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(EUR m) 2018A 2019A 2020E

Net (Loss)/Profit 25.0 36.2 57.1

R&D costs 28.9 28.4 37.9

Cash and marketable sec. 81.5 68.6 182.5
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Executive Summary

e Pharming Group is a Dutch based biopharmaceutical company and one of the first publicly
traded biotech companies in Europe. The company is focused on the development of
recombinant proteins for therapeutic use. Pharming's main platform is the development of
human recombinant proteins through the generation of transgenic animals which express the

human protein in their milk.

e The company's lead product RUCONEST® for acute use in HAE continues to show strong
growth despite initial fears that the introduction of Takeda's Takhzyro for prophylactic use in
HAE would lower market share. On the contrary, we believe that it has led to a higher use of
RUCONEST for acute use. Besides, Pharming has made substantial investments in the
expansion of its production capacity and clinical development costs for the new indications for

RUCONEST®.

¢ In the past year, the company has made important steps in the development of its pipeline.
The company has initiated the first clinical study of RUCONEST® in pre-eclampsia and the start
of a Phase Il study of acute kidney injury is imminent. These studies extend the use of
RUCONEST® in other indications that offer much larger potential markets compared to HAE.
In the coming years, a further deepening of its technology platform, will be start of clinical trials

in developing improved treatments for rare diseases like Pompe and Fabry.

e Next to further developing its proprietary technology platform for other indications, the
company made an important step with acquiring an exclusive license from Novartis to
leniolisib, a late stage drug for the treatment of AFDS, an ultra-rare debilitating disease with

no approved treatment. If approved the drug is expected to be on the market in 2021H2. We
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expect the drug to be a great fit for the company's existing commercial infrastructure.

In 2020Q1, revenues of RUCONEST® came in at EUR 49.3 million, an increase of 40% yoy. Net
profit amounted to EUR 8.4 million (+25%) with a cash position of EUR 136.1 million despite
paying a EUR 18.1 million milestone to Bausch Health. We expect a further increase in both
revenues and profit in 2020 is expected. Following a recent placement of EUR 125 million of
senior unsecured convertible bonds due 2025, the company currently has enough cash to
finance its programs with RUCONEST® and also the new programs in Pompe and Fabry. We

expect the cash position in 2020 to be north of EUR 175 million.

In April, the company announced encouraging results from five patients with confirmed
COVID-19 infections hospitalized with related severe pneumonia that were treated with
RUCONEST® at the University Hospital Basel, Switzerland. Following these results, a
multinational, randomized, controlled, investor-initiated clinical trial with up to 150 patients
with confirmed COVID-19 infections, is planned. The pandemic does not have any impact on
the production, availability and distribution of RUCONEST®. On the other side, COVID-19 has
resulted in halting recruitment of new patients in ongoing clinical trials. This leads to delays in

the timelines for the pre-eclampsia and acute kidney injury studies.

We have increased our valuation for Pharming from EUR 2.0 billion to EUR 2.1 billion. This is
based on a further increase of profits and revenues from RUCONEST® as well as the ongoing
development of its late stage pipeline including leniolisib. We have now also put a value on
other programs in clinical development like pre-eclampsia and contrast induced nephropathy
(CIN) Furthermore, we expect Pompe's Disease to be in the clinic in the near future. This

translates based on the fully diluted number of 742 million shares into EUR 2.84 per share.

Pharming Group
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Pipeline: New Programs and New Indications

Pharming currently has a product portfolio which focuses on the commercialization and further
development of RUCONEST® (recombinant human C1l-esterase inhibitor) for HAE, a genetic
disorder. The Company also started clinical trials with RUCONEST® in pre-eclampsia and will soon
initiate clinical trials in acute kidney injury to generate value both in the short-term and long-term.
With obtaining an exclusive license from Novartis on leniolisib in activated PI3K-delta syndrome
(APDS), Pharming manages to broaden its pipeline that also offers a strategic fit to its existing
medical and commercial infrastructure. Furthermore, Pharming has other recombinant protein
assets (e.g. a-glucosidase and a-galactosidase) but these have not yet entered formal clinical trials.
2020 will be driven by continued growth of RUCONEST®. The Company sees four areas of growth
for its pipeline:

e Improving RUCONEST® for the treatment of HAE, particularly by developing better and

more convenient administration options for both acute treatment and prophylaxis.

e Developing RUCONEST® for other unmet medical needs like pre-eclampsia, Acute

Kidney Injury and Delayed Graft Function

e Developing new therapies for unmet medical needs other than HAE, like Pompe Disease

and Fabry Disease.

e Additional acquisitions and/or in-licensing opportunities following the recently acquired

rights on leniolisib from Novartis.

As we already discussed HAE and the clinical data of RUCONEST® quite extensively in previous
reports, we will focus on the recent news flow about RUCONEST®, the development at

competitors and in introduction into clinical programs for RUCONEST® (AKI and pre-Eclampsia)
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and other therapies (Pompe Disease and APDS). Finally, we also will give our opinion about a

potential acquisition(s).

RUCONEST®

, ,' RUCONEST® HAE Prophylaxis (ID)
Life Cycle
,' RUCONEST® HAE Acute (IM)
,' rhC1INH Pre-Eclampsia
thC1 INH , : :
Franchise . ; :
,' rhC1INH Acute Kidney Injury
Additional ,’ a-Glucosidase Pompe
Platform { $ i
P
rograms
Late- stage PP Arr'vcred Phospnomob'de 3—kose l
iicensed ,' Leniolisib (CDZ 173) S

Source: Pharming

RUCONEST® in Acute HAE

End of 2016, Pharming and its former US partner Valeant reached an agreement for Pharming to

acquire all North American commercialization rights to RUCONEST®, including all rights in the

USA, Mexico and Canada. As a result of the acquisition of the rights for RUCONEST® in North

America, Pharming was able to take the sales into its own hands and build up an own sales force.

