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of RNA-based drugs for modulation of gene, protein
expression, and genome editing
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* Markus Mandler, Chief Scientific Officer, Accanis Biotech

¢ Troels Koch, Vice President & Head of Research, RNA Therapeutics,
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.
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. * David Giljohan, CEO, Exicure 0
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2019 FEATURED HIGHLIGHTS:

» Discover the clinical progress of Spherical Nucleic Acids at Exicure
Sponsored by
» Understand Sanofi’s sirategies to deliver therapeutic

oligonucleotides across biobarriers

* Learn from ProQR how to plan for oligonucleotide supply from

ChemG enes personalized medicine to large scale markets

* Explore the development of small activating RNA — from bench to
CORPORATION bedside with MiNA Therapeutics

* Gain insight info the discovery and development of self-amplifying
mMRNA vaccines at GSK

s pharma www.therapeutics-rna.com
) g @SMiPharm Register online or fax your registration to +44 (0) 870 9090 712
or call +44 (0) 870 9090 711

#SMirna



Day One | Wednesday 20th February 2019 www.therapeutics-rna.com

8.30 Registration & Coffee
NOVEL mRNA TECHNOLOGY

9.00 Chair’s Opening Remarks
Ekkehard Leberer, Senior Director, Aliance Management, 1.20 Profiling the rearrangement of RNA-binding proteins on cancer-
Sanofi-Aventis related mRNAs identifies modulators of drug sensitivity

« Cisplatin induces post-transcriptional regulation of a cancer-

RECENT ADVANCEMENTS IN OLIGONUCLEOTIDE THERAPEUTICS' R&D related mRNA
* New biochemical approach to capture particular mRNAs and

bound proteins
* RNA-binding proteins modulate drug sensitivity of cancer cells
André Gerber, Professor of RNA Biology, University of Surrey

OPENING ADDRESS
9.10 Spherical Nucleic Acids: Clinical progress
¢ Localization to endosome permits large numbers of SNA's to be
delivered with low toxicity

» SNAs can be used fo knockdown genes or interest, or activate 200  Innovative mRNA vaccines against flu and malaria
immune pathways productively  Infroducing CureVac's RNActive® prophylactic vaccine
1. AST-008 TLR9 agonist clinical trial progress will be discussed technology
2. XCUR-17, Topical antisense in psoriasis will be discussed * Development of mRNA-based vaccines designed to prevent
David Giljohan, CEO, Exicure influenza and malaria infection
* MRNA platform enables the cost-effective and fast
9.50 LNA therapeutics: Recent developments & discovery concepts manufacturing of vaccines to prevent diseases

Locked nucleic acid (LNA) has over the last fiffteen years become
a leading RNA therapeutic modality and is today one important
reason for the high interest in oligonucleotide medicines

The combination of LNA nucleosides and novel phosphorothioate
chemistries enables bespoke tailoring of LNA drug designs

Such new drug designs and new discovery concepts have
improved RNA therapeutic drug discovery significantly

Advantages include: flexible applications, rapid production
and potential to address several global vaccine challenges
Ingmar Hoerr, Founder and CEO, CureVac AG

2.40 Afternoon Tea

« The presentation will review the recent developments, and 3.10 Development of the novel GalXC™ RNAI therapeutics for the
also show how this modality is constantly improved by novel tfreatment of chronic liver diseases
nucleotide modifications, designs, modelling and delivery ¢ GalXC technology platform uses RNAI to inhibit the expression
technologies of disease-causing genes by destroying the messenger RNAs

Troels Koch, Vice President & Head of Research, RNA Therapeutics, (mRNAs) of selected genes

Roche « Potential to treat diseases by silencing previously inaccessible

drug targets

¢ Development of novel RNAI therapies for non-alcoholic
steatohepatitis and other chronic liver diseases

Bob Brown, CSO and SVP Res & Dev, Dicerna Pharmaceuticals

10.30 Morning Coffee

11.00 Case study: Review of the engineering and application of a novel
antibiotic against a unique RNA target that prevents resistance
* Target selection unique to Gram positive pathogens
» Screening tools for putative small molecule, RNA binding
antibiotics against Gram positive pathogens and their biofilms

3.50 Towards mRNA therapeutics for skin diseases
Skin offers various opportunities with regard to development of

* Target prevents emergence of resistance mMRNA-based fheropeu’rics: diseases with validated molecular
¢ Low cytotoxicity and foxicity targets/attractive markets and direct access facilitating
Paul Agris, Founder and Director, The RNA Institute quantification of MRNA expression/clinical activity
* mRNA is a new drug format capable of exceeding existing
11.40 SPOTLIGHT: Self-amplifying mRNA vaccines G.. protein-based therapeutics.

