Pharming Group N.V.
Sijmen de Vries
Chief Executive Officer

Leiden
The Netherlands
August 2020

Forward Looking Statements
The information contained in this document and communicated verbally to you (together the "Presentation") is being supplied to you solely for your
information and may not be copied, reproduced or further distributed to any person or published, in whole or in part, for any purpose.
The Presentation does not form any part of an offer of, or invitation to apply for, securities in Pharming Group N.V. (the "Company").
The Presentation speaks as of the date shown on the front cover. The Company assumes no obligation to notify or inform the recipient of any
developments or changes occurring after the date of this document that might render the contents of the Presentation untrue or inaccurate in whole
or in part. In addition, no representation or warranty, express or implied, is given as to the accuracy of the information or opinions contained in the
Presentation and no liability is accepted for any use of any such information or opinions given by the Company or by any of its directors, members,
officers, employees, agents or advisers.
The Presentation contains forward-looking statements, including statements about our beliefs and expectations. These statements are based on our
current plans, estimates and projections, as well as our expectations of external conditions and events. Forward-looking statements involve inherent
risks and uncertainties and speak only as of the date they are made. The Company undertakes no duty to update these and will not necessarily
update any of them in light of new information or future events, except to the extent required by applicable law.
The Company's securities have not been and will not be registered under the U.S. Securities Act of 1933, as amended (the "Securities Act"), and may
not be offered or sold in the United States absent registration under the Securities Act or an available exemption from, or transaction not subject to,
the registration requirements of the Securities Act.

Company Overview
•

Rare and Ultra-rare disease development and commercialisation, plus large
indications for lead product:
• Marketed lead product: RUCONEST® (rhC1INH)
• Recombinant human C1-esterase inhibitor (enzyme replacement therapy)
• Approved for the treatment of acute angioedema attacks in patients with
hereditary angioedema (HAE)
• Marketed in the USA and EU with our own sales forces, and in partnership
in Latin America, Korea and Israel with other territories coming
• Clinical trials for pre-eclampsia, acute kidney injury and COVID-19
• New late-stage in-licenced product: leniolisib, for the treatment of Activated
Phosphoinositide 3-kinase Delta Syndrome (APDS)

Highlights H1 2020
Record revenue in H1 2020, with a 14% increase year-on-year to
€88.6 million (H1 2019: €77.9 million)

RUCONEST® Revenue
(€ Millions)

Operating profit in H1 2020 increased 31% year-on-year to €32.3
million (H1 2019: €24.6 million)
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Net profits in H1 2020 increased 33% year-on-year to €18.1
million (H1 2019: €13.6 million)
135.1

Strengthened cash position to €155.1 million at 30 June 2020, an
increase of €19 million from €136.1 million at 31 March 2020
(cash at 31 December of €68.6 million)

89.6

In January 2020, successfully placed €125 million 3% senior
unsecured convertible bonds due 2025
• Proceeds of the issue were used to redeem the remaining
$56 million of the original $100 million loan from Orbimed
Advisors, reducing the Company’s financing costs
• Remaining balance of proceeds to support the Company’s
capital expenditure in relation to the expansion of
commercialisation and manufacturing infrastructure
In March 2020, the Company was promoted to the Euronext
Amsterdam MidKap index (AMX)

88.6
77.9
59.5

30.1
H1 2017

FY 2017

H1 2018

FY 2018

H1 2019

FY 2019
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RUCONEST®: Patient Segmentation in HAE
Convenience Market
(Prophylactic therapies)

Convenience is not the driver
for this group, for whom it’s all
about efficacy and reliability

Breakthrough
Attacks

# of HAE
patients

Expanding use with
LCM and other
messaging (Cat B)
Mild
1-3 attacks per month

Source: Banerji A, et al. Allergy Asthma Proc. 2018;39:212-223

Moderate
4-6 attacks per month

Current
RUCONEST®
Segment
Estimated to be
~20-30% of market
Severe/Frequent Attacks
6+ attacks per month

High Potential Pipeline
All development plans
have strong scientific
rationale and address
high unmet needs

New opportunities for rhC1INH: COVID-19
•

Interest from investigators in using rhC1INH to study its effects on mitigating various conditions causing
dangerous immune system over-reactions called cytokine storms, such as COVID-19.

