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FORWARD-LOOKING STATEMENTS
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include without limitation the effect of competitive, political and economic factors, legal claims, the Company’s ability to protect intellectual property, fluctuations Statement of the Board of Management, Management structure, Corporate
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successfully commercialise new products, markets or technologies. Corporate Social Responsibility.

As a result, the Company’s actual performance, position and financial results and statements may differ materially from the plans, goals and expectations set forth For other information within the meaning of section 2:392 of the Dutch Civil Code, 169 Glossary
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Operational highlights

2017

THROUGHOUT THE YEAR,

we have been building sales capability in the USA to enable
sales of RUCONEST® (C1 esterase inhibitor [recombinant])
for the treatment of acute hereditary angioedema (HAE)
attacks, taking advantage of the reacquisition of rights to
commercialise the product in North America from certain
subsidiaries of Valeant Pharmaceuticals International,
Inc. in December 2016. We have also been increasing our
European sales capability to build commercial activities
in the major countries taken back from SOBI in October
2016, principally France and the UK. These two activities
have resulted in sales which are growing well, producing
worldwide product sales growth in 2017 of 547%, up from
€13.7 million in 2016 to €88.7 million in 2017. In US prod-

uct sales (in US dollars) the growth was even more marked,

from US$12.6 million in 2016 to US$94.6 million in 2017,

a gain of 651%. These large differences reflect that during
most of 2016, the product was sold by Valeant and Pharm-
ing only received a supply price, but after the reacquisition
all revenues have accrued to Pharming. This enabled us to
produce operating profits for the first time in Pharming’s
history, and we did so throughout the year.

IN JANUARY,

following the positive opinion of the Committee for
Medicinal Products for Human Use (CHMP), the
European Commission adopted the Commission Imple-
menting Decision to amend the marketing authorisation
for RUCONEST® to include self-administration using

the RUCONEST® Administration Kit. This decision

allowed for self-administration of RuCONEST® for acute
hereditary angioedema (HAE) attacks by adolescents
and adults with a new custom-designed RUCONEST®
Administration Kit in the comfort and privacy of their
own homes or at any other place, without the need for

a healthcare professional (HCP) to be present. The
Administration Kit is now available for use in the various
EU markets, following approval of the Educational
Materials by the local authorities.

IN JULY,

one of the world’s premier peer-reviewed journals, The
Lancet, published data from Pharming’s Phase II,
double-blind, placebo-controlled, randomized clinical
trial (NCT02247739) evaluating the efficacy and safety of
RUCONEST® (C1 esterase inhibitor [recombinant]) for the
prevention of hereditary angioedema (HAE) attacks.

As previously reported, in a study with 32 patients
RUCONEST® 50 IU/kg (max 4200 IU) demonstrated a
statistically significant and clinically relevant reduction in
attack frequency for both twice-weekly and once-weekly
treatment regimens when compared to placebo and was
generally safe and well-tolerated in the study.

IN SEPTEMBER,

we announced that the Company had concluded its
End-of-Phase 2 interactions with the U.S. Food and Drug
Administration (FDA) with respect to use of RUCONEST®
in prophylaxis of HAE. As part of these interactions,
Pharming provided the FDA with the results of two

completed Phase 2 trials of RUCONEST® for the prophylaxis
of HAE attacks: a randomized, double-blind, placebo-con-
trolled trial and an open-label study. The two studies
enrolled a total of 56 patients and showed consistent
efficacy and safety results. Based on the feedback from
the FDA, Pharming committed to submit a BLA sup-
plement (sBLA) to the FDA for review in Q4 of 2017, to
include routine prophylaxis against angioedema attacks in
adolescent and adult patients with Hereditary Angioedema
(HAE) as an expanded indication for RUCONEST®. This
BLA supplement application was duly submitted to the
FDA for review in November 2017, and the file was accept-
ed for review by the FDA in January 2018.

ALSO IN SEPTEMBER,

in association with HAE], the international umbrella
organization for the world’s Hereditary Angioedema
(HAE) patient groups, Pharming announced the appoint-
ment of Inceptua Medicines Access as their new distribu-
tion partner for the “HAEi Global Access Program”
(HAEi GAP) enabling patients in all countries where
Pharming’s product RUCONEST® is not commercially
available to gain access to the drug through an ethical and
regulatory compliant mechanism. It is the only known
program of this type which has been initiated through

a patient group. The program is the only Global Access
Program in hereditary angioedema RUCONEST® is the first
treatment to be made available through the HAEi GAP
program in countries where it is not commercially
available. Physicians wishing to request RUCONEST® for
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their patients through the HAEi GAP program should
contact HAEIGAP@INCEPTUA.COM Or alternatively ring +44
20 3910 7670. Please note that direct patient inquiries
cannot be handled by Pharming.

IN OCTOBER,

the Company announced positive data from a clinical
trial with the use of RUCONEST® for the treatment of
HAE attacks in children. The open-label, single arm,
Phase II clinical trial was designed in agreement with
the European Medicines Agency (EMA) as part of a
Paediatric Investigation Plan (PIP) to assess the
pharmacokinetic, safety and efficacy profiles of
RUCONEST® at a dose of 50 IU/kg in paediatric HAE
patients ages 2-13 years in support of a paediatric
indication for treatment of HAE attacks. A total of 20
children with HAE were treated for 73 HAE attacks at

a dose of 50 IU/kg (up to a maximum of 4200 IU). The
study reported clinically meaningful relief of symptoms
assessed using a visual analogue scale (VAS) completed
by the patient (assisted by their parent). The median
time to onset of relief was 60 minutes (95% confidence
interval: 60-63), and the median time to minimal
symptoms was 122 minutes (95% confidence interval:
120-126). Only 3/73 (4%) attacks were treated with a
second dose of RUCONEST®. RUCONEST® was generally
safe and well-tolerated in the study. No patients
withdrew from the study due to adverse events. There
were no related serious adverse events, hypersensitivity
reactions, or neutralizing antibodies detected.



Pharming

Financial highlights

2017

@ As part of the Valeant transaction in December 2016, the
Company raised €104 million in new funding through a
combination of a rights issue, a new senior loan and both
ordinary and amortizing convertible bond issues. As the
amortizing bonds were starting to convert into signifi-
cant numbers of shares, the Company took the decision
early in 2017 to refinance these bonds, which also meant
refinancing the senior debt facility as well, as this facility
held the senior charge on the Company. This refinance
was completed by way of a bridge finance in May 2017
with Orbimed Advisors, on slightly better cash terms for
the Company than the instruments it replaced and, more
importantly, with the recovery of 115 million unissued
shares which had been reserved against conversion of
the amortizing convertible bonds due 2017/18.

The facility was used to redeem the amortizing
convertible bonds, and to refinance the Company’s sen-
ior debt facility with Silicon Valley Bank and Kreos Cap-
ital, together with the associated prepayment fees and
the legal and other costs of the transaction. The loan,
initially structured as a bridge facility, was replaced
within 60 days by a full loan agreement with a maturity
date of June 2021 under the terms and conditions as de-
scribed below. The new facility was a four year US$100
million (equivalent to €83.5 million at reporting date)
Senior Secured Debt facility on more favourable terms
to redeem a total of €35.9 million (US$43.0 million)

of amortizing convertible bonds and US$40 million

of Senior Debt, together with associated prepayment
fees and costs. Other terms of the new facility were not
disclosed. The net effect of the refinance, apart from
slightly lower running costs, was the release of 124.2

million shares reserved against the amortizing con-
vertible bonds, minus just under 9.2 million warrants
for Orbimed, which eliminated the risk of at least 24%
dilution for existing shareholders. These net recovered
shares would currently be worth some €135.7 million
(US$167.7 million) if issued at the current market price
of approximately €1.18, or almost twice the value of the
new debt. This refinance had no significant effect on the
Company’s cash balance at the time. The refinance also
allowed the Company to withdraw a previously-notified
request to increase its authorized share capital at the
Annual General Meeting in May.

@ The combination of revenues and cash generation
well ahead of targets during the year also enabled the
Company to offer an option for cashless exercise of all
the outstanding warrants of the Company, to decrease
the dilutive share overhang caused by the existence of
so many warrants. This resulted in normal and cashless
exercise of 86,151,655 million warrants and a return of
28,028,548 million shares to the Company and thus a
reduction of the fully diluted share capital by 4.8%.
Further warrants and options have been exercised
cashlessly in 2018.

@ Total annual revenues increased to €89.6 million (in-
cluding €0.9 million of license revenue) in 2017 from
€15.9 million in 2016 (including €2.2 million in license
revenue). The remaining unamortised license revenue
will be exhausted in 2019.

@ Operating results improved very strongly to a profit
of €21.9 million from a loss of €11.5 million in 2016, in

spite of considerable increases in Marketing and Sales
and R&D activity, mainly due to the effect of strong
sales growth and efficient production of RUCONEST®.
Operating costs increased further, especially in the
fourth quarter, reflecting the increased activity around
the shortage of a competitor product during the last
four months of the year and support offered to patients
left without therapy by this shortage. As this product
was for prophylaxis for which RUCONEST® is not yet
approved, this extra activity mainly involved making
RUCONEST® available as an on-demand therapy for pa-
tients suffering increased attacks as a result of shortage
of their prophylactic therapy. Many of those patients
were able to experience for themselves the reliability
and effectiveness of RUCONEST®, and some are expect-
ed to continue on the therapy.

@ The net result of a loss of €80.0 million was much larger

than the loss of €17.5 million in 2016, due to two main
factors. The first factor is the very large adjustments

to profit required in connection with the amortizing
bonds and their subsequent refinance in the first two
quarters, together with the large adjustment to fair
value of derivative financial liabilities (essentially a
non-cash fair value adjustment under IFRS for the fact
that the ordinary convertible bonds are convertible and
not just debt). Both of these adjustments were caused
and driven by the very large share price rise in the year.
As the ordinary bonds were almost all redeemed in

the fourth quarter (and were completely redeemed in
January 2018), these charges are not expected to recur
after the first quarter of 2018. The second factor is the
reassessment of contingent consideration reflecting a
much greater likelihood of hitting the milestones due to
Valeant under our agreement for the reacquisition of the
commercial rights for RUCONEST® in North America in
December 2016 as described below.

@ The strong sales performance was so much better than

previous years that the Board of Management has in-
creased the book value of the contingent consideration
from €4.6 million in 2016 to €28.3 million (US$33.9 mil-
lion) in 2017. This is essentially a provision for potential
future costs (in particular the potential sales milestone
payments to Valeant) of contingent liabilities taken on in
the context of an acquisition, in this case the reacquisi-
tion of the commercial rights for RUCONEST® in

Annual Report 2017

North America in December 2016. This is a strong expres-
sion of confidence in the sales growth in the USA for
RUCONEST®, which we believe will continue for the time
being despite increased competition in the HAE market-
place. As and when a milestone amount does become paya-
ble in a future reporting period, this provision will be used
to reduce any charge against profit at the time it is paid.

@ At the same time, because we believe that we will generate

positive net quarterly results in 2018, we expect to be mak-
ing taxable profits in the foreseeable future and so have
recorded a deferred tax asset of €9.4 million (2016: Nil)

in respect of net operating losses which we expect to be
able to use in future periods. After many years of operating
losses, this is a strong statement in support of our belief in
the underlying performance of the Company.

@ The equity position changed from €27.5 million in 2016

to €18.8 million in 2017, mainly due to the balance of: the
equity increases from redemption of warrants and bonds;
the creation of a deferred tax asset reflecting confidence
that taxable profits will be able to use up net operating
losses from prior years; the negative non-cash-adjustments
relating to the refinance; changes in fair value of financial
derivatives in the year; and the negative effect of the ad-
justment to contingent consideration described above.