6
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Despite the increasing competition in the US, particularly with the approval of Takhzyro from
Shire/Takeda for prophylactic use in HAE, Pharming manages to maintain its position and even
strengthen it. The latter product currently has the advantage that it is administered subcutaneously.
However, we do not think this product to be superior to RUCONEST® when looking at
effectiveness. On the contrary, Takhzyro is targeting plasma kallikrein and therefore inhibiting the
activity of kallikrein. By doing so, this medication prevents the cleavage of high molecular weight
kininogen and the release of bradykinin that leads to symptomatic HAE attacks. The C1 inhibitor
RUCONEST® controls activation in the complement, coagulation, and contact cascades, and all
three cascades are dysregulated in hereditary angioedema. Replacement of C1 inhibitor restores
homeostasis. Takhzyro, among others, inhibits the contact cascade explicitly but has no direct

effect on the complement or coagulation cascades.

Coagulation Cascade Complement Cascade Contact Cascade
XiI ——» Xlla Cirand C1s Prekallikrein —> Kllllktnin
',." MASP-2 c1
‘,f |—c1 innibitor |_ E.;.m.md.
T » Xla e K N 2 2 High. >
A C1 inhibitor T
‘.' I—C‘l inhibitor Icatibant
N e=———— Canza Bradykinin type-2
_.-"' Complement -+
» activation
X —» Xa
- C3a, C5a, and
»> membrane-attack complex
—> Th Endothelial-cell activation
-
Fibrinogen —— Fibrin
Hereditary Angioedema
influx Tissue edema
Endothelial leak Local pain Increased clotting

Source: Pharming, Van Leeuwenhoeck

Experience with Takhzyro showed that still, a quarter of all the patients experience acute attacks.
That makes an alternative drug necessary. Patients with HAE, therefore, also need to have vials of
RUCONEST® and/or CSL's plasma product Berinert at their disposal at home. The increasing
demand for Takhzyro for prophylactic use would also mean a growing demand for RUCONEST®.
Pharming Group | 7
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For the same reason, we feel that BioCryst Pharmaceuticals (BCRX) oral drug berotralstat for
prophylactic use (filed December 2019) will also not hurt RUCONEST® despite its more convenient
use (oral drug). Patients with moderate to severe attacks mainly use RUCONEST®. Efficacy and

reliability for this group of patients are of more importance than convenience.

Convenience Market
I (Prophylactic therapies)

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

s

# of HAE .
patients -
RUCONEST®
Segment
S - Estimated to be
Xpanaing use wi ~ 0,
LCM and other 20-30% of
messaging (Cat B) market
Mild Moderate Severe/Frequent Attacks
1-3 attacks per month 4-6 attacks per month 6+ attacks per month

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

RUCONEST® Pre-eclampsia

Pre-eclampsia is a condition during pregnancy where there is a sudden rise in blood pressure and
swelling, mostly in the face, hands, and feet. Pre-eclampsia is the most common complication to
occur during pregnancy. It generally develops during the third trimester and affects about 1 in 20
pregnancies. Although 6 to 8 percent of all pregnant women experience high blood pressure, it
does not necessarily mean they have pre-eclampsia. The most telling sign is the presence of protein
in the urine. As the pre-eclampsia progresses, the woman may experience fluid retention (edema),
with swelling in the hands, feet, ankles, and face. Swelling is a common part of pregnancy,

especially during the third trimester, and tends to occur in the lower parts of the body, such as the

8 Pharming Group
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ankles and feet. Symptoms are typically milder first thing in the morning and build up during the
day. This is not pre-eclampsia, in which edema occurs suddenly and tends to be much more severe.
When it arises, the condition begins after 20 weeks of pregnancy. In severe disease, there may be
red blood cell breakdown, a low blood platelet count, impaired liver function, kidney dysfunction,
swelling, shortness of breath due to fluid in the lungs, or visual disturbances. Pre-eclampsia
increases the risk of poor outcomes for both the mother and the baby. If left untreated, it may
result in seizures, at which point it is known as eclampsia.

In September 2018, Pharming filed a clinical trial application with the European Medicines Agency
(EMA) to initiate the clinical development of RUCONEST® to treat and prevent pre-eclampsia (PE).
As part of this process, the study was submitted to and has just been cleared by the first
investigating center’s ethics committee. A similar clinical trial application has been filed with the
Therapeutic Goods Administration (TGA) in Australia, where it is still subject to ethics committee
clearance. The first part of the study is an open-label trial to investigate the tolerability and safety
of treatment with RUCONEST®. Pharming has begun recruiting a small number of patients in this
part of the study in mid- to late-stage symptomatic pre-eclampsia, where women at 27 weeks' term
or later may receive RUCONEST® from their first apparent symptoms of PE for the remainder of
their pregnancy.

To date, RUCONEST® has been used to treat HAE in approximately 50 pregnant HAE patients (up
to 40 times during a single pregnancy), including during delivery, with no safety issue for either

mother or baby detected at the time or since.

