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Forward looking statements
Certain statements in this presentation relate to the future, including forward looking
statements relating to Hexima’s future expectations, beliefs, goals, plans, prospects, financial
position and strategy. These forward‐looking statements involve known and unknown risks,
uncertainties, assumptions and other important factors that could cause the actual results,
performance or achievements of Hexima to be materially different from future results,
performance or achievements expressed or implied by such statements. Neither Hexima nor
any other person gives any representation, assurance or guarantee that the occurrence
expressed or implied in any forward‐looking statements in this document will actually occur
and you are cautioned not to place undue reliance on such forward‐looking statements.
Subject to any continuing obligations under applicable law, Hexima disclaims any obligation or
undertaking to disseminate any updates or revisions to any forward‐looking statements in this
document to reflect any change in expectations in relation thereto or any change in events,
conditions or circumstances on which any such statement is based.
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AGM 2019
Dr Nicole van der Weerden – Chief Executive Officer

Hexima Limited
Hexima is developing a novel prescription product (HXP124) for treatment
of onychomycosis (fungal nail infections)
• Topical product with novel mode of action

HXP124 is designed to be superior to current therapies
• Potent, broad‐spectrum antifungal peptide with fungicidal mode of action
• Readily penetrates nails with no absorption through skin
• Rapidly effective with short course of treatment demonstrated in phase I/IIa
clinical trial
• Entering phase IIb clinical trials for onychomycosis
—Also exploring other applications for antifungal peptide platform
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Key achievements for 2019
 Completed 12‐week follow‐up for Phase I/IIa clinical trial
• No treatment‐related adverse events
• HXP124 substantially reduced the area of infected nail
• At 12 weeks, the rate of clearing and mycological cure is substantially better than published clearance rates
for the current best‐in‐class topical product, Jublia®.

 Conducted pre‐IND meeting with FDA
• Clear path for entering Phase 2b trials in U.S.

 Completed $3 million bridge financing in the form of convertible notes
 Commissioned comprehensive market research to explore the
market opportunity for HXP124 in the U.S.
• Conducted by Clearview Healthcare Partners, Boston MA
• Target product profile for HXP124 considered superior to
current products
• 6‐week and 12‐week dosing seen as comparable and convenient
short courses of therapy
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Key achievements for 2019
Appointed Mr Michael Aldridge as Executive Director
and Chief Business Officer
• CEO at Peplin Inc., sold to Leo Pharma in 2009 for $300M
• SVP Corporate Strategy at Questcor, sold to Mallinckrodt in 2014 for $5.6b
• SVP Corporate & Strategic Development at Codexis, $357M partnership
with Nestle in PKU in 2017

Appointed Dr Peter Welburn as Product Development Consultant
• CSO and VP Research & Development at Peplin Inc., NDA for
PEP005 Gel (Picato®) approved 2012
• General Manager at Leo Pharma (Australia)
• Consultant to Codexis on CDX6114 for PKU

Partner in the $5 million Industry Transformation Research Hub for
Medicinal Agriculture grant to La Trobe University
• Provides funding for screening Hexima’s natural products library for novel
antifungal molecules
6
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Plant defensins
Evolved to
protect plants
from fungi

Hydrophilic &
highly soluble

Resistant to
proteases &
extremely
stable,
including in
serum

Made using
standard
yeast
fermentation
Regulated as
biologics
Excellent
safety profile

Small, basic,
cysteine‐rich
peptides

Do not pass
through
human skin

NMR structure of HXP124
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Onychomycosis
Pathophysiology

Key Insights

Prevalence of Toenail Onychomycosis (U.S.)
1.3%

Risk factors include increasing age, athlete’s
foot, diabetes, and immunodeficiency
Prevalence primarily driven by an aging
population

25

26

24

26

23

25

23

2018

2020

2022

2024

2026

2028

2030

27
24

U.S. Prevalence (M)

Onychomycosis of the toenail is expected to
affect ~26M people in the U.S. by 2030
(~50% of all nail disease)
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Dermatophytes, fungus that cause skin
disease, typically enter through the distal
subungual or lateral nail grooves, and
proliferate in the nail bed

Source: Gupta. J Eur Acad Dermatol Venereol. 2016; ClearView Analysis

Approximately 35% of patients seek
treatment but a significant proportion of the
population remains undiagnosed and
untreated
Patients experience pain and difficulty
wearing shoes ‐ Quality of life is affected by
nail dystrophy and unacceptable cosmetic
appearance