•

In April 2020, the Company reported encouraging results from a study of five patients with confirmed COVID-19
(SARS-CoV-2) infections hospitalised with related severe pneumonia that were treated with RUCONEST® under a
compassionate use programme at the University Hospital of Basel, Switzerland.

•

Following these results, a multinational, randomised, controlled investigator-initiated study, led by Dr Michael
Osthoff from the University Hospital of Basel, has started.
•

The study is planned to include up to 150 patients and to be carried out in multiple research centres in
parallel, in Switzerland, Brazil and Mexico.

•

In parallel a similar study is planned in several centres in the US.

•

As the only natural inhibitor of the complement system and the relevant cytokines, C1INH could potentially play a
major part in large severe indications.

Study: AKI Resulting from Contrast Medium (CM)
- Screening
- Informed consent
- Randomisation
- Baseline samples
- Hydration

- Blood/urine sampling
- Discharge
Telephone interview

Day 0
Day -1/0

Day +2
Day +1

Group 1: rhC1INH
<84kg: 50 U/kg
>84kg: 4200 U

Week +4 and +12

Outpatient visit
- Blood/urine sampling

Group 2: placebo
NaCl 0.9%

Study completed M. Osthoff MD et al.,University Hospital Basel, CH
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Data - Proof of Concept
Study of contrast-induced nephropathy at
University Hospital Basel reported Oct 2018

Relative urine NGAL peak increase 48 h, (%)

75 eligible patients given either drug or placebo
before and after treatment
Study used existing HAE dose, and showed clinical
and statistical significance
Results were especially strong in percutaneous
coronary intervention patients
Data has been used to prepare for a study in this
specific group led by the same team in
Switzerland, starting very shortly
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Pre-eclampsia

High unmet need with no current treatment
Significant cost to healthcare system and families
Challenging disease to study; demands thoughtful, ethical
approach

Initial clinical study initiated ( Netherlands and Australia)
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Activated PI3K-δ Syndrome (APDS)
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APDS: Ultra-rare Primary Immunodeficiency (PID)
Activated PI3 kinase delta syndrome (APDS) is a primary
immunodeficiency (PID)

Varying clinical manifestations of symptoms and signs
Recurrent infections

Caused by autosomal dominant mutations

Organomegaly

Increased activity of phosphoinositide-3-kinase δ (PI3Kδ)

Malignancy

Estimated prevalence 1-2/million

Autoimmunity

More than 240 reported in literature
Screening in subset of PID patients has found rates: 5/669 (1%)
and 17/184 (9%)
Commercially available genetic test

APDS Patient Cohort Study, n=53

RTI/Pneumonia
Bronchietasis
Lymphadenopathy
Splenomegaly
Herpes viremia
Nodular hyperplasia
Autoimmunity
Enteropathy
Lymphoma
Death
Developmental delay

Modified from: Coulter TI, et al. JACI. Vol 139:2, 2017.
Angulo I, et al. Science. 15;342. 2013. Lucas CL. Nature Immunology. 15, 88-97, 2014. Michalovich
D, et al. Frontiers Immuno. 2018. Jamee M, et al. Clin Rev Allergy Immunology. 2019.

= Presence of a complication
Jamee M, et al. Clin Rev Allergy Immunology. 2019
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Leniolisib & Current Treatment Options
Current treatment options for APDS
Symptomatic treatment e.g., antibiotics
Immune globulin replacement therapy (IVIG/SCIG)
Stem cell transplantation

Leniolisib
Potent, selective PI3Kδ inhibitor
Treats the root cause of APDS
Orally bioavailable – tablet/capsule
Direct PK/PD relationship observed
Currently in registration-enabling pivotal study
Recruitment in the registration enabling trial has resumed following temporary halt due to COVID-19 pandemic
Expected the launch mid-2022

Angulo I, et al. Science. 15;342. 2013. Lucas CL. Nature Immunology. 15, 88-97, 2014. Michalovich D, et al.
Frontiers Immuno. 2018. Jamee M, et al. Clin Rev Allergy Immunology. 2019.