RUCONEST® in Acute Kidney Injury (AKI)

lodinated contrast media (CM) are an essential component of contemporary imaging and
interventional studies. Although CM is generally well tolerated, it has been causally linked to acute
kidney injury known as contrast-induced nephropathy (CIN). CIN was first described during the
1950s in case reports of fatal acute renal failure that had occurred following intravenous

Pharming Group | 9
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pyelography in patients with renal disease arising from multiple myeloma. CIN is widely recognized
as the third most common cause of hospital-acquired acute kidney injury (AKI). It accounts for 11%-
12% of all cases of in-hospital AKI and an in-hospital mortality rate of 6%. CIN occurs after
intravascular administration of iodinated contrast media during diagnostic or interventional
procedures. The risk of development of CIN is highest with coronary angiography and
percutaneous coronary intervention (PCI). CIN occurs in about 14.5% of patients after coronary
interventions with an in-hospital mortality rate of 7.1% in patients without the need for dialysis and
35.7% in those requiring dialysis. CIN is uncommon in patients with normal baseline renal function.
It occurs more frequently in patients with preexisting renal impairment, particularly if it is associated
with diabetes. CIN is defined as an acute deterioration of renal function after intravascular exposure
to contrast media in the absence of other causes. The serum creatinine levels begin to rise within
24-48 hours, peak at 2-3 days, and return to the baseline values within 2 weeks. The most
commonly used definition of CIN in the literature is either a relative increase in serum creatinine of
25% or an absolute increase of 0.5 mg/dL from a baseline value within 48 to 72 hours after contrast
exposure. Additionally, there must be no other alternative cause for the elevation of serum
creatinine levels, and it must persist for 2-5 days. Apart from intravenous hydration, preventive

strategies for CIN are lacking.

The complement system consists of several circulating proteins that are implicated in the first-line
defense against pathogens and the removal of dying cells. Following renal ischemia activation of
the lectin pathway of complement, in particular, has been associated with local tissue damage in
the kidney. RUCONEST® markedly reduced tissue damage in experimental models of renal

ischemia and reperfusion injury but has not been investigated in human ischemia.

In January 2017, Pharming started an investigational Phase Il trial with 80 patients in Basel
Switzerland, also called the PROTECT study (Prevention of Contrast-induced Nephropathy in High-

risk Subjects). The study is a randomized, placebo-controlled, double-blind single-center trial that
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assessed the effect of prophylactic administration of RUCONEST® on the degree of acute kidney
injury subjects undergoing elective coronary angiography. In October 2018, Pharming announced
the positive results of this Phase Il trial. In the overall study, RUCONEST® showed a statistically-
significant effect (p= 0.038) in reducing the rise in urinary Neutrophil Gelatinase-Associated
Lipocalin (NGAL), the primary endpoint for the study and a generally recognized early marker of
acute renal injury, in patients with diagnosed renal function impairment undergoing interventions
enhanced with standard contrast media such as PCls. The results were especially evident in the
sub-group of patients (n=30) undergoing PCI. The intent-to-treat analysis in this group showed that
patients on RUCONEST® had a median increase in peak urinary NGAL concentration within 48
hours of 1.8 ng/ml compared with an increase of 26.2 ng/ml in the placebo arm (p=0.04). This
corresponds to a clear difference in the median percentage change in the peak urinary NGAL level

within 48 hours of 11.3% in the RUCONEST® arm and 205.2% in the placebo arm (p=0.001).

The overall assessment of the study also showed trends that patients undergoing more invasive
interventions and procedures requiring higher volumes of contrast medium experienced a stronger
benefit from the RUCONEST® treatment. The treatment also showed an excellent safety profile
comparable to the placebo group — a particularly significant observation considering the high-risk
patient group included in the study (average age approximately 77 years, with multiple
comorbidities and impaired kidney function). This data, therefore, supports additional clinical
investigations for the use of rhC1INH in a new indication where there is a significant unmet medical

need. As a follow-up, Pharming is expected to initiate a formal Phase Il study in CIN very soon.

Alpha-glucosidase in Pompe disease

Pompe disease is a rare inherited neuromuscular disorder that causes progressive muscle weakness

in people of all ages. The disease is named after Johannes C. Pompe, a Dutch doctor who first
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described the disorder in 1932 in an infant patient. However, Pompe can affect people of all ages,

with symptoms first occurring at any time from infancy to adulthood.

Pompe disease is caused by a defective gene that results in a deficiency of an enzyme, acid alpha-
glucosidase (GAA). This enzyme is required to breakdown (metabolize) the complex carbohydrate
glycogen and convert it into the simple sugar glucose. Glycogen is a thick, sticky substance and
failure to properly break it down results in massive accumulation of lysosomal glycogen in cells,

particularly in cardiac, smooth, and skeletal muscle cells.