@ Inventories increased slightly from €17.9 million in 2016 to

€18.3 million in 2017, largely due to the acceleration of pro-
duction to cover the shortages of competitor products and
the naturally improving sales level especially in the US and
the launch of the self-administration kits in Europe, which
meant conversion of low-value raw materials inventory
into high-value finished goods inventory, with the latter
quickly reduced by the higher supply levels to the US and
EU markets, so that overall quantities of inventory reduced
but the average value increased.

@ The cash position including restricted cash increased from

€32.1 million at year-end 2016 to €60.0 million at year-end
2017. This was mainly due to the strong sales performance
of RUCONEST® especially in the third and fourth quarters,
and occurred despite considerable increases in marketing
and R&D activities. Cash generation has increased strongly
across all four quarters of 2017, as the investments made in
commercial teams saw strong increases in sales revenues
and as faster credit collection was achieved.
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After the year end

2017

Since 31 December 2017, the following additional events
have occurred:

@ Following the submission of the supplemental Biologics
License Application for RUCONEST® in prophylaxis of
HAE in November 2017, the FDA informed the Company
in January 2018 that it had accepted the file for complete
review with a decision date of 21 September 2018.

@ Since the year end, all remaining ordinary bonds dated
2021 which had not previously been redeemed (€1.2
million) have been redeemed in accordance with their
terms. None of the Company’s ordinary convertible
bonds or amortizing convertible bonds taken out
prior to the refinancing remain outstanding as at the
date of this report.

10
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About Pharming

Pharming is a specialty pharmaceutical company develop-
ing innovative products for the safe, effective treatment
of rare diseases and unmet medical needs. Pharming’s
lead product, RUCONEST® (conestat alfa) is a recombinant
human Ci1 esterase inhibitor aproved for the treatment of
acute Hereditary Angioedema (“HAE”) attacks in patients
in Europe, the US, Israel and South Korea. The product

is available on a named-patient basis in other territories
where it has not yet obtained marketing authorization.

RUCONEST® is distributed by Pharming in Austria, France,
Germany, Luxembourg, the Netherlands, the United
Kingdom and the United States of America. Pharming
holds commercialisation rights in Algeria, Andorra,
Bahrain, Belgium, Ireland, Jordan, Kuwait, Lebanon,
Morocco, Oman, Portugal, Qatar, Syria, Spain, Switzerland,
Tunisia, United Arab Emirates and Yemen. In some of
these countries this is done in association with the HAFEi
Global Access Program (GAP).

RUCONEST® is distributed by Swedish Orphan Biovitrum
AB (publ) (SS: SOBI) in the other EU countries, and in
Azerbaijan, Belarus, Georgia, Iceland, Kazakhstan,
Liechtenstein, Norway, Russia, Serbia and Ukraine.

RUCONEST® is distributed in Argentina, Colombia, Costa
Rica, the Dominican Republic, Panama, and Venezuela by
Cytobioteck, in South Korea by HyupJin Corporation and
in Israel by Megapharm.

RUCONEST® has recently completed a clinical trial for the
treatment of HAE in young children (2-13 years of age) and
is also evaluated for various additional follow-on indictions.

Pharming’s technology platform includes a unique,
GMP-compliant, validated process for the production of

pure recombinant human proteins that has proven
capable of producing industrial quantities of high quality
recombinant human proteins in a more economical and
less immunogenetic way compared with current cell-line
based methods. Leads for enzyme replacement therapy
(“ERT”) for Pompe and Fabry’s diseases are being opti-
mized at present, with additional programs not involving
ERT also being explored at an early stage at present.

Pharming has a long-term partnership with the China
State Institute of Pharmaceutical Industry (“CSIPI”), a
Sinopharm company, for joint global development of new
products, starting with recombinant human Factor VIII for
the treatment of Haemophilia A. Pre-clinical development
and manufacturing will take place to global standards at
CSIPI and are funded by CSIPI. Clinical development will
be shared between the partners with each partner taking
the costs for their territories under the partnership.

Pharming has declared that the Netherlands is its “Home
Member State” pursuant to the amended article 5:25a
paragraph 2 of the Dutch Financial Supervision Act.

Pharming will begin to report financial and related in
formation in both euros and US dollars during 2018,
beginning with the first quarter results statement in May
2018. This reflects the increasing importance of US dollars
as a functional currency within Pharming, and the wider
audience now seeking Pharming’s published information.
A decision will be taken later in the year as to the presenta-
tion currency in 2019 and beyond, based on the continued
development of the business through 2018.

Additional information is available on the Pharming
website: WWW.PHARMING.COM
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Distribution of RUCONEST®

RUCONEST®
is distributed by Pharming in Austria, France, Germany,

Luxembourg, the Netherlands, the United Kingdom and the

STRATEGIC FOCUS COMMITMENT United States of America. Pharming holds commercialisa-
tion rights in Algeria, Andorra, Bahrain, Belgium, Ireland, 7
Pharming is focused on the following activities: Pharming is committed to: Jordan, Kuwait, Lebanon, Morocco, Oman, Portugal, Qatar, RUCONEST®
Syria, Spain, Switzerland, Tunisia, United Arab Emirates and is distributed by Swedish Orphan Biovitrum
& Commercialising its own products in the major markets, @ Producing good value for all stakeholders through an Yemen. In some of these countries this is done in associati- AB (publ) (SS: SOBI) in the other EU coutries,
with RUCONEST® as its lead product at present entrepreneurial culture with appropriate recognition on with the HAEi Global Access Program (GAP). and also in Azerbaijan, Belarus, Georgia, Icland,
@ Where the product is partnered, assisting the partner and efficient management of opportunities and risks; Kazakhsmn’ Lieclhtemtem’ Norway, Russia,
to obtain the best value for RUCONEST® and patients by and serbiaand Ukraine,
pursuing additional regulatory approvals and additional € Communicating openly, consistently, fairly and in a
indications for the product timely manner to all internal and external stakeholders;
@ Developing more convenient dosing forms of and
RUCONEST® and developing RUCONEST® for additional @ Operating to the highest standards of ethics,
indications environmental responsibility and animal welfare; and
@ Developing or acquiring new products which can be @ Continuing to maintain the highest levels of social and
used by the same physicians who treat HAE patients, corporate responsibility as a pharmaceutical company,
or can help those patients further, or can be a research organization, an employer, a partner and a
commercialised using the same infrastructure workplace.

@ Developing new protein replacement treatments for
enzyme-deficiency disorders such as Pompe disease and
Fabry’s disease, and other possible approaches

@ Developing new products through collaboration with
CSIPI, such as recombinant human Factor VIII for the
treatment of Haemophilia A

® Evaluating external opportunities to enhance the
product range and pipeline to enable better value
from Pharming’s resources

) - o is distributed in
Argentina, Colombia, C
) . ! South Korea by
the Dominican Republic, HvuoJin C .
upJin Corporation.
and Venezuela e ’
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STATEMENT

Chief Executive Officer

The availability of a reliable and fast scalable plasma free
(recombinant) therapy is turning out to be an important
aspect, as twice over the last eighteen months a plasma
-derived C1 inhibitor product has had serious issues with
supplies as result of manufacturing problems.

This sustainable base allows us to now broaden our scope
and focus on the near-time clinical development of more
convenient ways for HAE patients to use RUCONEST® such
as intramuscular and sub-cutaneous injections, but also on
research into the application of needle-free and pain-free
technologies with RUCONEST®.

The further development of RUCONEST® to extend the HAE
franchise also accelerated: The filing with the FDA of our
sBLA for propyhylaxis of HAE in November and acceptance
for review by the FDA of the dossier, in January of this year
and the completion of our paediatric trial to treat HAE
attacks in children from the age of 2 years of age and
upwards were significant step forward to underpin the

proven efficacy and safety of RUCONEST® further.

During the year we have also taken the next steps in the
initiation of clinical development for additional indications
for RuCONEST® outside of HAE, including support for as-
yet undisclosed Investigator Sponsored Studies and results
of one of these studies may already become available later
this year.

Over the year, we have continued to make progress on
bringing forward our pre- clinical pipeline of products
developed using our proprietary technology platform.

The first of these new products; human recombinant a-glu-
cosidase for the treatment of Pompe disease, is now under-
going upscaling of manufacturing to produce supplies for
the clinical testing and is expected to complete the final
steps to IND filing stage in 2018, and we will be providing
more clarity on these timelines during the course of 2018.

Our business success in 2017 was driven by the
game-changing reacquisition of commercialisation rights

for RUCONEST® in North America from certain
subsidiaries of Valeant Pharmaceuticals International,
Inc. and strong growth in some of the EU markets, growing
product sales from €13.7 million in 2016 to €88.7 million in
2017, an increase of 547%.

Throughout the year, the transition of the sales force that

we were building for RUCONEST® was our focus. Immediately
after the acquisition of the commercial rights in North
America, we initiated our plans to increase awareness and
sales of RUCONEST® in the US market. We have now hired a
complete experienced HAE/rare disease sales force, an excel-
lent medical science liaison team and a very capable manage-
ment team expert in marketing, sales, commercial activity,
market access and patient support. Competition has in-
creased and will continue to increase and change in the HAE
market, but these newer products are not currently suitable
for (and are not expected to be approved for) acute treat-
ment of HAE at this time. RUCONEST® therefore remains the
only product that could, in due time, become approved for
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both prophylaxis and treatment of acute attacks of HAE.
As result of these EU and US transitions, we now
operate with an appropriate commercial presence in
both Western Europe and the USA and we delivered on
our commitment to deliver an operationally profitable
company within 2017, and I am delighted to say that not
only did we achieve operating profits in every quarter but
that the total operating profit for the year was €21.9
million, which represents an operating margin of more
than 24%, despite very considerable investments in
marketing and sales activities and investments. The
refinancing of the complex financing structure that was
needed to re-acquire the North American commerciali
sation rights in December 2016 by obtaining a single
US$100 million debt facility from Orbimed Advisors in
May of this year meant that we were also able to prevent
very significant dilution for our shareholders.

These improvements in commercialisation performance,
the achievement of regulatory milestones and the financial
restructuring contributed to Pharming achieving significant
value for its shareholders in 2017, with our share price
appreciating by over 400% during the year. This rapid
growth of our share price in turn led to the exercising of
almost all of the outstanding warrants during 2017 and the
remainder in early 2018, which now means that for most of
2018 we will not have the very significant non-cash quar-
terly adjustments and can deliver on our commitment to
become a net earnings-generating company during 2018.

The support, expertise and hard work of all our employees
makes Pharming what it is. I would like to take this oppor-
tunity once more to thank all Pharming employees as well

as all of our investors, partners and debt providers for their
support and commitment throughout 2017, which enabled us
especially to execute on the commercial development of the
Company to create the platform for very significant growth.

I'look forward with confidence to continuing the upward
story of Pharming in 2018, with sales increasing further, a
new exciting pipeline and new opportunities for enhanced
shareholder value.

Leiden, 28 March 2018

Sijmen de Vries

Chief Executive Officer

and Chairman of the Board of Management
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MANAGEMENT REPORT

Operating review 2017

Regional market and
product overview

GROWTH OF SALES DRIVEN BY
PATIENT UPTAKE AND SUPPLEMENTARY
MARKETING EFFORTS

The RUCONEST® sales effort in the USA is made by a full
team of sales representatives, backed by a first class

marketing, managed care, patient access and support team.

Pharming has increased the size of its US presence from

11 at the end of 2016 to more than 50 at the end of 2017

to drive growth in product sales, and has also increased
investments in medical science liaison personnel and
additional marketing activities, including patient advocacy
programs and the provision of significant unconditional
support for the HAEA (the US HAE patients’ association),
the HAEI (the international HAE patients’association) and
their programs as well as other HAE centres of excellence.

Pharming is working closely on further improvements
for HAE patients, involving a new much smaller injection
volume which will hopefully become available following
clinical trials and the approval process for subcutaneous
delivery and intramuscular delivery as well as for new
routes of administration designed to reduce pain and
increase convenience for patients.