0

Age

Prevalence
Rate

Prevalence in
2030

CAGR
0.4%

<19 Years

~0.4%

0.4M

20 – 59 Years

~5.5%

10M

0.2%

>60 Years

~17.5%

16M

2.2%

Source: Gupta. J Eur Acad Dermatol Venereol. 2016; ClearView Analysis

8

4

20/11/2019

Onychomycosis script volume has doubled
in the last 5 years
Key Themes

 Significant, demonstrated growth
potential in the onychomycosis market
 Very promotionally sensitive
 Primarily treated by podiatrists and
dermatologists (some GPs)

The sustained shift in the market to
favor prescription of topical agents
demonstrates meaningful demand
for safe and effective topical
therapies

2x script volume

November 2014

The potential for growth in the
market through access to
undiagnosed or untreated patients
is highlighted by the growth in the
market following the introduction of
Jublia in 2014
The rapid and sustained impact of
Jublia’s DTC marketing campaign on
prescription growth suggests a
strong market responsiveness to
promotion

1 Represents

written script volume for terbinafine, itraconazole, ciclopirox, Kerydin, and Jublia, though volume scripts filled is likely meaningfully lower
Source: Encuity; ClearView Analysis
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Global onychomycosis products
Approved Therapies for Onychomycosis

Lamisil® oral
(generic)
(250mg Terbinafine)
12 week treatment
Cost of treatment ~$15
38% complete cure

Penlac®
(generic)
(8% Ciclopirox)
48 week treatment
Cost of treatment ~$200
5‐9% complete cure

KERYDIN®
(Anacor/Sandoz)
(5% Tavaborole)
48 week treatment
Cost of treatment >$6,000
6‐9% complete cure

Jublia®
(Valeant)
(10% Efinaconazole)
48 week treatment
Cost of treatment >$6,000
15‐18% complete cure

Peak sales $1.2B1

Peak sales ~$125M

Peak sales ~$160‐200M

Peak sales ~$338M

HXP124

12 week daily treatment
>20% complete cure
(Target Product Profile)

Key:

1 Represents

Oral drugs

Deficiencies in current available therapies

HXP124 is likely to be superior to current products

Poor efficacy rates

More effective than current topicals

Long treatment times with poor compliance

Shorter treatment time

Toxicity associated with oral drugs

Better safety profile

additional approved indications and peak sales prior to LOE

Topical drugs
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HXP124 compares well against the
competition
HXP offers greater efficacy and improved ease‐of‐use with a better safety profile
Topical

Oral

Fast Acting











Efficacious









No Systemic Toxicity












No Local Side Effects

NA
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HXP124 kills fungi more readily than other
treatments for nail infections
100%

Kills fungal cells within 30 min via
a novel mode of action

HXP124 is specific for fungal cells
and does not impact the viability of
human or bacterial cells

80%
Percent dead cells

• Inefficient killing by drugs currently
on the market means the fungus will
regrow when treatment is stopped

90%

70%
60%
50%
40%
30%
20%
10%
0%
HXP124

Efinaconazole
(Jublia®)

Tavaborole
(Kerydin®)

Terbinafine
(Lamisil®)

Ciclopirox
(Penlac®)

Fluorescence Associated Cell Sorting (FACS) of Propidium Iodide stained cells was used to
identify living and dead Candida albicans cells after 30 min treatment with antifungal
agents
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Topical treatments for fungal nail disease must
penetrate human nails to reach the nail bed,
the main site of infection
• Nail penetration of existing topical drugs is a major
barrier to treatment efficacy
nail adapter
cadaver nail or
nail clipping
saline‐soaked
cotton wool

Percent of drug that penetrates the nail

HXP124 penetrates nails faster and more
efficiently than current marketed products
Cumulative nail penetration
18%

16%

16%
14%
12%
10%

8%

8%

7%1

6%
4%

2%2

2%
<1%

2%
0%
0

2

<0.03%2
4

6
Day
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HXP124

Tavaborole (Kerydin®)

Ciclopirox (Penlac®)

Efinaconazole (Jublia®)
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Permeation model based on method
developed by Dr. Howard Maibach.
(UCSF Medical Center, Hui et al., 2007)
1 Kaken

