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The problem: Delivery to target tissues is the primary obstacle impeding the clinical
translation of OligoNucleotide (ON) therapeutics

The solution? Cell Penetrating Peptides (CPPs) are increasingly prominentin the quest to
address this delivery obstacle

They’ve been around for 40 years with only incremental progress demonstrated — what'’s
different this time?

 Unimproved ‘hit’ sequences that are more than 10x as efficient as ‘conventional
CPPs’

» Evidence of tissue tropism to target specific cell types — concentrating drug in
diseased tissues

 Developments in analytics frameworks that enable multi-variate optimisation
(improving ‘hit to lead’ and development conversion)

« Early transition to ‘build the delivery platform’ in the context of the cargo — essential
in the context of cargo-specific properties

* Indications that absolute disease correction thresholds are within reach (eqg.
Sarepta’s pipeline of PPMO therapies)




PHYLOGICA

Company Parental CPP CPP sequences Development stage
sequences evaluated in
lead selection

. * 1 clinical PPMO
& SAREPTA 1 4 « 5 IND submissions for
PPMOs planned in
2019

Pre-clinical -
therapeutic in vivo
validation

PHYLOGICA 1,000 - 10,000 ~100

We are balancing the need to rapidly develop the platform with

the value of carefully considering the breadth of data we have

* Sarepta used the B-peptide (a modified poly-arginine CPP) as their starting sequence




Phylogica’s CPPs are more efficient

than ‘conventional CPPs’
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Dystrophin levels are restored by CPP-mediated
delivery of DMD PMO in vivo

Sustained response in CPP-PMO freated mice

C57BL/10ScSnmdx
Treatment R RT-PCR (Exon 23 Dmd franscript)
(5 injections (i.p} v Western Blot (Dystrophin protein)
over 2 Wet.i‘kS. 4 weeks post Immunohistochemistry (Dystrophin protein)
4nmol/dose; n=2) first freatment
IHC staining Treated Mdx* mice Untreated mice Western blot
7 Md trol Mdx
M23D{+07-18]-PMO 1746C27-MZ3D(+07-181-PMO g (dsecse)
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* Mdx mice have a nonsense mutation in exon 23 of the dystrophin gene e
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pB-Lactamase Assay
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Phylogica’s ‘up-stream’ CPP identification process

Peptide source Screening Validation Biophysical Optimisation
B @ 4 Method method property filter approaches
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Identifying the right CPP for a therapeutic cargo is a complex process
that is specific both to the cargo and target tissue of interest
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The richness of the data set that we generate from the Phylomer libraries is both a
blessing and a curse:
A blessing in the number and quality of CPPs that we identify (Phylogica’s CPPs
substantially outperform the ‘conventional CPP landscape’); and
A curse in the amount of data that we are handling — screening and validating
CPPs is both expensive and time-consuming

We have the privileged ability to see the ‘macro rule’ (the link between the properties
of a CPP and its ability to deliver a cargo) across CPPs of divergent characteristics
(raising the possibility that we can combine ‘parts’ of CPPs to create high performing
‘chimeras’)

We can also define the ‘micro’ rule through creation of variants of parental sequences
to ‘fine tune’ a CPP

BUT...

These activities must be conducted in the context of the cargo of interest (and ideally
the target cell of interest too) - we are building a platform tailored for ONs
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CPPs have the ability to open up new target tissues/cells and disease
indications for ON therapeutics

Phylogica’s platform can deliver a step change in the amount of drug
delivered into a target cell by:
« Using substantially more efficient ‘second generation’ peptides;
« Exploiting observed patterns of differential cellular uptake to target
diseased cells; and
« Using advanced analytics to select for drug-like properties

We are building our platform specifically for ON therapeutics and will be
moving into therapeutic in vivo evaluation very shortly







ISclaimer

The purpose of the presentation is to provide an update on the business of Phylogica
Limited (ASX:PYC) [‘Phylogica’]. These slides have been prepared as a presentation aid
only and the information they contain may require further explanation and/or clarification.
Accordingly, these slides and the information they contain should be read in conjunction
with past and future announcements made by Phylogica and should not be relied upon as
an independent source of information. Please contact Phylogica and/or refer to the
Company's website for further information.

The views expressed in this presentation contain information derived from publicly available
sources that have not been independently verified. No representation or warranty is made
as to the accuracy, completeness or reliability of the information.

Any forward looking statements in this presentation have been prepared on the basis of a
number of assumptions which may prove incorrect and the current intentions, plans,
expectations and beliefs about future events are subject to risks, uncertainties and other
factors, many of which are outside Phylogica’s control. Important factors that could cause
actual results to differ materially from assumptions or expectations expressed or implied in
this presentation include known and unknown risks. Because actual results could differ
materially to assumptions made and Phylogica’s current intentions, plans, expectations and
beliefs about the future, you are urged to view all forward looking statements contained in
this presentation with caution.

This presentation should not be relied on as a recommendation or forecast by Phylogica.
Nothing in this presentation should be construed as either an offer to sell or a solicitation of
an offer to buy or sell shares in any jurisdiction.
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