¢ Induction of broad and potent immune responses

¢ Synthetic production methods

* Amenable fo rapid response against newly emerging infectious
diseases

* Potential disruptive technology to streamline vaccine discovery
and development

ACCANIS develops proprietary IVT-mRNAs addressing validated
targets for specific skin conditions

We systematically modified specific IVT-mRNAs and tested the
most inferesting ones in ex vivo and in vivo skin model systems
varying formulation and delivery

Jeffrey Ulmer, Head, Preclinical Research and Development US, Markus Mandler, Chief Scientific Officer, Accanis Biotech F&E
GlaxoSmithKline GmbH & Co KG
1220 Networking Lunch 4.30 Chair's Closing Remarks and Close of Day One

Register online at www.therapeutics-rna.com

Sponsored by

ChemGenes, an ISO 9001 certified company established in 1981, is the industry leader in manufacturing oligonucleotide
synthesis reagents and has consistently provided the highest quality phosphoramidites and solid supports in the market.
Our facility, just outside of Boston/Cambridge Massachusetts USA, is setup for bulk manufacturing of therapeutic grade

ChemGenes phosphoramidite and solid support DNA/RNA synthesis products for GMP grade oligonucleotide manufacturing.
Additionally, ChemGenes carries the widest variety of modified phosphoramidites and supports currently used in
CORPORATION oligonucleoftide synthesis including Microarray Technology, Oligonucleotide Therapeutics, Oligonucleotide Based Probes

and other areas of Nucleic Acid research. ChemGenes remains devoted to providing you with invaluable customer
service and comprehensive technical support. www.chemgenes.com



8.30

9.00
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Registration & Coffee

Chair’s Opening Remarks
Shalini Andersson, Senior Director and Head of New Modallities,
AstraZeneca

DEVELOPMENTS IN DELIVERY MECHANISMS FOR RNA THERAPEUTICS

9.10

10.30

11.00

11.40

THE RNA INSTITUTE

COLLEGE OF ARTS & SCIENCES UNIVERSITY AT ALBANY

OPENING ADDRESS

Development of formulations for delivery of RNA and small

molecules

» Technical challenges of systemic delivery of vaccine antigens
into dendritic cells (DCs)

* DCs can be targeted precisely and effectively in vivo using
intravenously administered RNA-lipoplexes (RNA-LPX)

* Using well-known lipid carriers by optimally adjusting net charge,
without the need for functionalization of particles with molecular
ligands

» Future perspectives

Heinrich Haas, Vice President Drug Delivery, BioNTech RNA

Pharmaceuticals

Advances in targeted delivery of anti-sense oligonucleotide
therapeutics to pancreatic B-cells for regenerative approaches in
Type 2 Diabetes

* Advantages of targeted delivery approaches based on GLP1-
conjugation

GLP1 peptide structure activity relationship with respect to gene
knock-down in pancreatic B-cells

Biodistribution of GLP1-conjugated and unconjugated anti-sense
oligonucleotides(ASOs) and therapeutic window

Possibility to utilise GLP1-ASO conjugates for regenerative
approaches in Type 2 Diabetes

Shalini Andersson, Senior Director and Head of New Modalities,
AstraZeneca

Morning Coffee

Delivering therapeutic oligonucleotides across biobarriers:
Opportunities and challenges in drug development

* Oligonucleotides have a huge pharmacological potential
but their widespread therapeutic application is limited due to
pharmacokinetic and drug disposition limitations at both the
tissue and cellular level

The presentation will address these delivery limitations and
summarize the work of a European consortium (Innovative
Medicines Inifiative COMPACT Consortium) of pharma
companies and academic partners to improve nanocarrier-
based delivery tfechnologies that can overcome these limitations
Ekkehard Leberer, Senior Director, Aliance Management, Sanofi

Advances in mRNA delivery technologies for vaccines

* Current state of delivery technology research for oligonucleotides

* MRNA vaccine opportunities in Infectious Diseases and Oncology

* Focus on delivery: design factors important specifically to mRNA
vaccines

Marian Gindy, Executive Director, Pharmaceutical Sciences, Merck

Research Labs, Merck & Co, Inc.

