Extract from

ISSN 1443-850X

1 Subscribe to

Bioshares
$470/
48 I1ssues

More details can be found
on the back page

\ J

Bioshares

11 March 2019
Edition 783e

Delivering independent investment research to investors on Australian
biotech, pharma and healthcare companies

Companiescovered: IMM, OPT, LargeCap
Results Review

Bioshares Portfolio

Year 1 (May '01 - May '02) 21.2%
Year 2 (May '02 - May '03) -9.4%
Year 3 (May '03 - May '04) 70.6%
Year 4 (May '04 - May '05) -16.3%
Year 5 (May '05 - May '06) 77.8%
Year 6 (May '06 - May '07) 17.4%
Year 7 (May '07 - May '08) -36%

Year 8 (May '08 - May '09) -7.4%

Year 9 (May '09 - May '10) 50.2%
Year 10 (May '10 - May'11) 45.4%
Year 11 (May '11 - May '12) -18.0%
Year 12 (May '12 - May '13) 3.1%

Year 13 (May '13 - May '14) 26.6%
Year 14 (May '14 - May '15) 23.0%
Year 15 (May '15 - May '16) 33.0%
Year 16 (May '16 - May '17) 16.8%
Year 17 (May '17 - May '18) -7.1%

Year 18 (May '18 - current) -12.1%
Cumulative Gain 603%

Av. Annual gain (17 yrs) 17.1%

Bioshares is published by Blake Industry &
Market Analysis Pty Ltd.

Blake Industry & Market Analysis Pty Ltd
ACN 085 334 292

PO Box 193

Richmond Vic 3121

AFS Licence

No. 258032

Enquiries for Bioshares

Ph: (03) 9326 5382

Fax: (03) 9329 3350

Email: info[at}bioshares.com.au

David Blake - Editor/Analyst
Ph: (03) 9326 5382

Email: david[at]bioshares.com.au
Mark Pachacz - Editor/Analyst
Ph: 0403 850 425

Email: mark[at]bioshares.com.au

Individual Subscriptions (48 issues/year)
$470 (Inc.GST)
Edition Number 783 extract (11 March 2019)

Copyright 2019 Blake Industry and Market
Analysis Pty Ltd. ALL RIGHTS RESERVED.
Secondary electronic transmission, photocopying,
reproduction or quotation is strictly prohibited
without written consent of the publisher.

Major Inflection Points for Opthea in 2019 as
Case for Positive Results Build

Opthea (OPT: $0.76) has passed the second safety milestone of its 366 patient, Phasellb
wet AMD study. It includes 209 patients who have completed six month treatment and
the remaining patients who have been treated for less time. There is one more blinded
safety analysis before the results are due to be reported in Q4 this year.

At an investor meeting recently, CEO Megan Baldwin said that it isimportant to ensure
that the company's drug candidate, OPT-302 which isinjected into the eye, is manufac-
tured in a clean process and that patients need to tolerate any potential inflammation in
the eye from the treatment, which involves combining it with the eye drug Lucentis (in
wet AMD).

Passing this second blinded safety hurdle should be considered another valuable step in
the commercialisation process for OPT-302, ensuring what appears to be a good and
tolerable safety profile so far.

Optheaisrunning two Phasel studiesconcurrently, onein wet AMD and onein diabetic
macular edema (DME). However adifference between the two trialsisthat the Phase l1b
wet AMD tria is assessing the combination treatment in néive patients and the DME
study is trialing a combination treatment in patients who have previously had a poor
outcome from amonotherapy with one of the VEGF-A inhibitors (Lucentisor Eylea).

Baldwin said that one of the reasonsfor structuring thetrialsin thisway wasthat it would
provide the company with data across two indications looking at naive and sub-optimal
responders. In wet AMD, treating naive patients will also position the therapy as a first
line treatment.

Another consideration is that both studies are considering different VEGF-A inhibitors;
Lucentisinthe AMD study and Eyleain the DME trial. These two drugs generated sales
of US$9hillionin 2017 according to Bal dwin, which accounted for only 40% of the market,
with 60% treated with Avastin off label (Lucentisand Avastin are the same drug, but one
is approved for the treatment of eye diseases and the second for the treatment of solid
tumours).

Baldwin believes that the company's share price has surged in recent weeks because of
the anticipation of datarelease nearing closer thisyear (fromitsAMD study in Q4 and the
DME results due in 2H this year). She believes the vauation of the business will far
exceed the current price if the company hitsits endpointsin its current studies.

Recap of Results Presented Last Year
The reason for the growing confidence in Opthea's position is the consistent data that
has been emerging from the current and previous studies and the rapid progress that has

been achieved intrial recruitment.
Continued over
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In the company's 366 patient study in wet AMD in naive patients,
the company has seen accelerated recruitment, with full recruit-
ment occurring four months ahead of schedule. This highlights
the need for improved therapies in this indication as well as the
growing confidence and interest in OPT-302 based on data
achieved to date, both safety and efficacy datafrom the Phase l1a
study. Around 50% of patients with wet AMD (and two thirds
with DME) do not achieve an improvement in vision from the
VEGF-A inhibitors.