USA

We continue to believe that ruCONEST®, as the first

and only recombinant Ci-inhibitor in HAE, remains the
only C1-inhibitor product in the HAE space which will
(if approved for prophylaxis) be able both to treat HAE
acute attacks with reliable and consistent results and
an excellent safety and tolerability profile and to deliver
significant reduction in attacks if used prophylactically .
In addition, by nature of its rapidly scaleable recombi-
nant production, rucONEST® supplies are not
dependent on availability of (paid) blood donations.
Furthermore, there is no exposure to known and
presently unknown viral infections that could be derived
from usage of human blood plasma-derived products.

In September, after one competitor ran out of their
plasma derived Ci-inhibitor product and another did
not have sufficient plasma derived Ci- inhibitor
product to meet all the demands on launch of that
product, we began making emergency free of charge
supplies of RUCONEST® available to patients for
treatment of their acute attacks on demand, to ensure
that they did not suffer because of these unfortunate
shortages. A number of those patients have remained
with RUCONEST® since that time, because they prefer
its effectiveness at dealing with their attacks before
those attacks have led to any symptoms or discomfort.

The overhaul of the whole sales activity in the USA in the
first half of the year has led to a very significant growth in
sales, with US product sales reaching a record €81.9 million.

The US market for acute and prophylactic treatment of
HAE continued to expand in 2017, and is now estimated
by most observers as between US$1.7 billion and US$1.8
billion. All currently-approved products except one
(ecallantide, marketed by Shire PLC, which has a black box
FDA label warning for a risk of anaphylaxis and must be
administered in a clinic setting) are self-administered by
injection at home.
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The market leader in the over US$800 million prophy-
laxis market is a plasma-derived Ci-inhibitor (pdC1INH)
marketed by Shire PLC (with sales of US$699 million in
2017), which is only approved for prophylactic use as it
failed in clinical trials for acute treatment. Although not
yet approved, rucONEST® has shown positive data in a
Phase 2 clinical study: rucONEST® taken twice a week
reduced attacks by 72% on average with a 96% response
rate. We have now filed for a supplementary biologics
license approval (sBLA) with a due date for response of
21 September 2018.

The acute segment is estimated at approximately

US$9oo0 million, led by icatibant from Shire PLC (US$663
million in 2017) and another plasma-derived Ci-inhibitor
product only approved for acute use from CSL Behring.
Icatibant is identified as a bradykinin inhibitor, and blocks
the Bradykinin B2 receptor, one of the principal mecha-
nisms triggering HAE symptoms.

RUCONEST® provides a very efficacious enzyme
replacement therapy dosed at 50 U/kg (max 4200 U),
which is higher than the dose provided by Shire’s
pdCi1INH(1000 U) in prophylaxis or CSL Behring’s
pdC1INH for acute use (20 U/kg or between 1500 and
2000U in adults). Clinical data shows that a dose of 50
U/kg of C1-Inhibitor exerts an optimal effect in returning
Ci1-Inhibitor function to normal in HAE patients.

A new product, pdC1INH for prophylactic use, was
launched by CSL Behring during the year and is dosed
at 60U/kg twice weekly, each time normally in two
subcutaneous injections of 4 and 6 ml. Although this
product appears to be as effective as RUCONEST® for
prophylactic use, when comparing peer-reviewed pub-
lished data, the subcutaneous injection of such a large
volume, twice weekly, is described as very painful by
some patients.

EUROPE

The takeover by Pharming of commercialization of
RUCONEST® from SOBI in Western Europe and other
states has been very successful, with sales growing by
over 150% in 2017 compared to 2016. Sales growth has
been positive in Eastern Europe, but the entrenched
positions and historical commercial arrangements of
certain competing products in Western Europe continues
to be the main obstacle to realise the full potential. Our
partner SOBI also continues to increase sales gradually in
their Eastern European markets.

The RucoVitae™ patient care program, offered by
Pharming to all eligible HAE patients in Austria, Germany
and Netherlands, continues to be a differentiating factor in
the treatment of HAE, with some physicians transferring
care of their HAE patients, treated with RUCONEST®,
completely to the program once they have experience of
how well it works for the patient.

CHINA

Our collaboration with China State Institute of
Pharmaceutical Industry, a Sinopharm company,
continues to progress well.

The collaboration includes full development and
commercialization rights for RUCONEST® in China.

The full RucONEST® manufacturing process and quality
system has been transferred to Sinopharm, enabling
manufacture for China but also allowing Sinopharm to
supply Pharming with RucONEST® in the future. This
will help to improve our margins further.

In 2017 we assisted CSIPI and CDIP, the biologicals
manufacturing subsidiary of Sinopharm, who are
planning to produce recombinant proteins from a
brand-new facility in Xengdu, to manufacture RUCONEST®
for their own commercialisation, but also to be able to
supply Pharming’s for the US and EU/ ROW markets.

In addition Sinopharm continues to work on the



Pharming

development of human recombinant Factor VIII for
the treatment of Haemophilia A.

Haemophilia A is a X-Chromosome-linked hereditary
disorder caused by defects in the Factor VIII gene that
leads to lower levels than normal of the Factor VIII pro-
tein. Lack of functional Factor VIII protein diminishes
the body’s blood-clotting ability, which in turn leads to
damaging or even fatal bleeding episodes. By the time this
product is ready, it is expected that the global market for
Factor VIII will be around US$6.5 billion. At present, only
around 50% of the estimated medical need for Factor VIII
can be supplied by existing means, so a new up-scalable
source will go a long way to meet this worldwide need.

OTHER MARKETS

RUCONEST® continues to be commercialised in Colombia
through our partner there Cytobioteck. Sales activity has

also begun in the new countries agreed with Cytobioteck

in 2016: Costa Rica, the Dominican Republic and Panama.

HAEI GLOBAL ACCESS PROGRAMME
“HAEI GAP”)
Following a request from the international HAE patient
organisation (HAEi) we entered into an agreement to
make RUCONEST® the first therapy available under the
“HAEi Global Access Program” (HAEi GAP). This pro-
gramme seeks to ensure that in countries where no
adequate HAE therapies are approved or otherwise avail-
able, all eligible HAE patients can, through their treating
physicians, have access to safe and effective treatment for
their HAE. As part of this programme, several requests
have been received and the initial treatments were started.
In September, in association with HAEi, Pharming an-
nounced the appointment of Inceptua Medicines Access
as their new distribution partner for HAEi GAP enabling
patients in all countries where Pharming’s product
RUCONEST® is not commercially available to gain access
to the drug through an ethical and regulatory compliant
mechanism. It is the only known program of this type
which has been initiated through a patient group.

Pharming is fully confident in the ability of its partners to
commercialise RUCONEST® successfully in all their territo-
ries, but it should be noted that Pharming depends on the
success of its commercial partners to market its product in
those territories. Pharming is therefore exposed indirectly
to risks suffered by its chosen partners. We continue to
believe that RUCONEST® is the best option for most HAE
patients and we continue to support all our commerciali-
zation partners wherever possible.

Development
of RUCONEST®

Annual Report 2017

RUCONEST® FOR HEREDITARY
ANGIOEDEMA (HAE)

RUCONEST® was originally developed for the treatment

of acute attacks of HAE. HAE is a rare genetic disorder in
which the patient’s body is unable to manufacture suffi-
cient amounts of a fully-functioning version of C1 esterase
inhibitor, a protein which is responsible for stopping
inflammatory attacks and associated swelling in the body
at an appropriate point in disease cycles. Abdominal
attacks cause abdominal swelling and vomiting, potential-
ly leading to misdiagnosis and unnecessary surgery, and
swelling of the skin can lead to disfigurement, disability
and pain. Untreated, attacks can last between 48 and 120
hours and can be fatal, especially if the swelling starts at or
reaches the throat area. Estimates of the prevalence of the
disease vary between 1 in 10,000 to 1 in 50,000, depending
on the genetic diversity of the population. Acute attacks
usually begin to be noticed in childhood or adolescence,
but due to the disorder’s rarity, the condition is often not
correctly diagnosed for several years. The frequency of
HAE attacks varies between patients, from extreme cases
with two to three attacks per week to milder cases with

a few attacks per year. A typical patient has around 18-24
treated attacks per year.

Additional information about the condition can be
found on the international HAE patient’s association
website at WWW.HAEIL.ORG .

PROPHYLAXIS OF HAE

In acute HAE, each individual HAE attack is treated. In
prophylaxis, the patient is given the drug on a regular
basis with the aim of preventing attacks or reducing the
frequency of breakthrough attacks. In the US, the size of
the prophylactic indication is significant, with only two
drugs approved specifically for that indication, pdC1INH
versions marketed by Shire PLC and CSL Behring, having
worldwide sales of more than US$800 million in 2017.
RUCONEST® achieved positive results in two independent
clinical trials with very high responder rates and reduction

of frequency of attacks. Following discussions with the
FDA, Pharming filed for a supplementary Biologics License
Approval (sBLA) for RUCONEST® in December 2017, and
the file has been accepted for review by the FDA since the
year end with a response date of 21 September 2018.

HAE IN CHILDREN

Pharming announced positive results from an

open-label Phase II study evaluating RUCONEST® for the
treatment of acute attacks of HAE in paediatric patients.
This study involved 20 patients aged 2 up to 13. If
successful and approved by regulatory agencies, this
extension would broaden the label for RUCONEST® in
Europe and would extend the regulatory exclusivity
period, which are both valuable benefits. Currently,
RUCONEST® has regulatory exclusivity in Europe until 2025.

The open-label, single arm, Phase II clinical trial was
designed in agreement with the European Medicines
Agency (EMA) as part of a Paediatric Investigation Plan
(PIP) to assess the pharmacokinetic, safety and efficacy
profiles of RUCONEST® at a dose of 50 IU/kg in paediatric
HAE patients aged 2-13 years in support of a paediatric
indication for treatment of HAE attacks.

A total of 20 children with HAE were treated for 73 HAE
attacks at a dose of 50 IU/kg (up to a maximum of 4200
IU). The study reported clinically meaningful relief of
symptoms assessed using a visual analogue scale (VAS)
completed by the patient (assisted by their parent). The
median time to onset of relief was 60 minutes (95%
confidence interval: 60-63), and the median time to
minimal symptoms was 122 minutes (95% confidence in-
terval: 120-126). Only 3/73 (4%) attacks were treated
with a second dose of RUCONEST®.

RUCONEST® was generally safe and well-tolerated in the
study. No patients withdrew from the study due to adverse
events. There were no related serious adverse events, hyper-
sensitivity reactions, or neutralizing antibodies detected.
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BIOCHEMICAL PATHWAYS FOR
DEVELOPMENT OF HAE ATTACKS
Hereditary angioedema is caused a by deficiency of

the plasma protein C1 esterase inhibitor (Ci-inhibitor).

This deficiency leads to the uncontrolled activation

of the contact system pathway resulting in the over-
production of some mediators including bradykinin.
Bradykinin is necessary to enable tissues to swell in
certain shock situations or other circumstances, and
acts on two receptors, B1 and B2. This has the effect
of opening channels in the vascular wall, leading to the
leaking of fluid from blood vessels to the tissue space.
The symptoms of an HAE attack is caused mainly by
overproduction of the bradykinin initiator protein
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kallikrein and thus excessive leakage of fluid intotissue
spaces (edema or swelling).

At a dose of 50 U/kg, RucoNEsST®normalizes C1-inhibitor
effects in virtually all HAE patients (Source: “Target levels
of functional Ci-inhibitor in Hereditary Angioedema”.

C. E. Hack, A. Relan, E. S. van Amersfoort & M. Cicardi,
Allergy, 2012 Jan;67(1):123-30.). Returning Ci-inhibitor
activity levels to normal has been shown to be clinically
relevant in HAE attack treatment and prevention.