Decreased
communication
> between Lysosomes,

Al e | Endosomes and
U iden K Autophagosomes

Defective
Acidification
within Lysosomes/
Endosomes

Glycogen Loaded |
GAA Enzyme Lysosomes
Deficiency

bound
ycogen (i

Muscle fibers
Lysosome

Muscle fibers

Cytoplasmic
Glycogen

o
Normal Muscle Cell Affected Muscle Cell

Proteolysis/ Muscle Destruction/Atrophy/
Autophagy Stavation Defective Contraction

Pathophysiology of late-onset Pompe disease. Abbreviations: GAA, acid alpha-glucosidase

Additional abnormalities may include enlargement of the heart (cardiomegaly), the liver
(hepatomegaly), and/or the tongue (macroglossia). Without treatment, progressive cardiac failure
usually causes life-threatening complications by the age of 12 to 18 months. Pompe disease can
also present in childhood, adolescence or adulthood, collectively known as late-onset Pompe
disease. The disease is estimated to affect 1 in every 40,000 individuals. The only approved therapy
to date is Enzyme Replacement Therapy (ERT) wherein recombinant human a-glucosidase,

produced on Chinese Hamster Ovary (CHO) cells (Myozyme®/Lumizyme® from Genzyme
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(acquired by Sanofi), is administered intravenously (IV) every 2 weeks with a dosing of 20 mg/kg
body weight. Patients receiving ERT need treatment during their entire life. The major drawbacks
in ERT are immune responses which can be raised towards an impure recombinant protein and low
efficacy due to limited ability of the protein to reach and bind to its specific receptors on the into
target cells, which seems to be the main reason for the high dosing. Several alternatives to
Myozyme are under development, including a yeast derived a-glucosidase with an improved
glycosylation pattern for better recognition by cellular receptors (Oxyrane) and a gene therapy
approach by Duke University.

Human recombinant a-glucosidase has been produced in transgenic animals before. Until 2002,
Genzyme together with Pharming generated transgenic rabbits producing a-glucosidase.
Production levels at the time were as high as 8 g/L (Bijvoet et al. 1998, 1999). The transgenic
material was shown to be active in clinical trials. In 2002 all assets related to the a-glucosidase
program were transferred to Genzyme under the Settlement Arrangements of 15 August 2002.
Genzyme then stopped the program, preferring to continue with the better-understood CHO-cell
program which GAA became Myozyme®, but scaling issues forced it to develop a second cell-line
version to achieve capacity, which became Lumizyme®. Both products carry a boxed warning for
immunogenicity. Given insights and experience gained with RUCONEST®; a similarly highly
glycosylated protein, Pharming is aiming to develop a less immunogenic GAA from its transgenic
rabbit platform. than Myozyme/Lumizyme. The product will not be considered a ‘Biosimilar’ by the
authorities as it is produced on a totally different production platform, but from an activity and
safety perspective, this new product will be broadly biosimilar to Myozyme/Lumizyme. The
approach by Pharming (if successful) may also result in a so-called ‘Biobetter’. In 2019, sales of
Myozyme®/Lumizyme® were EUR 918 million, an increase of 8.3%. On this basis, assuming a
similar growth for the products in 2020, the size of the Pompe disease market globally may be
estimated at approximately EUR 1-1.3 billion. Recently, Pharming indicated that it plans to initiate

a Phase I/ll trial in Pompe Disease in the beginning of 2021. We believe that, considering the
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existing safety data, this trial can be concluded within 12 months, followed by a Phase II/1ll trial in

2022.

Leniolisib in Activated Phosphoinositide 3-kinase Delta Syndrome (APDS)

In August 2019, Pharming announced it has entered into a development collaboration and license
agreement with Novartis to develop and commercialize leniolisib (CDZ173), a small molecule
phosphoinositide 3-kinase delta (PI3K§) inhibitor being developed by Novartis to treat patients
with Activated Phosphoinositide 3-kinase Delta Syndrome ("APDS"). APDS is a relatively recent
recognized primary immunodeficiency disease (PID). Primary immunodeficiencies are disorders in
which part of the body's immune system is missing or does not function normally. To be considered
a PID, the cause of the immune deficiency must not be secondary in nature (i.e., caused by other
disease, drug treatment, or environmental exposure to toxins). Most primary immunodeficiencies
are genetic disorders; the majority are diagnosed in children under the age of one, although milder
forms may not be recognized until adulthood. While there are over 300 recognized PIDs, most are
very rare.

APDS is a PID caused by a mutation in the PIK3CD gene that increases activity of PI3K3, a promoter
of activity in the immune system. As a result of this over-activity, the cells involved in immune
response can fail to be differentiated properly, which means that sufferers are unable to react well
to infections, and can suffer early cell death. Patients frequently suffer a functional inability to fight
off infections, as well as developing airway and other lesions and certain cancers. Patients with
APDS have increased risk of lymphoma. Both Hodgkin and Non-Hodgkin lymphoma have been
reported in these patients. The incidence of lymphoma reported is as high as 13% and many of

them had underlying Epstein-Barr virus infection.

14 | Pharming Group
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Clinical features in patients with APDS

APDS is an ultra-rare disease with incidence rates across the world of approximately 1-2 per million.
Importantly, there is a commercially available genetic test that can identify the patients who will
benefit from CDZ173 making this program personalized medicine for these APDS patients and
their family members who also have the mutation. The presence of this test is an important
advantage that already have led to higher number of known patients. We therefore believe that
the prevalence is considerably higher. Screening in subsets of PID patients has found rates of 1-

9%. In our valuation model we estimate that 1% of all PID patients suffer from APDS.

Novartis has completed all the preclinical and clinical work to date and will continue to run the
ongoing registration-enabling trial and the ongoing open label extension study. A clinical trial with
6 APDS patients was conducted as a 12-week, open-label, multisite, within-subject, dose-
escalation study of oral leniolisib to assess safety, pharmacokinetics, and effects on
lymphoproliferation and immune dysregulation. After 12 weeks of treatment, all patients showed

amelioration of lymphoproliferation with lymph node sizes and spleen volumes reduced by 39%

Pharming Group | 15
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(mean; range, 26%-57%) and 40% (mean; range, 13%-65%), respectively. Thus, leniolisib was well
tolerated and improved laboratory and clinical parameters in APDS, supporting the specific
inhibition of PI3K& as a promising new targeted therapy in APDS and other diseases characterized

by overactivation of the PI3K& pathway.

