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Safe harbour statement
The information contained in this document and made 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 its date. The Company assumes no obligation to notify or inform the recipient of any developments or
changes occurring such 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 such information or opinions by the Company or 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
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.
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Investment Highlights
•

Pivotal US Ruconest® (rhC1INH) clinical programme in acute HAE successfully completed
(US partner: Santarus)
– BLA to be submitted during 2Q 2013
– Differentiated competitive profile in US market – potential to be best-in-class
– US$ 5M due on acceptance of BLA and US$ 20M at first US commercial sale

•

Significant potential from additional indications
– Prophylaxis of HAE
– In open label study (25 HAE patients) Ruconest reduced the mean frequency of HAE attacks by more
than 50% to 0.4 attacks/ week over 8 weeks - seeking further FDA guidance
– Acute Pancreatitis: Santarus plan to seek FDA guidance
– Ischemia Reperfusion Injury related indications (on-going, pre-clinical)

•

Ruconest® rolling out in Europe for acute HAE (European partner: Sobi)
– Market access delayed in some territories due to reimbursement negotiations

•

Protein manufacturing technology platform poised to replicate rhC1INH success
– Low cost, scalable and validated; rhFactor VIII feasibility study initiated
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Commercialisation of Ruconest
• EU rollout continuing
– Challenging EU market access conditions (FY2012 sales € 0.9 M)
– Reimbursement discussions at national, regional and local levels ongoing (Italy, Spain)
– Sobi recently re- aligned resources to rapidly adapt to leverage reimbursement approvals

– Steadily increasing numbers of patients with consistently “repeat Rx”

• Increased geographical coverage
– Regulatory review ongoing in Turkey, Israel, SE- Asian territories

• Partnering discussions in progress
– China, Taiwan, Macau and Hong- Kong
– Latin American territories

• Unlimited supply capabilities and significant economies of scale
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U.S. Market opportunity
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HAE market Drivers: Patient numbers
•

Rare genetic disorder caused by mutations in the gene encoding C1 esterase inhibitor (C1INH)
– Patients present with swelling, severe abdominal pain, or acute airway obstruction
7-8

>8

10,000
30-40% (USA)

Average number treated attacks per patient

•
•

Prevalence estimates range from 1 in 10K–50K

•

75% of patients present before age 15

•

Misdiagnosis is common; rate of diagnosis varies
widely (US is most developed market)

8+ swelling episodes requiring treatment per
patient per year
– Despite wide spread long term steroid prophylaxis
– Ineffective and high liver toxicity risk
– Significant Quality of Life issues for patients
– Laryngeal attacks are potentially lethal
– More aggressive treatment of all type of attacks
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US market dynamics: growing demand
• HAE disease awareness in the US continues to improve, leading to more patient identification*
– Combined FY 2012 (acute HAE segment) sales of approximately $ 156 M** for Firazyr® and Kalbitor®,
179% growth Y-o-Y (Berinert® sales not disclosed***)
– Treatment costs estimated at $70k/ annum***

• More patients starting to seek treatment for moderate symptoms*
– Guidelines recommend treating all attacks since any one could become severe

• Gastroenterology is becoming a larger referral source of hereditary angioedema (HAE) patients,
who are often mistakenly diagnosed with other ailments *

• Hereditary nature of HAE results in newly diagnosed patients and their relatives being
particularly strong source of Rxs*
– New patients tend to be very motivated early on or after seeing family members with the disease

• Younger physicians tend to prefer the newer targeted therapies over steroids*

* Leerink Swann, competitor interviews, 13 Sept13, 2012,

** FY 2012 10-Q filings VPHM, DYAX, SHPG
*** Seeking alpha an overview of HAE 18 Sep 2012
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Changing Market Dynamics of HAE
Transforming the market opportunity
>US$2.4B worldwide
(fully penetrated market)
New drug pricing
EU: €1k- €3k per attack
US: US$5k-US$10k per attack

