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FAIR VALUE RANGE

Low expectations with underestimated potential
Annexin Pharmaceuticals has been off to a tough start following their IPO in April 2017.
Missed timelines and a low-risk sentiment of early-stage biotech companies have probably
been significant factors in that the stock is down more than 50 percent from the IPO.
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ANXV is risk-reduced in the early stages
Annexin Pharmaceuticals recently announced that the preclinical package had been
completed. A phase I study in healthy volunteers is expected to start in Q4’18. We see good
prospects for successful completion of phase I with ANXV; it is based on an endogenous
(body’s own) substance, Annexin A5, that has been used extensively in patients for
diagnostic purposes. We believe that successful completion of phase I and initiation of
phase II at the beginning of 2020 are important value drivers; clinical advancement with
ANXV likely increases the value of the project per se. In addition, it also increases the
attractiveness in indications where Annexin Pharmaceuticals seek a license partner.
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REDEYE RATING

Low competition on the market (and with the possibility to take it to market on its own)

Redeye initiates coverage of Annexin Pharmaceuticals
We use a discounted cash flow model to value the ANXV project. Our fair value amounts to
SEK 7 per share in Base Case. Our Bull and Bear Case amounts to SEK 35 and SEK 3.5,
respectively. The large span should be viewed both in the light of the high development risk
in the later clinical stages but also, not at least, its multi-indication potential.
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In the company’s prioritized indication, Retinal Vein Occlusion (RVO), the market is
characterized by clear medical needs and limited competition regarding disease-modifying
treatment. We see also a case for Annexin Pharmaceuticals to go to market using internal
resources. We estimate peak sales potential of USD 700 million for RVO alone.
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Management

Annexin A5 is a fascinating protein that is to a large extent under Annexin Pharmaceuticals
exclusive control to evaluate the full potential of. It offers unique properties that are well
requested for the treatment of cardiovascular diseases.
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Investment Case
Low expectations on a plummeted stock
Annexin Pharmaceuticals stock was off to a tough start following the IPO in April 2017. The
stock price erosion has been partly deserved, because of the missed timeline in development.
The share price is down
more than fifty percent
since the IPO in 2017

Furthermore, it is our view that Annexin Pharmaceuticals is rather unknown to many
investors, reflected in lower trading volumes. We argue that the early stage (currently in late
preclinical phase) and the nature of “one-trick-pony”-companies are holding back a large part
of the retail sector from investing into the stock. We believe that it is a misconception in the
Annexin Pharmaceuticals investment case.

ANXV is risk-reduced in the early stages
Annexin Pharmaceuticals recently announced the completion of the preclinical safety
studies. We anticipate the release of study design in the near-term and a subsequent start of
the phase I study in Q4’18. As ANXV is a biologic, based on an endogenous protein and has
been used extensively in patients for diagnostic purposes, we believe there are good
prospects for successful phase I study results. We have estimated a phase success of high
75 percent in phase I.

Phase I study likely to
start in Q4’18

We believe that the successful completion of phase I and initiation of phase II at the
beginning of 2020 are important value drivers for the ANXV project. In addition, it also
increases the attractiveness for a partnership interest, which is of relevance both in the
company’s prioritized indication, Retinal Vein Occlusion (RVO), but especially for the larger,
cardiovascular indications where ANXV is of interest; Peripheral Arterial Occlusive Disease
(PAOD) and Acute Coronary Syndrome (ACS). Those indications currently come free of
charge as we focus on RVO in our valuation model.

ANXV is versatile and offers an immense potential in many indications…
ANXV has a promising
therapeutic potential in
several cardiovascular
indications

The company is in a
good position to
evaluate the full
potential of ANXV

Annexin A5, the endogenous (body’s own) substance that ANXV is based on, is a fascinating
protein. It has in several studies in animal models (in-vivo), and ex-vivo studies on patients
showed a promising therapeutic potential, linked to its properties as an anti-inflammatory,
immediate cell-repair, anti-coagulant, and anti-thrombotic. These properties are well
requested for the treatment of cardiovascular diseases.
The use of Annexin A5 as a therapeutic is to a much extent under Annexin Pharmaceuticals
exclusive control, protected by several use patents in cardiovascular diseases and other
therapy areas. The company has also a patent-protected manufacturing process of
producing recombinant human Annexin A5 – a very complicated process where Annexin
Pharmaceuticals has demonstrated that they are now able to produce ANXV in large-scale by
GMP. If the promising therapeutic role of Annexin A5 would play out in the clinic, the
manufacturing process itself is a major value driver. Furthermore, with world-leading
expertise in the Annexin A5 field, the company is in a good position to evaluate the full
therapeutic potential of ANXV.