Pharma and Dow Pharma, Sugiura et al., 2014
UCSF Medical Center, Hui et al., 2006
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Phase I/IIa clinical trial
 Randomized, double blind cohort study
 Patients treated nails daily with HXP124 (or vehicle) for 6 weeks with follow‐up at 12 weeks

7 days

Cohort 3
HXP124 2%
N=6 patients (randomized 2:1)

Cohort 2
HXP124 1%
N=6 patients (randomized 2:1)

Cohort 1
HXP124 0.5%
N=6 patients randomized
2 (drug):1 (placebo)

Cohort 4
HXP124 2%
N=30 patients (randomized 3:1)

All three doses safe in
dose ranging cohorts
– 2% dose selected for
Cohort 4

52‐week follow up

7 days

12‐week follow up

• Total of 48 patients – 36 treated with HXP124, 12 treated with vehicle
• Unblinded follow‐up at 52 weeks only for Cohort 4

12‐week follow up

2

42 days daily dosing

Jan 2018

Jun 2018

Jan 2019

Q1 2020
14
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Phase I/IIa clinical trial
Day 0

Day 84

Primary endpoint
• Safety and tolerability
Clear nail
growth

Secondary endpoints
• Preliminary efficacy data
—Partial cure
– clear nail growth and reduction in infected nail area
—Clinical efficacy
– proportion of patients to achieve <10% nail involvement
—Mycological cure
– clearance of fungi from the nail as assessed by stain and culture
—Complete cure
– mycological cure and 0% nail involvement

Infected
nail area
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HXP124 is safe when applied
to nails daily for 42 days
HXP124 was safe when applied topically over the period of the study
• No drug‐related adverse events
• HXP124 did not cause pain or irritation
—Typical side effects for other topical products include ingrown toenail, skin peeling, redness, itching,
swelling, burning, stinging, blisters and pain

• HXP124 was not detected in the bloodstream
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HXP124 substantially improved
onychomycosis symptoms
The data indicate that HXP124 has the potential to be an effective therapy for
onychomycosis
• An overall decrease of 22% of the infected nail area was observed in HXP124‐treated nails
(vehicle 17%)
• A decrease in infected nail area of >40% was achieved in 15 of 41 HXP124‐treated nails (37%)
within 12 weeks (vehicle 18%)
• Clinical efficacy (defined as <10% of the nail area affected) was achieved in 20% of
HXP124‐treated patients within just 12 weeks (vehicle 6%)

• Mycological cure (culture and stain negative) was achieved in 52% of HXP124‐treated
nails within 12 weeks (vehicle 24%)
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Treatment with HXP124 led to substantial
reduction in lesion area

• 10% of HXP124 treated nails achieved
>60% reduction (0% vehicle)

50%
45%

47%
44%

37% All HXP124

40%
Proportion of participants

A decrease in infected nail area of
>40% was achieved in 15 of 41
HXP124‐treated nails (37%) within
12 weeks (vehicle 18%)

35%

18% All vehicle

35%

30%

27%

25%
20%

20%

All Vehicle

18%

All HXP124

15%
10%
5%
0%

5%
0%

5%
0%

0<20
20<40 40<60 60<80 80<100
Decrease in infected nail area as a percentage of infected area
at baseline
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Clinical Efficacy
Clinical efficacy (<10% infected nail area) over time
25.0%
Patients with <10% infected nail area

Clinical efficacy (defined as <10% of
the nail area affected) was
achieved in 20% of HXP124‐treated
patients within just 12 weeks
(vehicle 6%)

19.5%

20.0%

17.5%

15.0%
9.5%

10.0%
7.1%

5.9%
5.0%
0.0%
0.0%
0

0.0%

0.0%
20

0.0%

40

60

80

100

Days
Vehicle

HXP124

Linear (Vehicle)

Linear (HXP124)
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Mycological Cure
After 6 weeks HXP124
treatment and 6 week washout
Mycological cure (culture and
stain negative) was achieved in
52% of HXP124‐treated nails
(vehicle 24%)
• Culture negative rate was almost
80% in HXP124‐treated nails
(vehicle 41%)

Day 84
90%
79%

80%
70%

57%

60%
50%

52%
41%

40%
29%

30%

24%

20%
10%
0%
Culture negative

Stain negative
Vehicle

Culture and Stain negative

HXP124

20
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HXP124 has the potential to be
a superior therapy
HXP124
Course of therapy