Potential market
Current market
size US$110 -150 M

valued at US$500M

Historic market

• New therapeutic options
• Growing Patient demand
• Higher pricing
Market forces

• Increasing diagnosis & physician awareness
• New treatment paradigm emerging: treat all
attacks as early as possible
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Evolution Securities, May 2011
Leerink September 2010

Market forces

U.S. Competitor profiles
recombinant
plasma derived C1 Inhibitor
C1 Inhibitor

Cinryze

Berinert

Firazyr**

Kalbitor

Excellent

Good

Good

Good

Good

Dosing (C1INH)

50 U/kg*

~ 12 U/kg

20 U/kg

Type of attack

Any

Any

Limited

Any

Any

Response < 4h

80-100%

60%

70%

58-74%

73%

Very low risk
of allergic
reaction

Low risk
of blood clots

Low risk
of blood clots

97% injection
site reactions

Black box warning
3.9% anaphylaxis

No

YES

YES

No

No

99%

80%

95%

Uncommon

Uncommon

Uncommon

11-31%***

21%

SQ

SQ
(no selfadministration)

Safety concerns
Plasma risk
Relapse / worsening
Administration

kallikrein
inhibitor

Ruconest

Efficacy

Purity (C1INH)

bradykinin receptor
antagonist

IV

IV

IV

*Optimal efficacy of C1INH therapy is achieved at doses ≥50 U/kg (“Target levels of functional C1-inhibitor in hereditary
Angioedema”. Allergy, C. E. Hack, A. Relan, E. S. van Amersfoort & M. Cicardi)
**Icatibant Clinical Briefing Document, CDER, FDA, 2011./ Aberer, et al. Ann Allergy Asthma Immunol 2010; 105(5):P238
** *Cicardi et al, N Engl J Med 2010;363:532-41.; Aberer, et al. Ann Allergy Asthma Immunol 2010; 105(5):P238; Lumry, et al. Ann Allergy Asthma
Immunol. 2011;107:529 –537.
Ruconest approved in EU only, Cinryze not licensed for acute therapy in US.
Kalbitor not licensed in EU.
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Ruconest: consistent efficacy
3 Randomized, double-blind, placebo-controlled studies

Time to beginning of relief (VAS decrease > 20mm)
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Potential positioning in the US acute market

HAE

C1INH
Berinert

Alternative
Firazyr

Ruconest

Kalbitor

Cinryze

Berinert/Cinryze
• Potentially under-dosed (500-1500U)

Kalbitor
• Black box warning (high level of anaphylaxis (3.9%)

• Significant level of impurities may contribute to
side effect profiles

• Admin is difficult and storage not optimised

– Thrombotic events (3-5%) have been
reported at the recommended dose of
pdC1 inhibitors

• Some concern over risk of transmission of
infectious disease

– Requires refrigeration
• Pharmacology explains level of reported efficacy
Firazyr*
• Almost 100% (very) painful SC injection
• SC injection affects onset of action
• Non response and attack recurrence/ rebound reported in four
studies (frequency range:11 – 31%)**

*Icatibant Clinical Briefing Document, CDER, FDA, 2011./ Aberer, et al. Ann Allergy Asthma Immunol 2010; 105(5):P238
** Cicardi et al, N Engl J Med 2010;363:532-41.; Aberer, et al. Ann Allergy Asthma Immunol 2010; 105(5):P238; Lumry, et al. Ann Allergy
Asthma Immunol. 2011;107:529 –537.
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Ruconest: potential to be best in class

Ruconest

• Inhibition of C1 esterase is the Gold Standard for HAE treatment (protein replacement)
• Ruconest features best-in-class efficacy and cleanest safety profile (confirmed in Study 1310)
– Absence of thrombo- embolic complications, no anaphylactic reactions

• Ability to administer higher dosing and clean safety profile provides significant efficacy and
safety advantages over plasma derived C1 Inhibitor
– Optimal efficacy of C1INH therapy is achieved at doses ≥50 U/kg*

pdC1INH (U/kg)

rhC1INH (U/kg)