After administration, RUCONEST® irreversibly binds to
several target molecules, including importantly the
coagulation factor FXII and the protease kallikrein, which

Intrinsic
—> Coagulation

Pathway
—@
I\

Brady/

Lo

Y
-

o - -

- h

BZR@ ~, - : Tt

\
[}
[l

4

A

s of functional C1 inhibitor in Hereditary Ang

Hack, A. Relan, E. S. van Amersfoort & |

“RUCONEST® was generally safe
and well-tolerated in the study”

cleaves a plasma protein into bradykinin and other
products. By binding to and deactivating these molecules,
RUCONEST® stops the production of bradykinin and
thereby stops or aborts the HAE attack.

Other therapies are available or are being developed which
do not deal with all pathways to HAE, but instead focus
on kallikrein or bradykinin themselves. This can have the
effect of reducing or stopping the symptoms, but often
the attack continues in the background, causing a relapse
or worsening effect necessitating a second or even a third
dose. RUCONEST® deals with all pathways by restoring the
normal concentration of C1 esterase inhibitor, thereby
stopping essentially all attacks with no observed relapse or
worsening effects for nearly all patients. In addition,
because RUCONEST® is a protein replacement therapy,
whereby the missing protein that the patient cannot
effectively produce themselves is replaced by injection
with RUCONEST®, it does not carry any risks which may be
associated with stopping any other pathway completely.
The long term risks of prophylaxis using the blocking of
bradykinin or kallikrein pathways, effectively causing a
deficiency in one or both of those proteins, have not been
elucidated, and so it is not known whether it is safe in the
long term to manage one protein deficiency by creating

a second chronic protein deficiency. The kallikrein and
bradykinin pathways serve a useful purpose in other
situations than HAE. It remains to be explored, therefore,
whether this will be a good approach to the problem.

INTRAMUSCULAR, SUBCUTANEOUS AND
OTHER FORMS OF RUCONEST®

In the absence of any other factors, some patients prefer

a subcutaneous injectable product or an intramuscular
injection to an intravenous injectable product, because of
the lower level of training and care needed to make the in-
jection safely and effectively. Ci-inhibitors can be admin-
istered during the prodromal phase of an attack, which in
this case is that period when the attack has started and the

patient is aware of it, but symptoms have not yet appeared.
This period can be more than 2 hours, and if a C1-inhibitor,
adequately dosed, is taken during that time, normally the
symptoms do not develop and the patient usually does not
progress to the painful stage of an attack. The Company
is developing a new very small injection version of the full
dose of RucONEST® which can be used for intravenous,
intramuscular or subcutaneous delivery to enable patients
to benefit from its power and efficacy in whichever form
they find most convenient. We now have a good formula-
tion of RUCONEST® suitable for these purposes and are
filing this for direct approval as an alternate form of
RUCONEST® intravenous treatment. The new form of
RUCONEST® will thus be available on approval for
intravenous administration, where it will be quicker and
easier, but will need to be tested in some clinical settings
for intramuscular and subcutaneous delivery, and this
clinical testing program is now expected to start in the
second half of 2018. The program is slightly behind
schedule because of the need to divert RUCONEST® produc-
tion to cover shortfalls of competitor products in late 2017.

We are also exploring other routes of administration which
are not injection-based and so are not painful at all.
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Additional indications
for RUCONEST®

RUCONEST® works by inhibiting the formation of a
C1 complex at the top of the complement system.

The complement system, sometimes known as the
complement cascade is a part of the immune system
that enhances (complements) the ability of antibodies
and phagocytic cells (a type of white blood cells) to clear
microbes and damaged cells from our bodies, promotes
inflammation, and attacks the pathogen’s cell membrane.
It is part of the innate immune system,[1] which is not
adaptable and does not change over the course of an
individual’s lifetime. The complement system can be
recruited and brought into action by antibodies
generated by the adaptive immune system.

The complement system consists of a number of small
proteins found in the blood, in general synthesized by
the liver, and normally circulating as inactive precursors
(pro-proteins).

When stimulated by one of several triggers, proteases in
the system cleave specific proteins to release active frag-
ments called cytokines and initiate an amplifying cascade
of further cleavages. The end result of this complement
activation or complement fixation cascade is stimulation
of the phagocytes to clear foreign and damaged materi-
al, inflammation to attract additional phagocytes, and
activation of the cell-killing membrane attack complex.
Over 30 proteins and protein fragments make up the
complement system, including serum proteins, and cell
membrane receptors.

This system is the villain in many disease conditions and
injury situations, where out-of-control inflammation or
vascular leakage are responsible for the symptoms of
those conditions. In others, hypoxic conditions where
blood has not been able to circulate properly bringing
oxygen to various tissues, the detrimental effects of such
hypoxia can be exacerbated upon reperfusion by the
complement cascade. In some of those conditions, there
may be a role to play for a C1 esterase inhibitor which

24

could act as the handbrake on that system, allowing the
body to have a more measured response or to prevent
the symptoms entirely.

This has led the Company to explore a number of
new indications for RUCONEST® as indicated below
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ISCHAEMIC REPERFUSION

INJURY (IRI)

IRI is a complication arising from tissue damage caused
by lack of oxygen during an interruption of blood
supply (ischaemia) until the tissue is supplied with
blood again (reperfusion).

This can occur in traumatic injury involving haemorrhagic
shock, in organs prior to and during transplantation, in
the brain as a result of stroke and in the heart as a result of
myocardial infarction (a main type of ‘heart attack’). It has
been shown in various preclinical models that C1 esterase
inhibitor can reduce the extent and effects of IRI in such
cases. In hypovolemic shock, for example, after a

severe injury where the body is losing fluid, having a
certain inhibitory effect on the mechanism causing or
accelerating such complications can be very valuable

for the patient.

These indications, although they are all large unmet
medical needs, are extremely difficult to study in a
clinical setting, and so Pharming is working with different
potential partners to find a way to explore the use

of RUCONEST® to help patients with these problems.
These include an ongoing preclinical study with the

US Army Institute of Surgical Research into the use

of RuUCONEST® for some of these indications.

DELAYED GRAFT FUNCTION (DGF)

DGF, a form of IR], is a serious and costly complica-
tion in the clinical transplantation setting. When DGF
occurs, it necessitates the use of dialysis and leads to
prolonged hospitalization, which results in adverse long
term outcomes and significantly higher costs. Current
interventions focus on activities that occur after the
organ is harvested from the donor (e.g. cold storage or
machine perfusion of the organ). As demonstrated with a
preclinical model, donor pre-treatment with RUCONEST®
prior to transplantation represents a novel approach to
addressing some of the limitations of current strategies
to reduce the impact of DGF. This study was conducted
by Dr Luis Fernandez of the University of Wisconsin,
who showed that RUCONEST® pre-treatment of harvested
organs significantly reduced the incidence of DGF in
transplant operations. The mechanism of action was the
inhibition of the complement cascade inflammatory
response pathway. A clinical study is now being prepared.

Other indications are also possible, and the Company
will make public announcements of any new internal
or external studies into which RUCONEST® is entered.
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Pipeline
development
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Pharming’s R&D team is now continuing formal work on
two major projects in Pompe disease and Fabry’s disease,
with others in early stage development.

ALPHA-GLUCOSIDASE FOR THE
TREATMENT OF POMPE DISEASE

Pompe disease (also known as Acid Maltase Deficiency or
Glycogen Storage Disease type II) is an inherited muscular
myopathy disorder caused by the build-up of a complex
sugar called glycogen in the body’s cells. It affects around
1in 40,000 people in general, varying within different
ethnic groups. Pompe disease is a rare multisystem genetic
disorder that is characterised by absence or deficiency

of the lysosomal enzyme alpha-glucosidase (GAA). This
enzyme is required to breakdown (metabolise) the com-
plex carbohydrate glycogen and convert it into the simple
sugar glucose. Glycogen is a thick, sticky substance and
failure to achieve proper breakdown results in massive
accumulation of lysosomal glycogen in cells, particularly in
cardiac, smooth, and skeletal muscle cells. Pompe disease
is a single disease continuum with variable rates of disease
progression and different ages of onset. The infantile form
is characterised by severe muscle weakness and abnormal-
ly diminished muscle tone (hypotonia) without muscle
wasting, and usually manifests within the first few months
of life.

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 complica-
tions 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
extent of organ involvement may vary among affected
individuals, but skeletal muscle weakness is usually pres-
ent with minimal cardiac involvement. Initial symptoms
of late-onset Pompe disease may be subtle and may go
unrecognised for years. Pompe disease is caused by muta-
tions of the GAA gene and is inherited as an autosomal

recessive trait. The only approved therapy to date is
Enzyme Replacement Therapy (ERT) wherein recombi-
nant human -glucosidase, produced by Chinese Hamster
Ovary (CHO) cells (Myozyme®/Lumizyme® from Gen-
zyme — now Sanofi-Aventis), is administered intravenously
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 pro-
tein and low efficacy due to limited ability of the protein
to reach and bind to its specific receptors on target cells..
Several alternatives to Myozyme® are under development,
including a-glucosidase with a different glycosylation
pattern (Oxyrane, Amicus Therapeutics) and a gene
therapy approach by Duke University. All of the approved
therapies have so-called boxed warnings for immuno-
genicity, the general term for this kind of toxicity. The
main reason for it seems to be the body’s response to the
artificial molecule and the difficulty of getting the artificial
molecule into the relevant cells, which means larger doses
of drug are required.

Human recombinan a-glucosidase has been produced in
several new lines of transgenic animals. Pharming’s new
product is intended to have better immunogenicity, safety
and potentially efficacy profiles than existing products,
because of inter alia the differences in glycosylation
patterns. The product will not be considered a ‘Biosimilar’
by the authorities as it is produced on a totally different
production platform. The approach by Pharming (if suc-
cessful) may therefore result in a so-called ‘Biobetter’. In

2017, sales of Myozyme®/Lumizyme® were €789 million.

On this basis, assuming a similar growth for the products
in 2018, the size of the US Pompe disease market glob-
ally may be estimated at approximately US$800 million.
In addition to lower costs of goods, which allow for a
forecast lower price for the new product as compared to
Myozyme®/Lumizyme®, Pharming is aiming for greater
ease of administration. Pharming believes that a

RUCONEST®
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significant market share can be obtained, even though
Genzyme currently holds almost 100% of the Pompe
market. Most other therapies involve trying to improve
delivery of the currently available recombinant CHO-cell
alphaglucosidase, whereas we believe the problem lies in
this molecule itself.

ALPHA-GALACTOSIDASE FOR THE
TREATMENT OF FABRY’S DISEASE

Fabry’s disease (also known as Anderson-Fabry disease,
angiokeratoma corporis diffusum, and alpha-galacto-
sidase A deficiency) is another rare genetic lysosomal
storage disease resulting from the deficient activity of a
different enzyme, alpha-galactosidase A (a-Gal A), caused
by an X-chromosome mutation of the GLA gene. Fabry’s
disease can cause a wide range of systemic symptoms. It
is a form of sphingolipidosis, as it involves dysfunction-
al metabolism of sphingolipids. Fabry’s disease affects
around 1 in 40,000 men and 1 in 60,000 women and is
less dependent on ethnicity than Pompe Disease. This
disorder belongs to the same group of diseases known as
lysosomal storage disorders.

Lysosomes function as the primary digestive units within
cells. Enzymes within lysosomes break down or digest
particular compounds and intracellular structures. a-Gal
A functions to break down specific complex sugar-lipid
molecules called glycolipids, specifically,
globotriaosylceramide (GL-3 or Gb3), lyso-GL-3/Gb3 and
related glycolipids, by removing the terminal galactose
sugar from the end of these glycolipid molecules. The
enzyme deficiency causes a continuous build-up of GL-3/
Gb3 and related glycolipids in the body’s cells, resulting in
the cell abnormalities and organ dysfunction that particu-
larly affect the heart and kidneys. The GLA gene is located
on the X-chromosome and therefore, Fabry’s disease

is inherited as an X-linked disorder. Males are typically
more severely affected than females. Females have a more
variable course and may be asymptomatic or as severely
affected as males (see Genetics section below).