Financial
Performance
& 2020 Outlook

Financial Results H1 2020
Amounts in €m except per share data

H1 2020

H1 2019

% Change

Income Statement
Revenues
Gross profit
Operating result
Net result

88.6
78.7
32.3
18.1

77.9
67.0
24.6
13.6

14%
17%
31%
33%

Balance Sheet
Cash & marketable securities

155.1

65.3

138%

Share Information
Earnings per share (€):
Undiluted
Fully diluted

0.029
0.025

0.022
0.020

32%
25%

Outlook for 2020
For the remainder of 2020, the Company expects:
•

Subject to progression of the COVID-19 pandemic in the US; continued growth in revenues from sales of RUCONEST®,
compared to the first half of 2020, mainly driven by the US and expanded European operations.

•

Maintenance of positive net earnings during the year.

•

Continued investment in the expansion of production of RUCONEST® in order to ensure continuity of supply to the growing
markets in the US, Europe, China and the RoW.

•

Investment in the ongoing clinical trials for pre-eclampsia and acute kidney injury, and support for investigators wishing to
explore additional indications for RUCONEST®, such as the planned study in patients confirmed with COVID-19 infections with
related severe pneumonia.

•

Initiation of patient recruitment of the investigator sponsored, randomised controlled COVID-19 study, in centres in
Switzerland, USA and Latin America.

•

Investment in the continuing registration-enabling study for leniolisib for APDS, leading to headline data early in 2021.

•

Investment in an Investigational New Drug Application to the FDA enabling studies for α-glucosidase in Pompe disease and
preclinical development of the new recombinant α-galactosidase candidate for Fabry’s disease.

•

Investment in acquisitions/ in- licensing of other new development opportunities and assets as these occur.

•

Increasing marketing activity where this can be profit-enhancing for Pharming.

•

Continued close monitoring of the ongoing COVID-19 pandemic and the potential impact on the business.

www.pharming.com
ENXTAM: PHARM

Bloomberg: PHAR.AS

Pharming: Built to Grow

High
Potential
Pipeline
Solid,
profitable
revenue
generation

“End to End”
infrastructure

• Pharming has all the capabilities needed for sustainable, high growth
• Today, we are a profitable, growing international biotech, with one
launched product with multiple opportunities, fully integrated from
primary research through production platform to commercialization

• Tomorrow, we will be a global pharmaceutical company with multiple
products with blockbuster potential, both in rare and specialty
diseases and in large currently unmet indications

Strong Execution of Commercial Strategy in US & EU/RoW
Existing
business built
to grow

•
•

•

•

Continued growth from existing and new patients using RUCONEST® to treat acute HAE attacks, and increasingly also as a preferred
therapy for breakthrough HAE attacks while using prophylactic therapies
US revenues increased 13% year-on-year to €85.0 million (H1 2019: €75.0 million), however, sales in Q2 2020 declined by 21%
compared to Q1 2020.
• This was as a result of an unusually high sales level towards the end of Q1 2020, which is believed to have included some prefilling of prescriptions in response to the emerging COVID-19 pandemic.
• The Company therefore believes that the H1 2020 results are more representative of underlying performance, than either
quarter in isolation. Further, existing sales and prescription-filling trends towards the end of Q2 and into Q3 have normalised.
In Europe and the RoW, product sales for H1 2020 increased 24% year-on-year to €3.6 million (H1 2019: €2.9 million), as a result of
significant growth in the EU
• This follows the reacquisition of commercial product rights in EU territories, effective from 1 January 2020, as well as volume
increases in the EU
The global COVID-19 pandemic has not impacted the availability/distribution of RUCONEST® to HAE patients or the
upscaling/continued production of RUCONEST®

Average Clinical Trial Trajectory
Preclinical

Phase 1

Phase 2

Phase 3

Basic research

Typically enrolling 20-100
volunteers or mildly
affected patients

Approximately 70% of all
new drug research
reaches Phase 2

Approximately 33% of
new drug research
reaches Phase 3

Measures safety and
investigates possible side
effects of treatment

Typically involves several
hundred patients with
varying levels of disease
severity.