Pharming will work alongside Novartis to complete enrollment of the ongoing trial which is
expected to be completed in June 2021. Upon approval, Pharming will commercialize leniolisib
through its existing commercial infrastructure in the US and Europe and look for ways to make the
drug available in other markets worldwide. The Company expects that the drug can reach the

market by mid 2022.

Potential acquisitions in the near future

With a relatively large cash position following the placement of EUR 125 million senior unsecured
convertible bonds, Pharming has additional space to make acquisitions that will strengthen its late-
stage pipeline. It already did so with acquiring the exclusive license agreement of leniolisib from
Novartis. In that light, we feel that making a larger acquisition would much quicker enhance the
company'’s potential revenue and profit in the short term. US-based Biocryst (NASDAQ: BCRX) is
awaiting FDA approval for berotralstat for prophylactic use in HAE (PDUFA date 3 December 2020).

In our view, Biocryst would be an ideal M&A candidate for Pharming due to:

e Access to an orally-administered drug for prophylactic use in HAE
¢ Gaining market share in HAE market for prophylactic use

e Synergies in the use of existing commercial infrastructure in the US

Increased near term profitability

16 | Pharming Group
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Financials

In 2020Q1, net product sales increased by 40% to EUR 49.3 million compared to EUR 35.2 million
in 2019Q1. US net product sales increased to EUR 47.5 million (Q1 2019: €33.7 million), an increase
of 41% compared to the same period last year and an increase of 8.7% compared to the 2019Q4.
This strong increase is due to the continued growth in new patients using RUCONEST®
(recombinant human C1 inhibitor). We feel that the COVID-19 pandemic had a positive impact as
patients would want to have enough products at their disposal to be on the safe side. In Europe
and the rest of the world, product sales increased to EUR 1.8 million (Q1 2019Q1: EUR 1.3 million),
an increase of 38% compared to the same period last year, following the reacquisition of
RUCONEST®-licensed territories per 01 January 2020.

Operating profit amounted to EUR 19.4 million from EUR 12.2 million in 2019Q1 Net profit
increased by 25% to EUR 8.4 million, compared to EUR 6.7 million for 2019Q1, despite significant
financial expenses of EUR 7.0 million, mainly driven by EUR 3.7 million one-off costs, associated
with the pay-off of the Orbimed loan in early January, an increase of the contingent consideration
of EUR 1.2 million for the final USD 25 million milestone to Bausch Health and foreign currency
losses of EUR 1.1 million. The interest payments on the EUR 125 million 2020-2025 convertible
bonds only amounted to EUR 0.8 million of these financial expenses, compared to the EUR 3.3
million interest for the Orbimed loan that was paid during 2019Q1 reflecting the significant

decrease in financing costs going forward.

Substantial investments in its pipeline and production capacity RUCONEST®

Furthermore, the Company continued to invest in expanding the pipeline for RUCONEST®. In
June 2019, it started a Phase I/Il clinical study in patients with pre-eclampsia in The Netherlands.

The results are expected to be available early 2021. To meet the increasing demand for
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RUCONEST® from the additional programs as well as from more patients with HAE, Pharming has
invested in expanding its production capacity. In January, Pharming announced it had received
European Medicines Agency (EMA) approval of a Type Il Variation for a new production facility for
RUCONEST®. With the addition of this new facility, Pharming will significantly increase the
production capacity of RUCONEST® as it becomes fully operational over the coming year.
Pharming is now able to release the product that was manufactured at the facility during the
approval process for commercialization in the EU. As previously announced, Pharming had
identified a potential risk of short-term pressure on the supply of RUCONEST® for the European
market due to increasing demand for the product. With the approval of this new facility, the
Company believes the risk to supply is now significantly reduced. The new facility’s post-approval
supplement (PAS) for the distribution of RUCONEST® in the US is still under review by the Food
and Drug Administration (FDA). Approval of the new facility for delivery in the US is expected in
2020H1.

In August 2019, the Company announced that it had entered into a development collaboration
and license agreement with Novartis to develop and commercialize leniolisib (CDZ173), a small
molecule phosphoinositide 3-kinase delta (PI3K3) inhibitor being developed by Novartis to treat
patients with APDS. Novartis and Pharming will continue the development of the compound
through its current registration-enabling trial in partnership. Pharming will commercialize the
treatment if it obtains approval from regulators. Pharming paid an upfront amount of EUR 17.9
million (USD 20 million) for the license. Although further details of the terms were not disclosed,
we believe that Novartis will be eligible to receive tiered double-digit royalties from Pharming once

the drug is approved.

Cash Position Continues to Grow, Financial Position Strengthened

Positive cashflows during the quarter were driven by strong revenue despite intensified

competition, generating more than EUR 19 million of cash above the cash required for operating
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costs. This was then reduced, mainly, by payment of EUR 5.5 million of the total EUR 7.5 million
payable to Sobi for reacquisition of the EU commercialization rights to RUCONEST® and the USD
20 million payment (EUR 18.1 million) for the penultimate sales performance milestone paid to
Bausch Health Companies Inc. These payments and the balance of the repayment in full of the
remaining Orbimed loan facility and the associated penalties for early repayment (totalling to EUR
49.7 million) and the net proceeds of the EUR 125 million convertible bonds minus interest
payment, resulted in an increase in the cash position of EUR 67.5 million to EUR 136.1 million at

31 March 2020 (EUR 68.6 million at 31 December 2019).

For 2020FY, we expect revenues to come in at EUR 215 million, an increase of 27%. Although the
Company showed very strong figures in 2020Q1, we are still a bit cautious to see if Pharming can
maintain this growth for the rest of the year. Seasonal patterns are in order. Nonetheless we feel
that bottom line the Company has room for considerable improvement with relatively lower

operating costs and much lower financial expenses.