There are two major disease phenotypes: the type 1 “clas-
sic” and type 2 “later-onset” subtypes. Both lead to renal
failure, and/or cardiac disease, and early death). Type

1 males have little or no functional a-Gal A enzymatic
activity (<1% of normal mean), and marked accumulation
of GL-3/Gb3 and related glycolipids in capillaries and
small blood vessels which cause the major symptoms in
childhood or adolescence. These include acroparesthesia
(excruciating pain in the hands and feet which occur with
exercise, fevers, stress, etc.); angiokeratomas (clusters of
red to blue rash-like discolorations on the skin); anhidrosis
or hypohidrosis (absent or markedly decreased sweating);
gastrointestinal symptoms including abdominal pain and
cramping, and frequent bowel movements; and a charac-
teristic corneal dystrophy (star-burst pattern of the cornea
seen by slit-lamp ophthalmologic examination) that does
not affect vision. With increasing age the systemic GL-3/
Gb3 deposition, especially in the heart, leads to arrhythmi-
as, left ventricular hypertrophy (LVH) followed by hyper-
trophic cardiomyopathy (HCM); in the kidneys it leads to
progressive insufficiency followed by renal failure, and/or
in the central nervous system to cerebrovascular disease
including transient ischaemic attacks (TIAs) and strokes.

There are only two approved treatments at present,
Fabrazyme®, also from Sanofi-Aventis, which is agalsidase
beta, a form of the human enzyme produced by recom-
binant DNA technology, also in CHO cells, and Replagal
from Shire PLC, also a recombinant form of agalsidase
beta produced in a human cell line. The FDA has granted
Orphan Drug status to another investigational therapy
called AT1001, manufactured by Amicus Therapeutics,
Inc., for the treatment of Fabry’s disease. This oral therapy
is designed to improve a patient’s residual alpha-galacto-
sidase A activity. With any genetic disorder which involves
the patient being unable to produce a protein (enzyme)
correctly, supply of the correctly produced enzyme is
normally the standard of care, and other approaches

tend to leave patients at risk of relapse or breakthrough
symptoms, as has been seen for HAE. As for a-glucosidase,
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Pharming believes that its own platform technology can
produce a very pure, less immunogenetic a-galactosidase
that will compare favourably with Fabrazyme on efficacy
and ease of administration. In 2017, sales of Fabrazyme®
were €722 million. For 2016, Shire PLC reported annual
sales of Replagal of US$452 million. Assuming similar
growth in 2017 for Replagal, the approximate size of the
Fabry’s disease market may be estimated at in excess of
US$1.3 billion.

FACTOR VIII FOR THE TREATMENT

OF HEMOPHILIA-A

Hemophilia-A, also known as classical hemophilia, is a
genetic bleeding disorder caused by insufficient levels of a
plasma protein called factor VIII. Factor VIII is a clotting
factor. Clotting factors are specialised proteins that are
essential for proper clotting, the process by which blood
clumps together to plug the site of a wound to stop bleed-
ing. In individuals with Hemophilia-A bleedings do not
occur faster or more profusely than in healthy individuals,
but, because their blood clots poorly, the flow of blood
from a wound doesn’t stop easily.

Hemophilia-A can be mild, moderate or severe, depending
on the baseline level of factor VIII made by that individual.
The approximate size of the global market for recombinant
versions of clotting factor VIII in 2014 was US$2.7 billion.
As for the liposomal storages diseases, the recognised
standard of care for Hemophilia-A is replacement of the
missing factor, in this case factor VIII. Replacement of this
protein may be obtained through recombinant factor VIII,
which is artificially created in a laboratory manufacturing
practice. Many physicians and voluntary health organisa-
tions favour the use of recombinant factor VIII because it
does not contain components derived from human blood.
Factor VIII can also be obtained from plasma (i.e., blood
donations). Human blood donations do carry a risk of
transmitting viral infections such as hepatitis.

Pharming is assisting its Chinese partner (CSIPI) in
producing a quality recombinant Factor VIII replacement
therapy product. Further details on this program will be
released once the program enters into clinical studies.

TRANSGENIC PLATFORM

Pharming’s main technology platform is the development
of human recombinant proteins with excellent therapeutic
properties and good safety profiles through the generation
of transgenic animals which only express the human pro-
tein in their milk. This enables the safe, pure production of
the protein without the animal suffering or being biolog-
ically affected. Pharming is open to discussion about var-
ious partnerships to generate additional income through
expanding the geographical reach of its RUCONEST® fran-
chise and out-licensing of its transgenic platform.

During the year, we made significant progress in develop-
ing the platform technically so that greater quantities of
target substances can be generated from fewer animals
without any distress to the animals, reducing the number
of animals involved even further and allowing for better
costs of production in the future.
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JOYCE

Growing up in the Pharming family

“l was 19 when | started working at Pharming, young
and unexperienced, but eager to learn. In my last year
of education as a veterinarian assistant and biotech-
nician | applied for a job at Pharming. That’s when the
journey started and as of today, I’m still a part of the
Pharming family after more than 12 years.

I consider myself lucky to have grown up as part of the
Pharming family, getting familiar with the working life
and gaining a lot of techniques and knowledge. | work
in the Netherlands, where our production facility is
housed. As a team we work; not only in the care for the
animals - which is our number one priority - but also
on quality, regulations, data collection and interpreta-
tion, constant improvement of techniques and process-
es, personal growth, personnel planning, external and
internal auditing are part of our job. With such a

variety of tasks, | enjoy the versatility and freedom
to learn such broad disciplines.

Over the years Pharming has undergone a lot of chang-
es, despite the turbulent times our team remained
committed to hard work and collaboration. During my
years at Pharming, | have been given the opportunity to
develop myself in many different ways, for me it meant
that | grew from junior biotechnician to team leader.
Not only a title, but also expanding my experience and
knowledge.

Alongside all that | have learned, and continue to learn
here at Pharming, there is also another side of our job,
the patients who use our product. | go to work every
day knowing that - indirectly - | make someone’s life
more bearable, that makes everything worthwhile. «
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Financial review
2017

The financial objectives for 2017 were
originally focused on:

@ Ensuring that sales of RUCONEST® in all markets is
optimized so that the maximum potential for the
product can be achieved;

@ Ensuring that the pace of research and development
costs continues in line with the development of sales
of RUCONEST® so that profitability is achieved at both
the operating and eventually the net level, so that cash
resources now can be sufficient for the Company’s
future needs excluding potential new opportunities;
and

@ Ensuring that any opportunities for acquisitions or
new development projects or products are captured
on a financial basis that is optimized for shareholders.

All of these objectives were achieved. For 2018, the main
objectives remain the same

Financial summary

AMOUNTS IN €M EXCEPT PER SHARE DATA plelly) 2016 % CHANGE

INCOME STATEMENt

Product sales 88.7 137 547%
License income 0.9 2.2 (59%)
Revenue 89.6 15.9 464%
Gross profit 77.2 11.2 589%
Operating result 21.9 (11.5) 290%
Financial income, expenses and net adjustments* (101.9) (6.0) n/a
NET RESULT (80.0) (17.5) (357%)

BALANCE SHEET
Cash & marketable securities 60.0 32.1 87%
SHARE INFORMATION

Earnings per share before dilution (€) (0.160) (0.042) (281%)

* Includes non-cash fair value adjustments, contingent consideration adjustments and net tax credits

REVENUES AND GROSS PROFIT

Revenues increased to €89.6 million in 2017 from €15.9
million in 2016. Both years include amounts of deferred
license revenue released, reflecting a portion of earlier
license fee payments from partners including SOBI,
Salix and SIPI which have been allocated across a
number of financial years in accordance with accounting
guidelines. These amounts were €0.9 million in 2017 and
€2.2 million in 2016.

Revenues from product sales by Pharming and its partners
increased to €88.7 million (2016: €13.7 million) reflecting a
very much better year overall for RUCONEST® sales in the
US (€83.7 million (US$94.6 million), up from €11.8 million
in 2016). This shows the immediate effect on the top line
of the concentrated effort in the US with a full sales activity.

Sales for RucoNEST® in Europe and the Rest of World
(“RoW”) were €5.0 million (2016: €2.0 million), reflecting
sales by SOBI in Europe coupled with strong growth in
direct sales by Pharming in the countries recovered from
SOBI in 2016.

Costs of product sales in 2017 amounted to €12.4

million, up from €4.7 million in 2016, reflecting the strong-
ly increased sales volume and savings obtained by better
inventory management, plus the cost of contributing to
patients during the stock limitations at competitors in the
fourth quarter.

Gross profit increased from €11.2 million in 2016 to €77.2
million in 2017, an increase of 589%. The main reasons for
this increase were the increased sales in the US and EU.

OPERATING COSTS

Operating costs increased from €23.1 million in 2016 to
€56.1 million in 2017. This increase was substantially due
to the added cost of marketing and sales activities both in
the US and in the new territories taken over from SOBI in
October 2016, mainly in France and the United Kingdom.

Research and Development (R&D) costs within these
figures increased from €15.4 million in 2016 to €18.7
million in 2017. In 2017, the costs have mainly been in-
curred in developing the two new major pipeline
programs for Pompe and Fabry’s disease, new routes
of administration and opportunities for RUCONEST®
including the pediatric study in HAE and improvement
in the technology platform to enable better versions

of new products.

General and administrative costs increased slightly to
€6.0 million from €4.6 million in 2016. The increase is
mainly related to the addition of senior management in
the US, and costs incurred in connection with manage-
ment of the more internationally active Company in 2017,
as well as increases in provision for share-based compen-
sation following the large share price rise.

Marketing and sales costs of €31.4 million (2016: €3.0
million) reflect Pharming’s additional new full direct com-
mercialization activities in the US and in France and the
United Kingdom in Europe.

OPERATING RESULT

The operating result improved from a loss of €11.5 million
in 2016 to an operating profit of €21.9 million, in spite of a
considerable increase in R&D expense and marketing and
sales activity in 2017. This is mainly due to the last two
quarters, once sales growth was firmly established with the
completion of the US sales infrastructure and the EU sales
and marketing team expansion.

FINANCIAL INCOME AND EXPENSES

The 2017 net loss on financial income and expenses was
€111.3 million, compared with a loss of €6.0 million a year
earlier. This is mainly due to four items: (i) the IFRS non-
cash adjustments to fair value in respect of derivative
financial liabilities assessed against the amortizing
convertible bonds and ordinary bonds during the year,
largely as a result of the very large share price change



(€40.3 million); (ii) the interest on loans and borrowings
(€9.3 million) and non-cash adjustments of approximately
€8.2 million; (iii) the settlement fees associated with the
refinance and redemption of the bonds (€34.9 million)
and (iv) the increase in the provision for contingent
consideration (i.e. the milestones due to Valeant upon
reaching certain sales targets) of €23.6 million. A gain

of €5.2 million was recorded on the change in book value
of the loans and borrowings due to the movement in
exchange rates. Of this total financial expense amount,
over 85% (€95.2 million) comprises non-cash adjustments
required under IFRS.

TAXATION

As a result of the growth in sales, it is now probable

that the Company will be able to use its net operating
(taxable) losses from previous years against taxable
profits going forward. The Board of Management has
therefore elected to report a deferred tax asset in accord-
ance with IFRS, reflecting the timing differences between
the tax value of those losses and the time when they can
be exercised. This has led to a credit to the income tax
charge (i.e. a positive movement) of €9.4 million in 2017
(2016: Nil).

NET RESULT

As a result of the above financial items, the net loss
increased from €17.5 million in 2016 to €80.0 million in
2017. Nearly all of the deductions from operating profits
are non-recurring, although interest and related costs will
appear in 2018 and beyond, and if progress continues addi-
tional provisions for the fair value of contingent consider-
ation may be required in later reporting periods.

