features

A Silence possesses proprietary know-how for structurally
modifying its sSIRNAs with the goal of improving
efficacy and safety

AProprietary At uRNAi-O-méthyluct ur e
modification patterns that improve stability (prevents
nuclease degradation), yield and safety - the most widely
developed siRNA structure, proven safe and stable.

AZamore fADesi gn Rul eso signific
efficacy of RNAI therapeutics while reducing off-target
effects offers major impact on sequence variations and IP

A Our unique structural modification technology is
protected by our broad IP portfolio
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Sizhiiencen.-s -Delid,ver

AThe fiTool boxo approach

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

ASilence possesses a range of complementary
SIRNA delivery technologies which include both
liposomal and polymer platforms

A AtuPlex, DACC8, ACOOQY - Proprietary lipid-based
structures which embed siIRNA molecules for safe and
targeted delivery

A PolyTran - Proprietary process for creating
nanoparticles that combine active sSiRNA molecules
with biodegradable polypeptides

Silence Therapeutics
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Delivery. of iSIRNA by Silence

AtuPlex1 Systemic delivery : Phase |
(cancer and metastasis)

DACC81 Systemic delivery Preclinical Development
(lung vasculature)

ACOO07 7 Invivo knockdown in Preclinical/Research
hepatocytes and tumor cells

Atuserol 7 In vivo knockdown in Preclinical/Research
lung and liver

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

Silence Is developing siIRNA delivery solutions to address
multiple therapeutic indications: metabolic disease,

pulmonary disease, vascular disease and cancer.



Systemic Delivery.of: RNAI:
Silence :0ffers More*

SLN RXi TKM MDNA ALNY

Endothelial Cells

- Tumor O

- Lung O

- Heart O
Tumor Cells O O O O
Liver O O O O O

Silence can deliver to more cell types and organs
than any other company in the sector*

*Based on company regulatory filings and public disclosure



Climical Product Pipeline
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Product-Spotiight- i i - Atu027
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Atu027 Targeting PKN3for
RNAN T Mediated Cancer Therapy

A Atu027 is a liposomal siRNA formulation targeting human
PKNS3 for the treatment of patients with advanced solid

cancer PKN3
AKey regulator during
Pl 3k G SIS angiogenesis/lymphangi i
p110b o ‘angiogenesis/lymphangiogenesis
AMajor regulator of metastasis/motility
Akt-1 Hif-1 Mye during pathological processes
Akt-2
PTB-1B - PKN3 rhoc | Inhibition of PKN3 |leads to
Bcl-2 RTPS01 AReducing the nutrient/oxygen supply

of the solid tumor
ciucose MR suviva Tumor Sy —— Alnterfering with tumor/endothelial cell
- Motility motility/metastasis formation

APKN3 and Rho-C form a tight complex. PKN3 mediates embryonic and endothelial
cell signaling under normal conditions. (AACR 2009; Wyeth Pharmaceuticals)

A PKN3 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

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

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

A Repeat-dose, 28-day toxicology studies in two species

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

A No indications of genotoxicity in vitro and in vivo
A Safety pharmacology study in non-human primates

A No indications of cardiovascular/pulmonary function
Impairment in anaesthetized Cynomolgus monkeys

A Final approval by German regulatory agency (BfArm)
- June 02, 2009
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Combination: Therapy: Atu02 7
and Avastinin Prostate TUumaor

20 45 46 days

7/ Atu027
AR RN T e

DU -146 prostate Xenograft (N = 8)
Twice weekly treatment
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Days post cell challenge
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Atu027,, Phase |l Study Design

i Prospective, open label, single

. Male and female subjects with

11 dose levels T dose escalation:

i 3-6 subjects per dose level
Total about 33 subjects

. Treatment: 4h i.v. infusion

centre, dose finding

advanced or metastatic solid
tumors not amenable to
curative standard therapy

modified Fibonacci Scheme

 May 2010:9 Patients
treated (third dose
level ongoing) 4



Current Partnership Overnview

ASi l enceds RNAi therapeuti
validation through multiple major partnerships

A AstraZeneca - $15M upfront payment with up to $400M in
milestones plus sales royalties for five targets (2007)

A AstraZenecal Novel approaches to delivery of sSIRNA
molecules (2008, extended 2010);

A Pfizer/Quark i Phase Il products for diabetic macular edema
and age-related macular degeneration; $95M in milestones
plus royalties (2006)

A Quark T Phase I products for acute renal failure and kidney
transplantation (2007 and 2008)

A Dainippon Sumitomo i siRNA delivery collaboration (2009,
expanded 2010)

Silence Is actively pursuing additional
partnerships with pharmaceutical companies
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|ntelle ctual Property

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

A Global portfolio of over 200 issued and pending patent
applications

A Key assets include issued and pending patents for:

A Multiple layers of protection for PolyTran and AtuPlex
delivery technologies

A Specific chemical modification patterns

A Exclusive licenses to three Zamore patent families from
UMass related to broad structural features of sSIRNA design

A Pending and issued IP on 19, 21, 23 and 25mer siRNA
Sequences
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Summary... - Silence-T'herapeutics
The Parther-of Choice

AOne of the sectords most sopr
RNAI platforms:
A Unparalleled, proprietary delivery platform
A Potent siRNA sequences
A Innovative siRNA structural features

A AtuRNAI is the most widely developed siRNA structure
A At least half of the siRNA clinical programs worldwide

A Zamore Design Rules offer a new generation of proprietary
SIRNA products

A Accomplished delivery to more cell & tissue types than any
other company In the sector.

AOne of the strongest intellectual property portfolios in the
Industry
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