Profit & Loss Statement

EUR million 202001 2019Q1 2018A 2019A 2020E 2021¢
Total Revenues 49.3 35.2 135.1 169.0 215.0 287.5
Cost of Sales (5.4) (5.4) (22.1) (21.4) (25.7) (34.4)
Gross Profit 43.9 29.8 113.0 147.7 189.3 253.1
R&D Costs (8.0) (5.3) (28.9) (32.9) (37.9) (38.7)
G&A Costs (5.2) (3.0) (12.2) (14.3) (16.0) (17.0)
Marketing& Sales (11.5) (9.6) (34.5) (39.9) (50.3) (65.9)
Operating Profit 19.4 12.2 38.0 60.9 85.1 131.5
Financial Income/(Expenses) (7.0) (2.5) (37.1) (14.5 (10.0) (10.0)
Tax credit/(expense) (4.0) (3.0) 24.1 (10.5) (18.0) (25.0)
Net Profit/(Loss) 8.4 6.7 25.0 36.2 571 96.5
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Consolidated statement of cash flows

EUR million March 31st March 31st Dec 31t 2018A Dec 31t 2019A

2019 2020 (12 months) (12 months)
Cash flow from operating activities 9.8 19.4 40.4 73.1
Cash flow from investing activities (0.3) (6.3) (3.8) (32.7)
Cash flow from financing activities (27.9) 54.8 (18.0) (54.7)
Cash and cash equivalents at beginning of 81.5 68.6 60.0 81.5
the period
Net change in cash and cash equivalents (18.4) 67.9 21.5 (12.9)
Cash and cash equivalents at end of the 66.5 136.1 81.5 68.6
period

Consolidated Balance sheet
EUR million 2020Q1 Dec 31t 2018A Dec 31t 2019A
(12 months) (12 months)

Non current assets 125.0 99.1 121.7
Current Assets 45.1 35.1 41.3
Cash and cash equivalents 133.8 80.3 66.3
Total assets 303.9 214.5 228.2
Equity 115.6 61.7 104.7
Non current liabilities 143.9 70.2 21.6
Current liabilities 44.4 82.6 101.9
Total equity and liabilities 303.9 214.5 228.2
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Valuation

Valuation Revised Upwards to EUR 2.84

Based on our NPV based valuation, we believe that Pharming is substantially undervalued at the
current share price of EUR 1.35. We have increased our valuation for the company taking into
account new programs for RUCONEST® and its exclusive license of leniolisib (acquired from
Novartis August 2019). The company’s current total value should, therefore, increase from EUR 2.0
billion million to EUR 2.1 billion, which translates, based on the fully diluted number of shares of

approximately 742 million, into EUR 2.84 per share.

Valuation RUCONEST in Acute HAE

In estimating a value for RUCONEST®, we took into account potential markets in the US and
Europe, with the US market calculated to be 75-85% of the total market. With the buyback of
the commercial rights of RUCONEST in all remaining EU markets from Sobi, we estimate that
revenues from RUCONEST in the EU will increase substantially. We calculate a Risk-adjusted
Discount Rate of 15%. Pricing per attack is set at USD 10,000, with an average of 25 attacks
per year. We calculate a net margin rising to 60-70% within a few years. We estimate that a
peak market share of 20-25% should be possible. Furthermore, we expect that leniolisib will

be on the market in 2022.

Year 2020 2021 2022 2023 2024 2025 2026 2027 2028 2029 2030
Market Size US Acute 1212 1273 1337 1404 1474 1547 1625 1706 1791 1881 1975
Penetration 17,5%  20,0% 22,5% 25,0% 26,0% 27,0 260%  25,0% 25,0% 24,0 23.0

Total Revenue US & EU 206.1 275.5 346.2 405.3 446.4 489.8 4940 4975 5182 521.1 523.0
Margin up to 65% 62.1 96.5 210.3 245.8 269.6 295.0 297.8 300.3 314.0 316.1  317.6
WACC 15% 0.87 0.76 0.66 0.57 0.50 0.43 0.38 0.33 0.28 0.25 0.21
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NPV (million) 54.0 57.8 121.8 140.5 134.0 127.5 1120 98.2 89.3 78.1 68.3
Total NPV (million) 1,267.6
Value per share (EUR) 1.71

Phase Success and Likelihood of Approval (LOA)

In estimating a value for the new clinical programs with RUCONEST® in AKI and Pre-Eclampsia,
the Pompe program and leniolisib, we made use of several studies that were done on the clinical
development success rates for investigational drugs to measure success rates for investigational
drugs. We analyzed individual drug program phase transitions from January 1, 2006, to December
31, 2015. For the ten years studied, 9,985 changes in the Biomedtracker database were analyzed.
A phase change is a movement out of a clinical phase — for example, advancing from Phase | to
Phase Il development or being suspended after completion of Phase | development. These
transitions occurred in 7,455 clinical drug development programs across 1,103 companies (both
large and small), making this the most extensive study of its kind. With this broad set of data, we
aimed to capture the diversity in drug development across levels of novelty, molecular modalities,
and disease indications. Only company-sponsored, FDA registration-enabling development

programs were considered; investigator-sponsored studies were excluded from this analysis.