INVENTORIES

Inventories increased slightly from €17.9 million in 2016
to €18.3 million in 2017, largely due to the need to convert
raw materials into higher value stock types including
finished goods to cover the improving sales level in the
USA and to make RUCONEST® available to patients who

were left without adequate therapy by stock limitations of
competitor products. A provision against impairment

of inventories of €0.3 million was applied (2016: €0.6
million), reflecting small amounts of older stock, as well as
stock allocated to SOBI and to clinical activities which is
not expected to sell for its full book value.

CASH AND CASH EQUIVALENTS

The total cash and cash equivalent position (including
restricted cash) increased from €32.1 million at year-end
2016 to €60.0 million at year-end 2017.

The principal elements of cash flow were the positive
operating cash flow (before changes in working capital as
shown in that statement) of €27.1 million (2016: negative
operating cash flow of €10.7 million), improvement in
working capital management of €11.1 million (2016: €0.6
million); capital expenditure on new assets of €6.0 million
(2016: €57.5 million, including the upfront payment for the
Valeant transaction), and the net cash used for all of the
refinance, repayments and interest on loans, bonds and
warrant exercise transactions of €3.3 million (2016: net
cash inflow of €67.3 million including all the new finance
for the Valeant transaction in December 2016).

As the Company’s sales are largely in US dollars and the
Company’s debt is largely in US dollars, a natural hedge
exists which means that any decline in the US dollar ex-
change rate over the year to reduce sales reported in euros
has a balancing effect of reducing the size of the debt lia-
bility when reported in euros. The effect of the exchange
rate movements on amounts held in cash had a total effect
of aloss of €1.1 million (2016: gain of €0.4 million).

EQUITY

The equity position reduced from €27.5 million in 2016 to
€18.8 million in 2017, mainly due to the net loss for the year
balanced by the redemption effects of conversion of the
ordinary bonds and warrants and the recognition of the
deferred tax asset, as well as the costs of the refinancing.

Outlook 2018

PERFORMANCE OF PHARMING SHARES
During 2017, the Pharming stock price fluctuated around
an average price of €0.67 per share. The year-end price was
€1.13 (2016: €0.22), with a high of €1.34 in November 2017
and a low of €0.22 in January 2017.

The closing number of shares as at the reporting date was
579,014,891 (2016: 455,587,312). New issues of stock repre-
senting a total of 123,427,579 shares were made to investors
during the year related to the conversion of some of the
amortizing bonds due 2017/18, all of the ordinary bonds
due 2021 and exercise of warrants, reducing the amount
outstanding of those bonds from €38.9 million to €1.2
million. Since the reporting date, these remaining bonds
have also been redeemed, as have most of the remaining
warrants. As at the date of this report, the number of
shares in issue is 600,449,076. More information on the
current share capital of the company can be found in
Note 32 to the Financial Statements.

ANTI-TAKEOVER MEASURES

The Board of Management believes that Pharming share-
holders are the best persons to judge whether a takeover
bid for the company is fair at the time of offer, after receiv-
ing an informed opinion from the Board of Management
regarding the advantages and disadvantages of such bid.
At present, therefore, there are no anti-takeover meas-
ures in place which would restrict the shareholders from
accepting or rejecting a genuine bid for their shares.

For the remainder of 2018, the Company
expects:

@ Continued growth in revenues from sales of
RUCONEST®, mainly driven by the USA and Western
Europe operations.

® Achievement of positive quarterly 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 and the
Rest of the World.

@ Investment in further clinical trial programs for
RUCONEST® in acute treatment and prophylaxis of HAE
and the development of a small intravenous version
and new intramuscular and subcutaneous versions of
RUCONEST® as well as research into other routes of
administration.

@ Investment in clinical trials to explore additional
indications for RUCONEST®

@ Investment in development of the new pipeline
programs in Pompe disease and Fabry’s disease, and
other new development opportunities and assets as
these occur.

@ Increasing marketing activity where this can be
profitable for Pharming.

@ We will continue to support all our teams and mar-
keting partners in order to enable the maximization
of the sales and distribution potential of RUCONEST®
for patients in all territories, as we continue to believe
that RUCONEST® represents a fast effective, reliable
and safe therapy option to treat acute angioedema
attacks in patients with HAE.

No further financial guidance for 2018 is provided.



Going concern

Annual Report 2017

STATEMENT OF THE BOARD OF MANAGEMENT

The original copy has been signed by the Board of Management

Although the requirement to produce quarterly reports
has been discontinued under the new EU Transparency
Directive and the Amended Transparency Directive
Implementation Act, Pharming intends to continue to
provide quarterly operating and financial reports on a
voluntary basis.

Throughout 2018, starting with the quarterly report

for the first quarter to be published on 17 May 2018,
Pharming will report all financial figures in both euros
and US dollars. This decision reflects the growing impor-
tance of US dollars as a functional currency within the
group, and the appetite for Pharming information from
a much wider audience as the Company continues to
grow. A decision as to the presentation currency for
2019 will be taken later in the year once we can see how
the business is developing.

Pharming’s 2017 financial statements have been drawn up
on the basis of a going concern assumption.

The 2017 year-end cash balance of €60 million is expect-
ed to fund the Company for more than eighteen months
from the date of this report. The receipts from commercial
supply of product to our partners in Europe, the Middle
East, Latin America, South Korea and Israel and proceeds
from direct sales in the USA, Austria, France, Germany,
Luxembourg, the Netherlands and the United Kingdom
currently generate more cash than the Company requires
for day to day expenses or to supply those sales, and thus
the surplus cash generated will support our financial
reserves further.

Pharming has a history of operating losses. The Board

of Management, however, anticipates that it will shortly
reach the point where such quantities of RUCONEST® are
being sold (directly or by our partners) that the proceeds
to Pharming from such sales are more than sufficient

to meet our operating costs, finance costs and all other
cash requirements, including capital expenditure. This is
expected to occur within 2018.

Presently, no further assurance can be given both on the
timing and size of future profits and whether consistent
net profitability can be achieved on this basis. We remain
confident that the development of RUCONEST® will enable
this situation to occur.

In addition, in the event that the Company needs to raise
capital by issuing additional shares, shareholders’ equi-

ty interests may be diluted as to voting power, and their
interests as to value will depend on the price at which
such issues are made. The Company sees no need to raise
capital to support its current operations, but may take an
opportunity to do so in either equity issue or debt to sup-
port future expansion or costs if appropriate terms can be
obtained that are in the best interests of shareholders.

On the basis of the above and in accordance with best
practice 1.4.3 of the Dutch Corporate Governance Code
effective as of 8 December 2016, and Article 5:25¢ of the
Financial Markets Supervision Act, the Board of Manage-
ment confirms that:

@ This report provides sufficient insight into the nature
of the Company’s risk management and control sys-
tems and confirms that the control systems functioned
properly in the year under review;

@ The report also provides sufficient insights into any
failings in the effectiveness of the internal risk man-
agement and control systems;

@ The control systems provide reasonable assurance that

the financial reporting does not contain any material

inaccuracies;

@ Based on the current state of affairs, it is entirely ap-
propriate that the financial reporting is prepared on a
going concern basis; and

@ The report states those material risks and uncertain-
ties that are relevant to the expectation of the compa-
ny’s continuity for the period of twelve months after
the preparation of the report.

The Board of Management declares that to the best of its
knowledge and in accordance with applicable reporting
principles, the consolidated financial statements give

a true and fair view of the assets, liabilities, financial
position and profit or loss of the Group, and the Manage-
ment Report incorporated in this Annual Report includes
a fair review of the development and performance of the
business and the position of the Group, together with

a description of the principal opportunities and risks
associated with the expected development of the Group.
For a detailed description of the risk factors, we refer to
the ‘Corporate governance and risk management’ chapter
in this report.”

Leiden, 28 March 2018,
The Board of Management
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MANAGEMENT STRUCTURE

Pharming has a two-tier board structure, consisting of a
Board of Management (in Dutch: Raad van Bestuur) and
a Board of Supervisory Directors (in Dutch: Raad van
Commissarissen). In addition, an Executive Committee
sits immediately below the Board of Management and is
responsible to the Board of Management for day to day
operations in certain key functions.

MANAGEMENT POWERS AND FUNCTION
The Board of Management is entrusted with the manage-
ment of the Company and is responsible for the policy
and the central management of the Company under the
supervision of the Board of Supervisory Directors. The
Board of Management is authorised to commit the Com-
pany in contractual obligations to third parties. The Board
of Management has adopted the Board of Management
Regulations, which provide for certain duties, composi-
tion, procedures and decision-making of the Board of
Management.

The Board of Supervisory Directors is charged with
supervising the policy of the Board of Management and
the general course of the Company’s affairs and the
enterprise connected therewith. The Board of Supervisory
Directors assists the Board of Management by rendering
advice. In performing their duties, the members of the
Board of Management are obliged to act in the best
interests of the Company and the enterprise connected
therewith. The Board of Supervisory Directors has adopted
the Board of Supervisory Directors Regulations, which
provide for certain duties, composition, procedures and
decision-making of the Board of Supervisory Directors.

The members of the Board of Management and the
members of the Board of Supervisory Directors are
appointed at General Meetings of Shareholders from
nominations made by the Board of Supervisory Directors.
If the nomination comprises two or more persons for
each vacancy, the nomination shall be binding. In addi-
tion, the Board of Supervisory Directors is authorised to

make a non-binding nomination for a vacancy, consisting
of one person. If the Board of Supervisory Directors fails
to submit the nominations in time, the General Meeting
of Shareholders has the authority to appoint any person

it chooses. Notwithstanding the foregoing, the General
Meeting of Shareholders may at all times, by a resolution
adopted by a majority of the votes cast representing more
than one third of the Company’s issued share capital, de-
prive the nominations of their binding effect. The General
Meeting of Shareholders may adopt or reject a non-bind-
ing nomination by a resolution adopted with a majority of
the votes cast.

The members of the Board of Management and the
members of the Board of Supervisory Directors may at any
time be suspended or dismissed by a resolution adopted

by a majority of the votes cast representing more than one
third of the Company’s issued share capital. The members
of the Board of Management may also be suspended by
aresolution of the Board of Supervisory Directors. If in

the aforementioned cases, the quorum of one third of the
Company’s issued share capital is not met, a new meeting
will be convened in which a nomination can be rejected or a
dismissal or suspension can be resolved by a majority of the
votes cast.

EXeEcuTIVE COMMITTEE

The Company also has a senior management group which
supports the Board of Management in its work, which it
calls its Executive Committee. This is not an executive
committee in the sense implicit in the Dutch Corporate
Governance Code and is included here for reference only.
The Board of Management retains all executive
decision-making authority for the Company under the
supervision of the Board of Supervisory Directors.
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BOARD OF MANAGEMENT

DURING 2017, THE BOARD OF MANAGEMENT WAS COMPOSED OF THE FOLLOWING MEMBERS:

NAME POSITION MEMBER SINCE
Mr. Sijmen de Vries CHIEF EXECUTIVE OFFICER 13 OcToBER 2008
Mr. Bruno Giannetti CHIEr OPERATIONS OFFICER 1 DECEMBER 2006
Mr. Robin Wright CHIEF FINANCIAL OFFICER 28 OcTOBER 2015

EXECUTIVE COMMITTEE

DURING 2017, THE EXECUTIVE COMMITTEE WAS COMPOSED OF THE BOARD OF MANAGEMENT
PLUS THE FOLLOWING MEMBERS:

NAME POSITION
Mrs. Anne-Marie de Groot Senior Vice President Organisational Development
Mr. Paul Janssen Head of Non-US Commercial Operations
Mrs. Erica Kerkvliet Head of Research & Development
Mrs. Esther van Stralen Head of Technical Operations

Mr. Stephen Toor General Manager Pharming USA

BOARD OF SUPERVISORY DIRECTORS

TERM
Up to AGM in 2021
Up to AGM in 2019
Up to AGM in 2020

MEMBER SINCE
1January 2014
1January 2017
1January 2017
1January 2017

1January 2017

DURING 2017, THE BOARD OF SUPERVISORY DIRECTORS WAS COMPOSED OF THE FOLLOWING MEMBERS:

NAME POSITION MEMBER SINCE
Mr. Paul Sekhri Chairman 30 April 2015
Mr. Juergen Ernst Vice Chairman 15 April 2009
Mr. Jaap Blaak Member 23 May 2007
Mr. Barrie Ward Member 23 May 2007
Mr. Aad de Winter Member 15 April 2009
Mr. Jan Egberts Member 30 April 2015

TERM
UptoAGMin 2019
Upto AGMin 2021
Upto AGMin 2019
UptoAGMin2019
Upto AGMin 2021
Upto AGMin2019
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BOARD OF MANAGEMENT

Sijmen de Vries, MD MBA (1959)

Chairman of the Board of Management
and Chief Executive Officer

Dutch
13 October 2008

Mr. De Vries holds non-executive directorships in
Midatech Pharma plc and Sylus Pharma Ltd.