… but with a closer look at the eye
RVO is a vascular disorder that affects an artery or a vein in the eye. We find this indication to
be attractive for a company like Annexin Pharmaceuticals; the competition is low, there is no
treatment to date or active clinical program than ANXV that has a potential disease3
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modifying effect, and Annexin Pharmaceuticals could potentially go to market on its own in
this indication. We estimate peak sales potential of USD 700 million for RVO alone.

Valuation Summary
We initiate coverage of
Annexin
Pharmaceuticals with a
Base Case valuation of
SEK 7 per share

Our Base Case amounts to SEK 7 per share. It offers an upside of more than 60 percent. The
stock has been under almost constant pressure since the IPO and is currently valuing
Annexin Pharmaceuticals at an EV of SEK 35 million, which we believe reflects an attractive
risk/reward compensation. We argue that the last month's positive news has not been fully
appreciated by the stock market and positive momentum is likely to continue as the company
prepare for and initiate clinical development.
In our pessimistic scenario, we include the risk for delay within RVO and a smaller
addressable patient group. In our optimistic scenario, we include the possibility that Annexin
Pharmaceuticals take ANXV to market on its own within RVO and pursue a clinical trial with
Sickle Cell Disease as well. The strategy with an internal go-2-market strategy within RVO
offers a tremendous potential but also requires extensive investments over time. In summary,
our Bear and Bull Case amounts to SEK 3.5 and SEK 35 per share, respectively.

Bear points
To give a dynamic view to our investment case, we have listed the key risks we see in the
investment case. The first bear point is short-term oriented where the latter two are related to
the long-term prospects of the company.
The latest rights issue was unsubscribed – overhang risk does exist
In the latest rights issue, almost half landed on the guarantors, and there could be some
overhang pressure in the near-term. It also brings with it the risk for the company that the
options program outstanding (TO2) will not be in-the-money (SEK 4.40 per share) when it
expires in March 2019. A full subscription of the TO2 program would fund the company with
an additional SEK 25 million, our estimate, in that case, is that a new funding issue could take
place before the phase II trial, at the end of 2019. If TO2 expire out-of-the-money, a new
funding series would likely have to take place in the first half of 2019.
To find a therapeutic home for Annexin A5 could become a challenge
ANXV is in the early stages of development, and we see a good probability of phase I
success. After phase I, as ANXV is a promising treatment in a wide array of indications, in
small as well as in large patient groups, it could become a challenge to find a clear clinical
development path. It will require quite some maneuvering, timing, and skills by the
management team of Annexin Pharmaceuticals to find a strategic direction that maximizes
project value.
The company is largely dependent on key competencies within the firm
Annexin Pharmaceuticals is highly dependent on its CMO Anna Frostegård and CEO, Jamal
El-Mosleh. CMO Frostegård possesses world-leading expertise in the Annexin A5 field. After a
few rotations on the CEO chair, the company has now got a CEO (El-Mosleh) with extensive
experience from biotech and early-stage development.

4
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Company description
Annexin Pharmaceuticals is a world-leading, biotech company within the Annexin A5 field.
The Stockholm-based company was founded in 2014 by Doctor Anna Frostegård and
Professor Johan Frostegård, who pioneered the therapeutic potential of Annexin A5 in 2005.
Annexin Pharmaceuticals lead candidate, ANXV, is a recombinant human Annexin A5. The
drug candidate is currently in the planning stage for phase I initiation. ANXV has the potential
to become a first-in-class therapy, i.e., the first product on the market with a unique
mechanism of action, in several cardiovascular diseases.
The company has an agile organization that works in close collaboration with a wide network
of external and experienced consultants. Annexin Pharmaceuticals is listed on the OMX
Nasdaq First North market since April 2017.
Annexin Pharmaceuticals: A selection of investor highlights
2014 - Annexin Pharmaceuticals is founded.

2015

- The company acquires the rights to a development program within the Annexin A5 field
from Medirista AB.
- Thomas Andersson is appointed as CEO.
- Annexin Pharmaceuticals receives SEK 500.000 in research-based funding from Vinnova to
study ANXV in hemorrhagic.
- The company acquires the patent family ANX05, protecting the use of Annexin A5 within
other autoimmune/Inflammatory diseases.