The Phase | transition success rate was 63.2% (n=3,582). As this Phase is typically conducted for
safety testing and is not dependent on efficacy results for candidates to advance, it is common for
this Phase to have the highest success rate among the clinical phases across most categories
analyzed in this report. Phase | success rates may also benefit from delayed reporting bias, as some
more substantial companies may not deem failed Phase | programs as material and thereby not
report them in the public domain. The Phase Il transition success rate (30.7%, n=3,862) was
substantially lower than Phase |, and the weakest of the four phases studied. As this is generally
the first stage where proof-of-concept is deliberately tested in human subjects, Phase Il consistently
had the lowest success rate of all phases. This is also the point in development where industry must
decide whether to pursue the significant, expensive Phase Ill studies and may decide to terminate

development for multiple reasons, including commercial viability. The second-lowest phase
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transition success rate was found in Phase Ill (58.1%, n=1,491). This is significant as most company-
sponsored Phase lll trials are the most protracted and most expensive trials to conduct. The
probability of FDA approval after submitting a New Drug Application (NDA) or Biologic License
Application (BLA), taking into account re-submissions, was 85.3% (n=1,050). Multiplying these
individual phase components to obtain the compound probability of progressing from Phase | to
US FDA approval (LOA) reveals that only 9.6% (n=9,985) of drug development programs

successfully make it to market (see graph below).

Probability of Success

85.3%

63.2%
58.1%

30.7%

Phaseltoll Phaselltolll  Phaselll to NDAto Phase | to Phase Il to
NDA Approval Approval Approval

Source: BIO Industry Analysis

In recent years, there has been an increase in funding for companies focused on rare diseases. This
is welcome news as there are reportedly 7,000 rare diseases, and most do not have an approved
treatment. One question that is often asked is if the probabilities of success are any better for rare
diseases, especially for those in which a particular defective gene has been confirmed as the sole
contributor. With programs from both groups identified, we compared phase transition success
rates and LOA, as shown in the graph below. At 25.3%, the overall LOA from Phase | for Non-
Oncology rare diseases was 2.6x higher than the LOA for all disorders and 3x more elevated than

the 8.7% LOA for chronic, high prevalence diseases.
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For the valuation of RUCONEST® in Pre-Eclampsia we made the following assumptions. With

initiating a first Phase I/Il last year, we believe that market introduction is possible in 2025/26.

Based on research from Europe PMC and from the US National Center for Health, we went with

incidence rates of 2.3% and 3.2% of the total number of births in the EU and US respectively. Of

that number we went with an addressable market of 60%. We priced the product at EUR 35,000

per treatment. Based on the report from BIO, we worked with a LOA of 35%. The discount rate

was calculated at 15%. This leads to a total current value of the RUCONEST® program in Pre-

Eclampsia of EUR 122 million or EUR 0.16 per share.

Year 2025 2026 2027 2028 2029 2030 2031 2032 2033 2034 2035
Market Size Pre eclampsia (EUR 5188 5227 5266 5306 5345 5385 5426 5467 5508 5549 5590
Penetration 0,5% 1,0% 2,0% 4,0% 6,0% 7.0%  8,0% 9,0% 10,0% 10,0%  9,0%
Total Revenue US&EU (EUR m 12.6 38.9 78.3 157.8 265.9 349.3 406.2 463.9 522.5 554.9 531.8
Margin up to 60% 7.6 23.3 47.0 94.7 159.5 209.6 243.7 278.4 313.5 332.9 3191
WACC 15% 0.43 0.38 0.33 0.28 0.25 0.21 0.19 0.16 0.14 0.12 0.1
NPV (million) 3.3 8.8 15.4 26.9 394 451 45.6 452 44.3 40.9 34.1
Total NPV (million) EUR 1221
Value per share (EUR) 0.16
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Valuation RUCONEST in Acute Kidney Injury (AKl)

For the valuation of RUCONEST® in AKI we made several assumptions. Assuming the start of a
new Phase Il in 2020H2, we believe that market introduction is possible in 2024. Based on several
reports from the US National Center for Health and the EU, we went with 32.5 million
hospitalizations in the US per year or 10% of the total population. For the EU, we calculated 25
million hospitalizations per year. Around 2.2-2.5% of all hospitalizations lead to Hospital Acquired
Acute Kidney Injury (HAAKI). Based on research it was determined that roughly 12% of all HAAKI
events was a result of CIN. We priced the product at USD 15,000 per treatment in the US and USD
12,000 in the EU. Based on the report from BIO, we worked with a LOA of 40%. The discount rate
was calculated at 15%. This leads to a total current value of the RUCONEST® program in AKI of

EUR 174 million or EUR 0.23 per share.