During 2017, Mr. De Vries was responsible for the overall
management of the Company, including specifically
commercial activities and animal welfare. Mr. De Vries has
extensive senior level experience in both the pharmaceuti-
cal and biotechnology industry. He joined Pharming from
Switzerland-based 4-Antibody where he was CEO.

Mr. De Vries has also been CEO of Morphochem AG and
prior to this he worked at Novartis Pharma and Novartis
Ophthalmics and at SmithKline Beecham Pharmaceuticals
plc where he held senior business and commercial
positions. Mr. De Vries holds an MD degree from the
University of Amsterdam and a MBA in General Manage-
ment from Ashridge Management College (UK).

Bruno M.L. Giannetti, MD PhD (1952)

Member of the Board of Management
and Chief Operations Officer

Italian
1 December 2006
Mr. Giannetti holds no other board positions.

During 2017, Mr. Giannetti was responsible for the
Company’s operations including research and development
and manufacturing activities as well as medical govern-
ance and non-clinical and clinical development, regulatory
affairs, drug safety, and medical information teams. He

has more than 25 years of experience in the pharmaceuti-
cal and biotech industry. Previously, he was the President
and founder of CRM Clinical Trials GmbH (now Topcro
GmbH), CEO of AM-Pharma B.V. and President and CEO
of Verigen AG. He has served as senior management con-
sultant for pharmaceutical R&D projects at Coopers &
Lybrand (in Switzerland and the UK). Mr. Giannetti was
also worldwide Vice-President Marketing and Medical In-
formation at Immuno, Austria and Head of Clinical
Research at Madaus AG. Mr. Giannetti holds a PhD in Chem-
istry and a MD PhD degree in Medicine from the University
of Bonn and has been appointed visiting Professor at the
Pharmaceutical Faculty of the University of Seville (Spain).

Annual Report 2017

Robin Wright, BA FCA (1964)

Member of the Board of Management
and Chief Financial Officer

British
28 October 2015
Mr. Wright holds no other board positions.

Mr. Wright is responsible for the financial management,
accounting and investor relations activities of the Com-
pany within the CFO role. He has extensive senior level
experience as a CFO of public companies in both the phar-
maceutical and biotechnology industries. He is a qualified
accountant and joins Pharming from Sweden-based
Karolinska Development AB (publ.) (KDEV: SS), where

he was CFO and Head of Business Development.

Mr. Wright was also CFO and Head of Business Develop-
ment at Orexo AB (publ.) (ORX: SS) in Sweden. Prior to
this, he worked in private equity and corporate finance
advisory roles, including long periods at Citibank
Salomon Smith Barney and Barclays de Zoete Wedd. He has
completed over 165 global license and M&A transactions

as well as many financing transactions within the pharma/
biotech sector. Mr. Wright holds a BA degree in Chemistry
from Oxford University and is a Fellow of the Institute of
Chartered Accountants in England and Wales in the UK.
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EXECUTIVE COMMITTEE

Anne-Marie de Groot (1981)

Title:

Member of the Executive Committee and

Senior Vice President Organisational Development
Nationality:

Dutch

Date of initial appointment:

1 January 2014

Mrs. De Groot is responsible for developing and executing
internal strategic development within the Company

to drive performance and identify and implement best
business practices, including continuous education and
alignment of the organization to be prepared to deliver on
new challenges. She has extensive and hands-on experi-
ence leading the Human Resources, Corporate Communi-
cations, Information Technologies and Support Services
groups and plays a key role in aligning talent to business
strategy, cultivating an environment of high employee
engagement and in developing the organizational design.

Mrs. De Groot has over 12 years of experience crossing the
full spectrum of the HR discipline including leadership and
talent development, talent acquisition, corporate culture
development, organization design and restructuring, merg-
ers and acquisitions, compensation and benefits, payroll
and performance management. She held various Human
Resources and Talent Acquisition positions at Randstad,
Janssen Pharmaceuticals (the pharmaceutical companies
of Johnson and Johnson) and Pharming. She holds a Bach-
elor in Social Work and a Bachelor in Human Resources
Management from Hogeschool Leiden.

Erica Kerkvliet (1968)

Title:

Member of the Executive Committee and
Senior Director of Research & Development.
Nationality:

Dutch

Date of initial appointment:

1 January 2017

Mrs. Kerkvliet is responsible for Pharming’s Research

and Development (R & D). She leads the research team,
the development teams (process development, analytical
development and non-clinical development) and the

R&D production team. In this role she is responsible for
developing new products by R&D. Furthermore, R&D
plays a key role in bringing new products to Technical
Operations and supports improvements in the production
of the current product RUCONEST®.

Mrs. Kerkvliet has been working at R&D departments

of various pharmaceutical and biotechnological
companies for more than 18 years and has more than

10 years of experience in leading various development
departments. As a result, she has extensive experience in
developing therapeutic proteins and vaccines for treating
various diseases. She studied Biology at the University of
Leiden and holds an PhD in Cell biology from the
University of Amsterdam.
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Stephen Toor (1971)

Title:

Member of the Executive Committee and
Senior Vice President and General Manager US
Nationality:

American

Date of initial appointment:

1 January 2017

Mr. Toor is responsible for Pharming’s US subsidiary,
Pharming Healthcare Inc (PHI). In this role he oversees all
aspects of PHI’s US operations including the commercializa-
tion of RUCONEST® for patients with hereditary angioedema.

Mr. Toor has over 23 years’ experience leading commercial
operations, brand launches and portfolios (rare disease,
biologics and small molecule) in Europe, globally and in
the US. His former companies include Pharmacia/Pfizer,
Schering-Plough/Merck and Bausch and Lomb. He holds

a BA (Hons) in European and American History from the
Manchester Metropolitan University.
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EXECUTIVE COMMITTEE

Esther van Stralen (1974)

Title:

Member of the Executive Committee
and Head of Technical Operations.
Nationality:

Dutch

Date of initial appointment:

1 January 2017

Ms van Stralen is responsible for the manufacture and re-
lease of all Phase 3 and commercial products according to
the required quality systems. In this role, Ms van Stralen is
responsible for leading the manufacturing facilities, down-
stream processing and quality control departments.

Ms van Stralen, has over 19 years’ experience including
more than 7 years in biopharmaceuticals. Her experience
encompasses the management of products, from early
development up to and including commercialization and
project management. Her leadership skills include com-
munication, change management, and collaboration with
cross-functional groups and external vendors. She holds a
PhD in Immunology from the University of Utrecht and a
Bachelor degree in Biotechnology from the Hogeschool in
Amsterdam.

Paul Th. Janssen (1969)

Title:

Member of the Executive Committee and Vice President
Commercial Operations Europe and Rest of World.
Nationality:

Dutch

Date of initial appointment:

1 September 2014

Mr. Janssen is responsible for all commercial operations in
Europe and Rest of World (exc. USA and Canada) to drive
performance of all direct Marketing and Sales organiza-
tions and support the growing professional partnership
networks in the world. He also holds the primary contacts
with the HAE patient associations in the world connected
under the HAEi umbrella.

Paul has extensive and successful experience in multiple
leadership roles (Business Unit Manager, Business Unit
Director, Managing Director within National and Europe-
an Boards) within Big Pharma (Merck Sharp & Dohme and
Bristol-Myers Squibb), Medical Devices (Menarini Diag-
nostics and Atrium Medical), Biopharmaceuticals (Baxter
Biosciences) and Biotechnology companies (ViroPharma
and Shire) in the rare disease field.

Mr. Janssen has over 22 years of experience in the global
pharmaceutical industry. He holds a Master’s Degree in
Economics and Business Administration of Maastricht
University and an MBA/MSc Degree of the Dual Degree
Program of Mannheim Business School and School of Eco-
nomics and Management of Tongji University (Shanghai).
Mr. Janssen is currently working towards a PhD (Econom-
ics) within the Institute of Family Business at the private
business school WHU Otto Beisheim School of Manage-
ment, Vallendar.
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Paul Sekhri (1958)

Title:

Chairman

Nationality:

American

Date of initial appointment:

30 April 2015

Other current board positions

Mr. Sekhri is a board member of Lycera Corp.

Mr. Sekhri has 30 years of operational experience in life
sciences with in-depth knowledge of multinational pharma-
ceutical and biotechnology markets and products. Mr. Sekhri is
currently President and Chief Executive Officer of Lycera Corp.,
a biopharmaceutical company developing breakthrough medi-
cines to treat cancer and autoimmune disease. Prior to joining
Lycera, Mr. Sekhri was Senior Vice President, Integrated Care
at Sanofi, where he led the creation of innovative solutions and
business models to meet patient needs. Previously, he served as
Group Executive Vice President, Global Business Development
and Chief Strategy Officer at Teva Pharmaceutical Industries
Ltd. Mr. Sekhri has held positions in small biopharmaceutical
companies, large and small pharmaceutical companies, and
venture capital/private equity firms, including TPG, Cerimon
Pharmaceuticals, Ariad Pharmaceuticals and Novartis AG. Mr.
Sekhri completed postgraduate studies in clinical anatomy and
neuroscience at the University of Maryland, School of Medicine
and received his BSc degree from the University of Maryland. In
addition to his board position with Lycera, he currently serves
on several public and private boards including Alpine Immune
Sciences, Compugen Ltd., Petra Pharma Corporation, Topas
Therapeutics GmbH and Veeva Systems, Inc.; as well as several
non-profit boards including Caramoor Music and Arts Center,
Young Concert Artists, Inc., the TB Alliance, the English Con-
cert in America, the Patrons Council of Carnegie Hall, the or-
chestra of St Luke’s, The Knights, and the Metropolitan Opera.

Jaap Blaak, MSc (1941)

Title:

Member and member of the Remuneration
Committee

Nationality:

Dutch

Date of initial appointment:

23 May 2007

Other current board positions

Mr. Blaak is co-founder & shareholder of VenGen Holding
B.V. and the founder & shareholder of TailWind B.V.

Mr. Blaak has held executive positions with Hoogovens,
Indivers N.V. and Interturbine Holding B.V. in the Neth-
erlands, U.S. Germany and Singapore. In 1983, he got
involved with the foundation of the MIP Equity Fund, one
of the largest venture capital groups in Europe, and was
appointed CEO in 1986. MIP made several investments in
Life Science companies and was the driving force behind
the BioScience Park in Leiden. Later on MIP merged with
the ABN AMRO Venture Capital Group to form Alpinvest.
Mr. Blaak has been an advisor to the Dutch Ministry of
Economic Affairs for the Biopartner and Technopartner
Program and other innovative projects related to Entre-
preneurship and Innovation.

Mr. Blaak holds an MSc in Physics and Business Econom-
ics from the Free University in Amsterdam and followed
the Advanced Management Program of the Harvard Busi-
ness School (AMP ‘81).
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Juergen H.L. Ernst, MBA (1939)

Title:

Vice Chairman, member of the Audit, Corporate
Governance and Remuneration Committees
Nationality:

German

Date of initial appointment:

15 April 2009

Other current board positions

Mr. Ernst is board member of the supervisory
board of Aeterna Zentaris Inc.