• Ruconest profile could provide some (US) patients with the first dependable option to dose
“acutely” for all types of attacks instead of having to rely on (expensive) and only partly
efficacious** prophylactic therapy
*Allergy, 2011 C. E. Hack, A. Relan, E. S. van Amersfoort & M. Cicardi)
** N Engl J Med 2010;363:513-22, Zuraw et al
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Technology Platform

14

Validated transgenic rabbit (milk) platform
Value creation by
partnerships

Relevant for most
therapeutic proteins

Low set up cost, low
risk up-scaling, low cost
intermediate bulk
(frozen milk) holding
stage

Complex proteins of
high quality with
relatively high yields

IP and know-how
protection
• US patent (2027)

Initial focus on blood
clotting factors &
metabolic enzymes

High yields drive
potential for low cost of
manufacturing

Often achieving significantly
higher expression ( 1-15 g/L)
of recombinant human
proteins compared to cell
based systems (150 fold with
rhC1Inhibitor)
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Successful expression of recombinant human proteins in milk
of transgenic animals achieved by Pharming and others
Plasma Proteins
Metabolic enzymes
Monoclonal antibodies
Hormones

Structural proteins
Others

• Serpins: C1 Inhibitor, α1-antitrypsin and Antithrombin-III
• Clotting Factors VII, VIII, IX and von Willebrand Factor
• Albumin and Fibrinogen

• α–Glucosidase

• High expression levels in various species: up to 30 g/L

• Human Growth Hormone
• Follicle Stimulating Hormone

• Collagen

• Protein vaccines
• Lactoferrin and Lysozyme
• Bile-salt stimulated lipase
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Financial and investment
highlights
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FY 2012 Financial Highlights
• Revenues increased to €10.9 M (2011: €3.2 M)
• Reflecting US$ 10 M (€7.9 M) milestone payment by SNTS and ongoing EU roll-out by
SOBI

• Operating costs increased to €24.1 M (2011: €18.2 M)
• Includes €11.0 M non cash impairments on facilities and inventories

• R&D costs from US Phase III study (1310) activities

• Cash outflows from operating activities decreased to €10.3 M (2011: €16.9 M)
• Cash & cash equivalents €6.3 M (YE2011: €5.1 M)
• Additional funding of €16.35 M was secured in January 2013
• Convertible bond amortizing until end of September in seven monthly tranches of equity or
cash
• Floating (VWAP related) conversion rate for monthly redemptions*

• Two tranches redeemed to date

*Details in prospectus at www.pharming.com
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Investment Highlights
•

Pivotal US Ruconest® clinical programme successfully completed
–
–
–
–

•

BLA to be submitted during 2Q2013 standard 12 month (PDUFA V) review
Rapidly expanding US acute market segment at US$ 155M + per annum
Differentiated competitive profile in US market; potential for treatment paradigm shift
Significant potential near term milestones: US$ 5M (acceptance of BLA) US$ 20M (first US commercial sale)

Significant up- side potential from additional indications
– USA: Prophylaxis of HAE and Acute Pancreatitis; seeking further FDA guidance
– Ischemia Reperfusion Injury related indications (on-going, pre-clinical)

•

Ruconest® (rhC1INH) rolling out in Europe (European partner: Sobi)
Sobi has recently re-aligned commercialisation resources

•

Protein manufacturing technology platform poised to replicate rhC1INH success

•

Downsized infrastructure; scope for reduction in operating costs

•

Balance sheet: Cash runway covers standard US regulatory review
•

Significant value inflexion points ahead
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Upcoming milestones

• Submit BLA to US FDA
• Acceptance for review triggers US$5M milestone
• First US commercial sale triggers US$20M milestone

• Expand rhC1INH franchise
- Prophylaxis of HAE and acute pancreatitis to be explored

• Leverage potential of the platform
-

New proteins, new indications, partnerships
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www.pharming.com
NYSE Euronext: PHARM
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