Year 2024 2025 2026 2027 2028 2029 2030 2031 2032 2033 2034
Market Size CIN (EUR m) 2576 2584 2593 2601 2610 2618 2627 2636 2644 2653 2662
Penetration 1,0% 2,0% 3,5% 5,0% 7,0% 10,0%  12,5% 15,0% 17,5% 20,0%  22,5%
Total Revenue US&EU (EURm 258 51.7 90.7 130.1 182.7 2618 3284 395.3 462.8 530.6  598.9
Margin up to 65% 16.7 33.6 59.0 84.5 118.7 1702 213.4 257.0 300.8 3449 3893
WACC 15% 0.50 0.43 0.38 0.33 0.28 0.25 0.21 0.19 0.16 0.14 0.12
NPV (million) 8.3 14.5 22.2 27.6 33.8 42.1 45.9 48.0 48.9 48.7 47.8
Total NPV (million) EUR 173.7
Value per share (EUR) 0.23

Valuation Alpha-glucosidase in Pompe’s disease

For the valuation of alpha-glucosidase in Pompe’s Disease we also made several assumptions.
Assuming that Pharming will start a new Phase I/l in 2021, we believe that market introduction is
possible in 2025. The prevalence of Pompe’s Disease is roughly 1 in 50,000 persons. We calculate
an addressable market of 40% in the EU and 80% in the US with a peak market share of 25%, which

is rather conservative. We priced the product at EUR 300,000 per treatment in the US and EUR
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240,000 in the EU. Based on the report from BIO, we worked with a LOA of 35%. The discount rate
was calculated at 15%. This leads to a total current value of the alpha-glucosidase program in

Pompe’s Disease of EUR 180 million or EUR 0.24 per share.

Year 2025 2026 2027 2028 2029 2030 2031 2032 2033 2034 2035
Patients Pompe's Disease 18140 18240 18340 18440 18540 18640 18740 18840 18940 19040 19140
Penetration 2,0% 4,0% 8,0% 12,0% 15,0% 18,0% 22,0% 23,0% 24,0% 25,0% 25,0%
Total Revenue US&EU 56.7 114.1 229.6 346.3 4355 525.6 646.1 679.3 712.9 746.8 751.0
Margin up to 65% 36.9 74.2 149.2 225.1 283.0 341.6 419.9 4415 463.4 485.4 488.1
WACC 12% 0.43 0.38 0.33 0.28 0.25 0.21 0.19 0.16 0.14 0.12 0.11
NPV (million) 15.9 27.9 48.8 64.0 70.0 73.4 78.5 71.8 65.5 59.7 52.2
Total NPV (million) EUR 180.5
Value per share (EUR) 0.24

Valuation leniolisib in APDS

For the valuation of leniolisib in APDS we made several assumptions. The pivotal Phase Il trial is
currently ongoing and the Company expects that market introduction is feasible in 2022. Based on
market research that estimate that 1 in 1200 suffer from some kind of PID. Screening in subsets of
PID patients learned that 1-9% of PID patients have APDS. This boils down to at least 7,000 patients
in the EU and the US. We priced the product at EUR 250,000 per treatment in the US and EUR
200,000 in the EU. Based on the report from BIO, we worked with a LOA of 60%. The discount rate
was calculated at 12%. This leads to a total current value of leniolisib in APDS of EUR 361 million

or EUR 0.49 per share.

Year 2022 2023 2024 2025 2026 2027 2028 2029 2030 2031 2032
Patients APDS 7039 7055 7071 7087 7103 7120 7136 7152 7169 7185 7202
Penetration 1% 2% 4% 7.5% 10% 13% 15% 17,5%  20% 22,5% 25%
Total Revenue US&EU 7,5 29,9 60,0 112,8 150,8 189,0 2274 266,0 304,8 343,8 383,0
Margin up to 65% 49 19,5 39,0 73,3 98,0 122,9 147,8 172,9 198,1 223,5 249,0
WACC 12% 0,71 0,64 0,57 0,51 0,45 0,40 0,36 0,32 0,29 0,26 0,23
NPV (million) 3,5 12,4 22,1 37,2 44,3 49,6 53,3 55,7 57,0 57,4 57,1
Total NPV (million) EUR 361.2
Value per share (EUR) 0.49
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Disclaimer

The facts stated and the opinion and prognoses given in this publication are based on data and information considered
to be reliable and have been carefully worked into our analyses and prognoses. However, no guarantee can be given as
to their fairness, accuracy or completeness. Van Leeuwenhoeck Institute. does not accept responsibility or liability in
any way in respect to the information stated herein. Van Leeuwenhoeck Institute does not hold or have positions in
securities as referred to in this publication. The views expressed in this publication accurately reflect the analyst’s
personal views on the subject securities or issuer. Neither the analyst’s compensation nor the compensation received by
Van Leeuwenhoeck Institute is in any way related to the specific recommendations or views contained in this
publication.

Any investments referred to herein may involve significant risk, are not necessarily available in all jurisdictions, may be
illiquid and may not be suitable for all investors. The value of, or income from, any investments referred to herein may
fluctuate and/or be affected by changes in exchange rates. Past performances are not indicative for future results.
Investors should make their own investment decisions without relying on this publication. Only investors with sufficient
knowledge and experience in financial matters to evaluate the merits and risks should consider an investment in any
issuer or market discussed herein and other persons should not take any action on the basis of this publication.
Information, opinions or recommendations contained in this publication are submitted solely for advisory and
information purposes. The information used and statements of fact made, have been obtained from sources considered
reliable, but we neither guarantee nor represent the completeness or accuracy. Such information and the opinions
expressed are subject to change without notice. This publication is not intended as an offering or a solicitation of an
offer to buy or sell the securities mentioned or discussed.

Van Leeuwenhoeck Institute does not accept any equity compensation. Reports are performed on behalf of the public,
and are not a service to any company. The analysts are responsible only to the public, and are paid in advance to
eliminate pecuniary interests and insure independence.

Periodic Research reports and research notes on this Company are available at our web site: www.leeuwenhoeck.com
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