12.20

12.40

1.40

2.20

3.40

3.30

4.10

4.50

Day Two | Thursday 21st February 2019

Delivering mRNA using polymeric and liposomal carriers

* Presentation and differentiation of polymer and liposome
technologies

* Parameters for optimization towards in vivo applicability

* Data from preclinical models

Steffen Panzner, Managing Director, Lipocalyx GmbH

Networking Lunch

KEYNOTE: Exploring small activating RNA research at MiNA
Therapeutics

Huntington’'s disease is a fatal inherited neurodegenerative
disease which currently has no cure

Direct delivery to the cerebral spinal fluid are required since
antisense nucleotides do not cross the blood brain barrier

@

Pharmacodynamics and pharmacokinetics of hunfingtin mRNA-
targeting ASOs in larger brains when using infrathecal bolus
injections

David Blakey, Chief Scientific Officer, MiNA Therapeutics

mRNA therapeutics for localized applications

« Stabilized non-immunogenic mMRNA (SNIM®RNA)

* Formulations for mRNA delivery

e Pulmonary delivery

» Transcript-activated implants for bone regeneration
Carsten Rudolf, Chief Executive Officer, Ethris GmbH

Afternoon Tea

Case study: RNAI therapy for hATTR amyloidosis

hATTR amyloidosis is an orphan condition caused by the
deposition of mutant TTR protein into tissues, particularly the
nervous system and cardiac system

It causes severe morbidity and mortality

Reducing the production of mutant TTR protein through RNA
based therapeutics presents a novel way to treat this serious
condition and this talk will focus on the role of an RNAi based

therapy

Ali Murad, Director, Medical Affairs, Alnylam

SPOTLIGHT: Planning for oligonucleotide supply:
personalized medicine to large scale markets

» Securing oligonucleotide drug substance supply
* Early vs late phase

¢ Small scale (ultra-orphan) vs large scale markets
Hans Kistemaker, Associate Director, ProQR

Chair’s Closing Remarks and Close of Day Two

Alternatively fax your registration to +44 (0)870 9090 712 or call +44 (0)870 9090 711
MARKETING PARTNERSHIP OPPORTUNITIES

SMi Group is offering companies the opportunity to partner on our dedicated events in order to help raise your company profile,
add value, create awareness of your products/services to our key audience within the pharmaceutical industry. Interested in partnering?
Contact Pav Solanki, Marketing Manager on +44 (0) 207 827 6048 or email: psolanki@smi-online.co.uk

We are proud to be partners with:

Official Media Partner

The RNA Insfitute is focused on disseminating the
technologies, tools, methods and materials through
collaborations with researchers in a breadth of

disciplines and foci critical to the advancement of scientific capabilities. RNA is
ephemeral and challenging to work with but its potential in medical sciences and
human health is invaluable. The Institute endeavors to overcome the obstacles of
working with RNA by enabling the development of novel RNA therapies to precede
and regulates protein synthesis through high impact practices that include having
access fo an extensive array of advanced equipment, dedicated partnerships,
streamline commercialization channels, specialized experts, and mentorship-based
fraining. www.rna.albany.edu

Supported by:

i . drugdevelopment- DRUG DISCOVERY
asoMedia LI b piocompare s
BENTHAM o everyphase ot your rvn:
SCIENCE
3 K JOURNAL FOR
F Gate2Biotech "l @ CLINICAL STWDIES
<-genomeweb K4 8 s Rsce o kst s Energng Vi
PTLABIOTECHeu  medicaldevice- N
| APIOTECH Sy medicaldevic s Phsvma
(@pharmalicensing-  phamaphorumy B i TREHROLOGY



RNA THERAPEUTICS CONFERENCE

Conference: 20th - 21st February 2019, Copthorne Tara Hotel, London, UK

4 WAYS TO REGISTER

ONLINE at www.therapeutics-rna.com

FAX your booking form to +44 (0) 870 9090 712 POST your booking form to: Events Team, SMi Group Ltd,
PHONE on +44 (0) 870 9090 711 1 Westminster Bridge Road, London, SE1 7XW
4 \ 4 l:‘ \
Book by by 31st October to receive £400 off the conference price
EDA;§ CL:YO?JIIISII'? I:] Book by 30th November to receive £200 off the conference price

[] Book by 14th December to receive £100 off the conference price
\. J

N\
\

J

CONFERENCE PRICES GROUP DISCOUNTS AVAILABLE

Unique Reference Number

\ Our Reference P-277 1 would like to attend: (Please tick as appropriate) Fee TOTAL

DELEGATE DETA".S [] Conference only £1499.00 + VAT £1798.80

PROMOTIONAL LITERATURE DISTRIBUTION
[] Distribution of your company's promotional
literature to all conference attendees £999.00 + VAT £1198.80

Please complete fully and clearly in capital letters. Please photocopy for additional delegates.
Title: Forename:

Surname:

The conference fee includes refreshments, lunch, conference papers, and access to
Job Title: the Document Portal. Presentations that are available for download will be subject
to distribution rights by speakers. Please note that some presentations may not be
available for download. Access information for the document portal will be sent to
Company/Organisation: the e-mail address provided during registration. Details are sent within 24 hours post
conference.