Mr. Ernst has extensive senior level experience in the field
of pharmaceutical development and marketing. From 1969
until 1989 he held several positions at Kali-Chemie AG
(subsidiary of Solvay SA), including Head of Pharmaceu-
tical Marketing and Head of Pharmaceutical Division. In
1989, Mr. Ernst continued his career at Solvay and held
several positions until he retired in 2004. Amongst others,
Mr. Ernst was chairman of the supervisory board of Aeter-
na Zentaris Inc., member of the board of Pharmaceutical
Division, CEO of Health Divisions, General Manager Phar-
maceutical Sector and supervisory director and member of
the Executive Committee. Mr. Ernst holds an ISMP Degree
from Harvard University and an MBA from the University
of Cologne.
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J. Barrie Ward, PhD (1938)

Title:

Member and Chairman of the Corporate

Governance and Remuneration Committees

Nationality:

British

Date of initial appointment:

23 May 2007

Other current board positions

Mr. Ward is a board member of ADC Therapeutics SARL.

Mr. Ward has a broad international network and experi-
ence in managing and financing biopharmaceutical compa-
nies. He has held senior management positions in the UK,
US and Singapore at several pharmaceutical and biotech-
nology companies, including Glaxo Group Research Ltd,
Virus Research Institute Inc., Avant Immunotherapeutics
Inc. and KuDOS Pharmaceuticals Ltd. and board posi-
tions at Cancer Research Technology Ltd., Spirogen SARL,
CellCenteric Ltd. and BergenBio AS. His most recent
senior management position was CEO of KuDOS Pharma-
ceuticals Ltd, which was sold to Astra-Zeneca in 2006. Mr.
Ward holds a PhD in microbiology from the University of
Bath, UK.

Jan Egberts, MD, MBA (1958)

Title:

Member and member of the Audit Committee

Nationality:

Dutch

Date of initial appointment:

30 April 2015

Other current board positions

Mr. Egberts is a board member of Agendia Inc. and supervi-

sory board member of CHDR, Implanet SA and Lead Pharma.

Mr. Egberts has over 25 years of executive experience in the
pharmaceutical and medical device sectors, most recently
as Chief Executive Officer at Agendia Inc., a molecular
diagnostics company. Prior to this, Mr. Egberts was Chief
Executive Officer of Octoplus N.V., a specialty pharmaceu-
tical company, which was acquired by Dr. Reddy’s Labo-
ratories Ltd. In 2013. Mr. Egberts also served as a senior
healthcare advisor for 3i Group plc, a private equity firm,
and as President, Chairman and Chief Executive Officer

of Novadel Pharmaceuticals Inc., where he developed a
portfolio of pre-clinical and clinical compounds, gaining
FDA approval for two compounds. In addition, Mr. Eg-
berts has held multiple business development and general
management positions at Johnson & Johnson, Merck & co.
and Mo6lnlycke Health Care. Mr. Egberts graduated from
Erasmus University Medical School in the Netherlands and
he obtained his MBA from Stanford after which he worked
as a management consultant for McKinsey & Co. Mr.
Egberts continues to serve on the supervisory board of
CHDR (Center for Human Drug Research) and Implanet SA.

Aad de Winter, LLM (1953)

Title:

Member, Chairman of the Audit Committee and
member of the Corporate Governance Committee
Nationality:

Dutch

Date of initial appointment:

15 April 2009

Other current board positions

Mr. De Winter holds no other board positions.

Mr. De Winter has extensive financial experience. He
started his career at AMRO Bank in 1980. He worked in the
areas of capital markets, investment banking and institu-
tional investor relationship management. In 1990, Mr. De
Winter became senior Advisor Corporate and Institutional
Finance at NIBC (formerly ‘De Nationale Investerings
Bank’).

As of 1998, Mr. De Winter was at NYSE Euronext (now
Euronext), Amsterdam responsible for advising and admit-
ting companies to the stock exchange in Amsterdam as Di-
rector Listing & Issuer Relations. As of January 2009, until
July 2015, Mr. De Winter was an Associate Partner at First
Dutch Capital, Amsterdam and from 2008 to end of 2013,
he was a member of the China and India working group at
the Holland Financial Centre which was, inter alia, focused
on attracting Chinese and Indian companies to a (cross)
listing on the Euronext Amsterdam. Since 2010 he is an
Associate Partner at Nederlandsche Participatie Exchange
(NPEX), an innovative online financing and trading
platform for securities of SME companies. Mr. De Winter
has more than three decades of experience in assisting
companies with stock exchange listings for various capital
markets instruments. He holds a law degree from Erasmus
University, Rotterdam, specialising in corporate law.
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Board of Supervisory
Directors: Committees

The Board of Supervisory Directors has appointed from
among its members an Audit Committee, a Remuneration
Committee and a Corporate Governance Committee.

THE AUDIT COMMITTEE

The Audit Committee consists of Mr. De Winter
(Chairman), Mr. Ernst, and Mr. Egberts. The tasks
performed by the Audit Committee include reviewing the
scope of internal controls and reviewing the implementa-
tion by the Board of Management recommendations made
by the independent external auditor of Pharming.

THE REMUNERATION COMMITTEE

The Remuneration Committee consists of Mr. Ward
(Chairman), Mr. Ernst and Mr. Blaak. The Remuneration
Committee advises the Board of Supervisory Directors
with regard to salaries, grants and awards under incentive
plans, benefits and overall compensation for the individual
members of the Board of Management.

The Board of Supervisory Directors decides upon
remuneration of the Board of Management. The
remuneration of each of the members of the Board

of Supervisory Directors is determined by the General
Meeting of Shareholders.

THE CORPORATE GOVERNANCE
COMMITTEE

The Corporate Governance Committee consists of
Mr. Ward (Chairman), Mr. Ernst and Mr. De Winter.
The Corporate Governance Committee is responsible
for monitoring compliance with the Dutch Corporate
Governance Code.
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TESTIMONIAL

Quality, Quality, Quality...

Pve been working for Pharming for a little over a year
now in the QA (Quality Assurance) department. My main
responsibilities include preparing product batches for
release and reviewing internal processes and procedu-
res. Together with the national Quality Assurance team
we carefully analyse all changes or anomalies at our
(QRB) Quality Review Board meetings to ensure that at
every stage of the production process is of high quality
and that the materials we use, the documentation we
follow and everything in between is handled with care.

Having worked in the pharmaceuticalindustry for over
30 years, my main interests have always been the GMP
(Good Manufacturing Practice) environment, the rules
and regulations that define and control all pharmaceu-
tical manufacturing. Working within GMP guidelines
allows me to make a contribution to the production of
medicines. At Pharming we work as a team to not only
follow the GMP regulations but to go above and beyond

and to innovate our quality protocols making sure we

provide the safest and most efficacious product possible.

Working at Pharming has inspired me. | do what |

do because Pharming produces a unique product.
Pharming is the only Dutch Bio-Pharma company that
has successfully seen its own product through
development, manufacturing and is now actively
distributing its own medicine.

We have to be sure that the product we release is, in
every stage of the process, of the highest quality. I think
it’s important that the patient feels assured that our
product is carefully controlled at each stage of the
production process.

We are building a platform for the future, we do
everything we can to make sure that we are providing
the best quality.
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CORPORATE GOVERNANCE

AND RISK MANAGEMENT
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CORPORATE GOVERNANCE

The Board wishes to draw attention to Pharming’s
compliance with the majority of the provisions in the
prevailing Corporate Governance Code. Details of
Pharming’s position regarding our formal Corporate
Governance Statement as required by Dutch law can
be found on our website: WWw.PHARMING.COM.

RISK MANAGEMENT AND CONTROL
Pharming’s Board of Management is responsible for
designing, implementing, and operating the Company’s
internal risk management and control systems.

The purposeis to provide reasonable assurance that
strategic, operational, financial and compliance objectives
can be met. The control systems are designed to manage
in an effective and efficient manner the significant risks to
which the Company is exposed and that provide reasona-
ble assurance that the financial reporting does not contain
any errors of material importance. The Company has
developed an internal risk management and control sys-
tem, based on the Five Components Cube of the Commit-
tee of Sponsoring Organisations of the Treadway Commis-
sion (COSO), that is tailored to the risk factors that are
relevant to the Company, allowing for its small size. Such
systems can never provide absolute assurance regarding
achievement of Company objectives, nor can they provide
an absolute assurance that material errors, losses, fraud,
and the violation of laws or regulations will not occur.

A summary of the risks that could prevent Pharming
from realising its objectives is included in the section
‘Risk factors’ of this report.

Our internal risk management and control
systems make use of various measures
including:

Annual evaluation by the Board of Supervisory
Directors of the realised objectives;

Periodical updates to the Board of Supervisory
Directors reviewing developments in the areas of
operations, finance, research and development,
business development, clinical development, and
investor relations;

Periodic operational review meetings of the Board of
Management with departmental managers;
Quarterly review of the financial position and projec-
tions as part of the meetings of the Board of
Management with the Board of Supervisory Directors;
A planning and control cycle consisting of annual,
quarterly and monthly procedures, including budgets
which incorporate both financial and operational
objectives, cash flow forecasts and subsequent
follow-up on achievements of targets set;

A whistle-blower’s procedure, which is published on
the Company’s website.

Regular meetings of the Audit Committee with each
of the Board of Management and the Independent
Auditor to discuss the financial results and the
controls and procedures;

Periodical update of the Risk Assessment by an
internal Risk Assessment Team.

The Company maintains records and
procedures designed to:

Ensure the maintenance of records that, in reasonable
detail, accurately and fairly reflect the transactions
and disposition of the assets of the Company;

Provide reasonable assurance that transactions

are recorded as necessary to permit preparation of
financial statements in accordance with generally
accepted accounting principles, and that receipts

and expenditures of the Company are being made
only by authorised employees in accordance with
documented authorisations;

Provide reasonable assurance regarding prevention or
timely detection of unauthorised acquisition, use or
disposition of the Company’s assets that could have a
material effect on the financial statements.

The internal risk management and control systems

of the Company are regularly discussed by the Board

of Management with the Board of Supervisory Directors,
its Audit Committee and Corporate Governance
Committee and, in addition, procedures and controls
are reviewed and areas requiring improvement are
identified in audits from external parties, for example
financial and it experts, including findings in the internal
controls regarding financial reporting reported in the
Management Letter of the independent external auditor.

Pharming is subject to many risks and uncertainties that
may affect its financial performance. If any of the events or
developments described below occurs (see Risk factors),
Pharming’s business, financial condition or results of
operations could be negatively affected. In that case, the
trading price of the shares could decline and investors
could lose all or part of their investment in the shares.

With respect to the financial reporting risks reference is
made to the ‘Statements of the Board of Management’ in
this report. Refer to the ‘Notes to the consolidated financial
statements’ under Note 31: ‘Financial risk management’.
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Risk factors
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Strategic Risks
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In the description of the risk factors below we focus on
the risks we consider the main threats to achievement of
our objectives. We describe these risks together with the
risk-mitigating actions we have taken to address them.

To determine if a risk is acceptable, the Board of
Management conducts a risk assessment to identify the
level of risk the Company deems acceptable to achieve

its objectives. The risk assessment is based upon our
strategic goals, our business principals, our policies and
procedures, and taking into consideration the highly-regu-
lated markets we operate in.

Our risk appetite differs per risk type:

Strategic risks: we aim to deliver on our strategic
ambitions and priorities, and are willing to accept
reasonable risks to achieve this;

Operational risks: we face operational challenges
which require an appropriate level of management
attention. The overall objective is to avoid risks that
could negatively impact on our goal to achieve
operational efficiency, while ensuring our quality
standards are unaffected;

Financial risks: our financial strategy is focused on a
strong financial position and creating long-term value
of our shareholders, so the objective is to avoid risks

which could negatively i