Efinaconazole

Daily for 6 weeks

Efficacy evaluated

Daily for 48 weeks

At 12 weeks

At 12

weeks1

Daily for 48 weeks
At 52 weeks

HXP124

Vehicle

Active

Vehicle

Active

Vehicle

Clearance of >40% of infected nail
area

37%

18%

NA

NA

NA

NA

Clinical Efficacy
(<10% of nail affected)

20%

6%

NA

NA

33%

12%

Mycological cure
(Culture and Stain negative)

52%

24%

23%

15%

54%

17%

Decrease in affected nail area (1)

7.5%

6.0%

3.9%

1.2%

17.6%

0.7%

1
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https://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/203567Orig1s000StatR.pdf

Images of HXP124‐treated nails
Baseline

Week 6

Week 12
Nail Growth:
2.1 mm/month

Nail Growth:
1.1 mm/month

Nail Growth:
2.1 mm/month
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HXP124 represents a compelling
commercial opportunity in the U.S.
Clearview Market Research
Strong Clinical Profile with Physician Enthusiasm
Physicians are enthusiastic for the greater efficacy with shorter treatment durations than
current topical agents, expecting HXP124 to become their preferred topical product and to
become the treatment of choice over oral therapies

Ability to Differentiate vs. Standard of Care
Given limited efficacy and long treatment durations required by current topical standard of care,
opportunity exists to differentiate and drive increased utilization

Potential for Antifungal Market Growth
Historic responsiveness of the market to new product launch and promotional campaigns
highlights potential for growth in overall prescription market with HXP124

Meaningful Commercial Opportunity Achievable
Source: ClearView Analysis

Based on the expected profile, HXP124 is anticipated to outperform existing branded topical
antifungal therapies (e.g., Jublia)
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Intellectual property
Hexima has built the world’s leading competency in plant defensins and a broad IP
portfolio
Allowed claims in U.S. for HXP124 to treat fungal nail infections
• Expiry 2035
—16 years patent life remaining, plus any available patent term extensions

• HXP124 is a biologic, eligible for 12 years marketing exclusivity in the U.S.
• Patents pending in several other major jurisdictions including Europe, Japan and China

Strategy is to develop independently in U.S. and EU markets
• Considering a licensing strategy in non‐U.S. and non‐EU countries

24
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Hexima’s defensin platform is potentially
applicable to a range of fungal diseases
Vulvovaginal candidiasis and oral thrush
• HXP124 and other lead candidates rapidly kill Candida spp, including Candida
biofilms
• HXP124 is stable in a topical formulation

Fungal skin infections and dandruff
• Plant defensins (and plant extracts) are active against yeast that cause dandruff

Fungal ear and eye infections (otomycosis, keratitis)
• HXP124 is also active against non‐dermatophytic molds

Fungal sinusitis
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Capital raising
 US$25‐30 million capital raise from U.S. institutional investors to fund Phase 2b clinical trials and
scale‐up of manufacture
• U.S. investment bank engaged
• Significant interest from several investors but looking for further clinical data

 Hexima intends to raise a modest amount of capital (~$10 million) to gather more clinical data and
conduct animal toxicology studies to support an IND application in the U.S.
• Optimised clinical trial design in Australia
— Extended dosing regimen
— Extended follow‐up period
— Multi‐centre study

• Extended toxicity studies to support dosing beyond 6 weeks in the U.S.

 Additional clinical data will maximise value for current shareholders and minimise dilution

*IND – Investigational New Drug

26
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Timeline and milestones
Complete phase I/IIa clinical trial
Pre‐IND meeting with FDA
Hire U.S.‐based team
Commence additional clinical study in Australia
Complete preclinical program to support extended dosing
Manufacture scale up
Minipig dermal toxicity study
Systemic rodent toxicity study
Open IND with FDA
Initiate phase IIb study in U.S.
Complete U.S. phase IIb study
End of phase II meeting with FDA

Q4 2018
Q1 2019
Q2 2019
Q1 2020
Q4 2020

Q4 2020
Q1 2021
Q4 2021
Q1 2022
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Focus for 2020
Raise additional capital ($10 million) to progress
development of HXP124
Conduct clinical trial to test extended dosing in a
multi‐centre study
Conduct animal toxicity studies to support extended dosing
under IND in the U.S.
Begin large‐scale GMP production with commercial‐scale
manufacturer
Continue business development activities for HXP124
28
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