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Extract from Bioshares —

Neuren - Phase Ill Enrolment in Rett Syndrome
Complete with Readout on Track for Q4

Neuren Pharmaceuticals (NEU: $1.82) hasamajor inflection point in Q4 thisyear fromthe
readout of its Phase 11l study in Rett Syndrome. The study, conducted by Neuren's
licensee Acadia Pharmaceutical s was announced as completing enrolment last week.

Patients aretreated for 12 weekswith the Neuren drug candidate, trofinetide. Intotal 184
patients have been recruited across 21 locations in the US. It includes two arms, one
being those receiving trofinetide and the other receiving a placebo.

Theage group of patientsinthestudy aregirlsfrom5 - 20. Thismonth Acadia al so started
atrial in 10 younger children, aged two to five, with that trial dueto be completedin 2023.

If the Phase 111 trial issuccessful and the product islaunched in the US, Neuren standsto
receive $111 million over the next two years (plus double-digit royalties), which includes
proceedsfrom the sale of aRare Pediatric Disease Priority Review Voucher. These vouch-
ers sell for around US$100 million and Neuren stands to receive one third of that sale
amount. The voucher is an incentive from the FDA to tackle certain rare pediatric dis-
eases. Thevoucher allowsacompany to receive afaster review fromthe FDA for afuture
drug application, which can be very valuable in terms of an earlier product launch. The
voucher can be sold to other companies.

Neuren CEO Jon Pilcher believesthat with thetrial being conducted only at US sitesthat
a more consistent result may be achieved from the study. The tria is fully powered to
deliver statistical significance.

Neuren appears to have selected a good and committed partner for this program. Acadia
isforecasting US$500 millionin peak salesand hasinvested around US$100 millioninto
the program. One of the reasons A cadia appearsto be agood choicein partner isthat this
program has high importance for Acadia as well, with one product on the market. That
product isadrug called Nuplazid for the treatment of psychosisin patients with Parkin-
son's disease. Product saleswere US$442 million last year. InAcadia'sannual report last
year, trofinetide ismentioned 56 times.

For Acadiait's also a move away from psychiatric diseases and into rare diseases and it
has recently hired a new head of rare diseases drug devel opment.
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Phase Il Trial Results - Recap

In the Phase |1 study which involved just 27 children in the high-
est dose (200mg/kg), the endpoints were RSBQ (a caregiver rat-
ing) and CGlI-I (aclinician rating). These are both the same primary
endpoints in the Phase |11 study which is comparing that same
dose against placebo.

On those two measuresin the Phase || trial, the result was statisti-
caly significant (p=0.042 and p=0.029 respectively). The mean
improvement in RSBQ was 16% in the high dose treatment arm
compared to 6% in the placebo arm. For CGI-1, 22% of patients
receiving the drug therapy showed a much-improved result com-
pared to just 4% on placebo. Of interest, the result appeared to be
diverging (difference between placebo and treatment arm) at the
end of the six-week treatment and the Phase |11 study is treating
patients for twice aslong (12 weeks).

One change in the Phase |1l study is that the lighter kids will
receive a higher dose per weight. This is because they
underperformed in the Phase I study, after receiving alower dose
because of their lower weight (patients are dosed according to
their weight). Thedrugisdeliveredin theform of asolution, 30-60
mls, twice aday.

Other Phase Il Studies for New Indications

To help spread the risk for the company, Neuren will be starting
three Phase |1 studies in other indications this half year with its
next drug candidate, NNZ-2591. They are in Phelan-McDermid
syndrome, Pitt Hopkins syndrome and Angelman syndrome (in
Australia). These studies will continue regardless of whether the
Phase 111 results with trofinetide are successful or not.

Afourth Phasell study with NNZ-2591 in Prada-Willi syndromeis
also being planned. Obesity isacommon characteristic in patients
with this syndrome. In amouse model of the disease, obesity was
removed and insulin levels returned to normal.

Summary

Neureniscapitalised at $214 millionwith $18 millionin cash at the
end of June. The Phaselll trial of trofinetidein Rett syndrome has
agood chance of success given the statistically significant result
in the smaller Phase Il study and that the same endpoints are
being used inthe Phase 11 trial.

If the study is clearly positive, Acadia should be in a position to
file the drug for approval with the FDA. Neuren will then look to
commercialisethedrug into other marketsincluding Japan, China
and Europe.
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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

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

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

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.

g:)(c):lL(jspvai\th aistin itive cash flows or doseto produdin itive cah may even be close to market. However, they arelikely to belackingin
flows. 9 pos pr 9 pos several key areas. For example, their cash position isweak, or
Buy CMPis 20% < Fair Value management or board may need strengthening.

Speculative Buy - Class C

Accumulate CMPis10% < Fair Value .
. These stocks generally have one product in development and lack

Hold Vaue=CMP e
Lighten CMPis 10% > Fair Vaue many external validation features.
Se” CMP|SZO%> FairValue SpeCUlat|Ve HOId—ClassA or B 0rC

(CMP—Current Market Price) Sell
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