Tests the largest number
of patients possible (in
relation to the disease
size)

Measures the
effectiveness of the drug
and checks for side effects

Average Duration: 1 – 4
years

Drug discovery
Preclinical research
Average duration:
1-6 years

Average duration:
Typically up to 1 year

Average Duration: Several
Months to 2 years

Variation in this trajectory:
• Orphan/rare disease
• Product availability
• New drug or a new indication for an existing drug

Approval &
commercialisation
Only 25 to 30% of
treatments are approved.
After completing Phase 3
a pharmaceutical
company can move
forward with a New Drug
Application (NDA) or a
BLA in the US and a
marketing authorisation
approval (MAA) in the EU
Total Average Duration:
6 – 7 years

Acute Kidney Injury (AKI)
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Acute Kidney Injury (AKI) resulting from Contrast Medium (CM)
First described in the 1950s

Radiographic contrast medium are responsible for 11% of cases of
hospital-acquired renal insufficiency, the third most common cause of
renal failure after impaired renal perfusion and the use of nephrotoxic
medications.
40 million contrast-enhanced scans per year in the US alone, with
around 20% on high-risk subgroup patients
AKI from contrast media is responsible for a third of all hospitalacquired acute kidney injury (AKI)
AKI affects between 1% and 2% of the general population, and up to
50% of high-risk subgroups following coronary angiography (CA) or
percutaneous coronary intervention (PCI).1
No specific therapy available at present: outcomes vary from reversible
AKI which requires 7-21 day ICU treatment, through permanent
dialysis, renal transplantation and death.

1

Mehran R, Nikolsky E. Contrast-induced nephropathy: definition, epidemiology, and patients at risk. Kidney Int Suppl 2006:S11–15
CIN= Contrast induced nephropathy
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Investment to increase capacity due to strong demand
•

Underlying demand for RUCONEST® increasing further in both US and RoW
•

During Q1 2020, Pharming received both European Medicines Agency (EMA) and US Food and Drug
Administration (FDA) approval of its new production facility of starting material for RUCONEST®

•

Work initiated on a third facility to safeguard future growth in HAE supplies

•

Plans for a larger fourth facility to manufacture our other pipeline products

•

Strategic investment supports capacity expansion that will help Pharming to meet growing demand for
RUCONEST® and long-term expansion of pipeline

•

Patient numbers in new indications in pre-eclampsia and acute kidney injury are much larger than for HAE

•

Re-developing rhC1INH from cattle as a new variant to meet future demand for these such large indications

•

Building our own downstream processing facility (to purify the drug from the milk) will enable us to perfect inhouse process before anticipated positive clinical data in new indications

•

Capacity will only be built on a conservative as-needed basis, bearing in mind lead times, cost and scale
involved

•

Funding will come from current cash generation.

Pre-Eclampsia (PE)
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Pre-eclampsia (PE), Prevalence, Complications
Pre-eclampsia (PE) has a prevalence of 1-17%
throughout the world. Estimated yearly cases of PE in
the US alone: 120,000+.
(Steegers et al., 2010; Osungbade and Ige, 2011)

Delivery is presently the only therapy of PE, but this is
not an option for early PE (from week 20 of gestation).
The main goal of symptomatic therapy is to prolong
gestation of PE patients as far as possible

Prof. G. Dekker, presentation, Pharming CMD, New York City, June 21, 2018
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Primary Immunodeficiency and APDS Background
Primary immunodeficiencies (PID) lead to immune system dysregulation with
numerous resulting complications
•
•
•

Prevalence 1 in 1200
More than 300 gene mutations known to cause different PIDs
Highly variable clinical presentation, but increased susceptibility to infection is common to
most PIDs

Activated PI3 kinase delta syndrome (APDS) is a primary immunodeficiency
•
•
•
•
•
•

Caused by autosomal dominant mutations
Increased activity of phosphoinositide-3-kinase δ (PI3Kδ)
Estimated prevalence 1-2/million
More than 240 reported in literature
Screening in subset of PID patients has found rates: 5/669 (1%) and 17/184 (9%)
Commercially available genetic test

Angulo I, et al. Science. 15;342. 2013. Lucas CL. Nature Immunology. 15, 88-97, 2014.
Michalovich D, et al. Frontiers Immuno. 2018. Jamee M, et al. Clin Rev Allergy Immunology. 2019.
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APDS Treatment Options
Current treatment options for APDS:
•
•
•
•

Symptomatic treatment e.g., antibiotics
Immune globulin replacement therapy (IVIG/SCIG)
Stem cell transplantation
Case reports of mTOR inhibitor rapamycin

Leniolisib

Leniolisib
•
•
•
•
•
•

Potent, selective PI3Kδ inhibitor
Treats the root cause of APDS
Orally bioavailable – tablet/capsule
Direct PK/PD relationship observed
Currently in registration-enabling pivotal study
If approved, the drug is expected to reach the market
in mid-2022

mTOR
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