InitsPhasellastudy inwet AMD in 38 patientstreated with OPT-
302 and Lucentis, the naive treated patients (those who did not
have previousVEGF-A therapy) gained amean 10.8 | etter improve-
ment in vision. For those treated previoudly with VEGF-A drugs, a
mean 4.9 | etter improvement was achieved.

With respect to fluid build up in the EYE, CST (central subfield
thickness) levelsfell by 119uM inthe naive patients and by 54uM
inthe prior VEGF-A treated patients. Thisreductionin fluid build
up has encouraged the company to investigate a treatment for
DME which is characterised by excessfluid in the eye (macula).

DME Phase Ib Lead-in Trial Results

In DME, prior to starting the 108 patient Phase | lastudy whichis
currently underway (inthose who have responded poorly to VEGF-
A drugs), Opthea conducted a Phase Ib safety study (in nine
patients) to seeif combining Eyleawith OPT-302 would produce
any complications (previous studies have combined OPT-302 with
Lucentis). The combination was found to have agood safety pro-
file, with only side effectsfrom the injection which wereresolved,
but importantly no clinically significant increasesin eye pressure
(10P).

Thetrial also looked at efficacy in these nine patients. It found a
dose dependent response in vision (measured as increased | etters
onthe chart that could beread) at 0.3mg, 1.0mg and 2.0mg doses,
giving an improvement of 3.0 letters, 5.7 letters and 14.3 |etters
respectively. The average improvement was 7.7 letters. Baldwin
believesthat animprovement of just 3 - 5l ettersisclinically mean-
ingful, with just asmall improvement in visual acuity trandatingin
alargeincrease in quality-of-life for patients. These patients had
all beenreceiving prior treatment withaVVEGF-A inhibitor.

Changes in swelling (fluid) of the macula was also measured in
these nine patients. From amean starting point of 434uM, a71uM
reduction (16%) in CST was achieved.

Bilateral Comparison in 5 Patients — Interesting Data

In five of the nine patients, combination treatment was given to
only one eye and compared to the outcome of the other eye which
received only VEGF-A treatment. The mean gain in the combina
tion treatment arm (across all three doses of OPT-302) was 10
letterscompared to just amean 2.6 | etter improvement inthe VEGF-
A only treated eyes.

With respect to CST, there was an 18% reduction (80uM) with the
combination therapy compared to only a 1.5% drop (6uM) in the
VEGF-A only treated eyes.

The current Phase | latrial in DME with OPT-302 (plus Eylea) is
assessing the highest dose of OPT-302 used in the lead in study
(2mg), with two thirds treated with the combination therapy and
onethird with VEGF-A only (Eylea).

Summary

Opthea continues to deliver consistent results for its novel oph-
thalmic therapy. It is consistent with respect to mechanism of ac-
tion as well, where shutting down two other passages for new
(unwanted) blood vessel formation, VEGF-C and VEGF-D, aswell
as the current VEGF-A pathway that is well serviced by current
therapies, Lucentis and Eylea, is delivering improvementsin vi-
sion and reductions in excess fluid in the eye.

We expect strong interest to build in this stock this year in antici-
pation of positive resultsfrom two major studiesinwet AMD and
DME later thisyear.

Optheaiscapitalised at $190 million with $40 millionin cash at the
end of last year.

Biosharesrecommendation: Speculative Buy ClassA
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How Bioshares Rates Stocks

For the purpose of vauation, Bioshares divides biotech stocks into
two categories. Thefirst group are stocks with existing positive cash
flows or close to producing positive cash flows. The second group are
stocks without near term positive cash flows, history of losses, or at
early stages of commercialisation. In this second group, which are
essentially speculative propositions, Bioshares grades them according
to relative risk within that group, to better reflect the very large
spread of risk within those stocks. For both groups, the rating “Take
Some Profits” means that investors may re-weight their holding by
selling between 25%-75% of a stock.

Group A

Stockswith exigting positive cash flows or close to producing positive cash
flows.

Buy CMPis20% < Fair Value

Accumulate CMPis10% < Fair Value

Hold Vaue=CMP
Lighten CMPis 10% > Fair Value
Sell CMPis20% > Fair Value

(CMP-Current Market Price)

Group B
Stocks without near term positive cash flows, history of losses, or at
early stagescommercialisation.

Speculative Buy — Class A

These stocks will have more than one technology, product or
investment in development, with perhaps those same technologies
offering multiple opportunities. These features, coupled to the
presence of alliances, partnerships and scientific advisory boards,
indicate the stock is relative less risky than other biotech stocks.
Speculative Buy — Class B

These stocks may have more than one product or opportunity, and
may even be close to market. However, they arelikely to belackingin
several key areas. For example, their cash position isweak, or
management or board may need strengthening.

Speculative Buy — Class C

These stocks generally have one product in development and lack
many external validation features.

Speculative Hold — Class A or B or C

Sell

Actinogen Medical, Patrys, Cyclopharm, Emvision
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