Department/Division:

Email:
If you would like to continue to receive email updates about our

events, please tick []
Company VAT Number: DOCUMENTAT'ON

Address: | cannot attend but would like to Purchase access to the following Document Portal/
Paper Copy documentation. Price Total
Town/City: [] Access to the conference documentation
- on the Document Portal £499.00 + VAT £598.80
Post/Zip Code: Country: D The Conference Presentations — paper copy £499.00 - £499.00
Direct Tel: Direct Fax: L (or only £300 if ordered with the Document Portal)

Mobile:

Switchboard: PAYMENT

Signature: — — fDdtef Payment must be made to SMi Group Ltd, and received before the event, by one of
Iagree fo be bound by SMi's Terms and Conditions of Booking. the following methods quoting reference P-277 and the delegate’s name. Bookings

ACCOUNTS DEPT made within 7 days of the event require payment on booking, methods of payment:
Title: Forename: [] uK BACS Sort Code 300009, Account 00936418
Surname: [] wire Transfer Lloyds TSB Bank plc, 39 Threadneedle Street, London, EC2R 8AU
Email: Swift (BIC): LOYDGB21013, Account 00936418
matt: IBAN GB48 LOYD 3000 0900 9364 18
Address (if different from above): [] Cheque We can only accept Sterling cheques drawn on a UK bank.
] credit Card [ Visa [JMasterCard [ American Express
N SMi Group will apply surcharges to commercial cards
Town/City: Please tick here []if the card provided is not a commercial card

e - carne: J 0 OO0 OO0 OO0
: : vaiia from [_J[_J/[ ] exeiyoate [ /[ ]

. J
VE N U E Copthome Tara Hotel, London, UK CVV Number DDI:”:I 3 digit security on reverse of card, 4 digits for AMEX card

[] Please contact me to book my hotel Cardholder's Name:

Alternatively call us on +44 (0) 870 9090 711,
email: events@smi-online.co.uk or fax +44 (0) 870 9090 712

|

Terms and Conditions of Booking Signature: Date:

Payment: If payment is not made at the time of booking, then an invoice wil be issued and must | agree to be bound by SMi’'s Terms and Conditions of Booking.
be paid immediately and prior to the start of the event. If payment has not been received then
credit card details will be requested and payment taken before entry to the event. Bookings within
7 days of event require payment on booking. Access to the Document Portal wil not be given until Card Billing Address (If different from above):
payment has been received.

Substitutions/Name Changes: If you are unable fo attend you may nominate, in wiiting, another
delegate to take your place at any time prior to the start of the event. Two or more delegates may
not ‘share' a place at an event. Please make separate bookings for each delegate.

Cancellation: If you wish to cancel your attendance at an event and you are unable to send
a substitute, then we wil refund/credit 50% of the due fee less a £50 administration charge,
providing that cancellation is made in wiiting and received at least 28 days prior to the start of the \_ J

event. Regreffully cancellation after this fime cannot be accepted. We wil however provide the
conferences documentation via the Document Portal to any delegate who has paid but is unable
to attend for any reason. Due fo the interactive nature of the Briefings we are not nomally able to
provide documentation in these circumstances. We cannot accept cancellations of orders placed
for Documentation or the Document Portal as these are reproduced specifically to order. If we
have fo cancel the event for any reason, then we will make a full refund immediately, but disclaim
any further liability.

Alterations: [t may become necessary for us fo make alterations to the content, speakers, fiming, . I .
venue or date ofythe event comporgd to the adverfised programme. P ° on Document portal and literature distribution for all UK customers and for those EU

Privacy policy / Opt Out: For full details on our privacy policy please go fo Customers not supplying a registration number for their own country here
http://smi-online.co.uk/privacy-egals/privacy-policy. If you no longer wish o receive email

S updates you can opt out by going to the following webpage http://mwww.smi-online.co.uk/opt-out
J

VAT at 20% is charged on the attendance fees for all delegates. VAT is also charged

If you have any further queries please call the Events Team on tel +44 (0) 870 9090 711 or you can email them at events@smi-online.co.uk