2016

- Annexin Pharmaceuticals raises SEK 1.5m in a share issue addressed to new as well as
existing shareholders.
- Annette Colin Lövgren is appointed CEO.
- The company raises another SEK27.4m in a combined share and offset issue.
- Cell line (E.coli) is optimized for large-scale manufacturing at Richter-Helm Biologics GmbH
& Co KG in Germany, and an agreement for the large-scale production of ANXV is signed at
the same time.
- ANXV is manufactured for safety studies.
- New indications are identified, particularly within rare vascular disease area.

2017

- In April, Annexin Pharmaceuticals is listed on First North, and the company raises SEK 50m
in the IPO.
- Patents within the patent family ANX02 are approved in the US, protecting Annexin A5 as a
treatment within ischemic heart diseases.
- Annexin Pharmaceuticals announces that it is the first company in the world with a largescale production process for Annexin A5 by GMP requirements.
- Carl-Fredrik Lindner is elected Chairman of the Board.
- Jamal El-Mosleh is appointed CEO.

2018

- The company chooses ophthalmology as its main therapeutic area and announces that
they intend to develop ANXV for the treatment of Retinal Vein Occlusion (RVO). At the same
time, they announce the in-licensing of a US patent protecting Annexin A5 as a treatment for
RVO.
- The company announces that it has received preliminary approval from the European
Patent Office (EPO) regarding the patent application of the production process of ANXV
- Annexin Pharmaceuticals raises SEK 52m in a rights issue.
- Annexin Pharmaceuticals appoints Susan Suchdev as Chief Operating Officer.
- In August, Annexin Pharmaceuticals obtains final approval from EPO for the protection of
the manufacturing process.
-In September, Annexin announces that it has completed its safety studies and are preparing
for a phase I study with ANXV.

Source: Annexin, Redeye Research

5

REDEYE Equity Research

Annexin Pharmaceuticals 26 September 2018

Annexin A5 – an endogenous protein with unique characteristics

Lead candidate, ANXV,
is recombinant human
protein Annexin A5

Annexin A5 binds with
strong affinity to
stressed, damaged, and
dying cells

Annexin Pharmaceuticals is developing their biologic drug candidate ANXV, which is a
recombinant human protein, based on Annexin A5. This protein is abundant in endothelial
cells and thrombocytes. Endothelial cells exist in the blood vessels, where they constitute the
interface between the blood and the blood vessel wall, while thrombocytes are part of the
blood. ANXV has the potential to treat several diseases, mainly in the cardiovascular field.
Historically, Annexin A5 has been used as a diagnostic tool and as a biomarker due to its
strong affinity to a phospholipid; phosphatidylserine (PS). During the 90’s, researchers found
that PS was present on the surface of stressed/damaged cells or cells undergoing
programmed cell death (apoptosis). By attaching Annexin A5 onto a radionuclide (radioactive
isotopes with a short half-life) or a fluorescent dye, researchers managed to depict these
cells on a molecular level. This progress has resulted in a deeper understanding of cells
undergoing apoptosis. The process of apoptosis is seen in many cardiovascular diseases,
where an increased level of apoptosis cells often can be seen.
We believe it is fundamental to understand the traditional use of Annexin A5 as a molecular
diagnostic agent since it has been given to patients for this purpose for many years. The
protein has so far been well tolerated among patients, no specific safety concerns are
identified.

Since 2005, there has been a shift of focus in the scientific publications within the Annexin A5
field. Several research reports, both from independent research groups and researchers with
a close connection to Annexin Pharmaceuticals, have in proof-of-principle studies (both invivo and ex-vivo) demonstrated unique characteristics of Annexin A5. The results have
reinforced the therapeutic potential of the protein. The unique characteristics have mostly
been related to:
Annexin A5 has shown
unique characteristics in
preclinical- and ex-vivo
studies

•

The protein’s immediate ability to repair damaged cell membrane

•

The role of Annexin A5 as an anti-thrombotic and molecular protective shield

•

The protein’s ability to act anti-inflammatory in the long run

6
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Immediate ability to repair damaged cell membrane

Several investigational
studies have confirmed
Annexin A5 to act
immediately in the repair
of damaged cell
membrane

By transforming into a 2D trimer shape on cell membrane with PS, Annexin A5 has been
shown to have an immediate and active part in the healing process of the damaged cell
membrane, thereby prevent from tear expansion and cell death. Damaged cell membrane
was not shown to repair where Annexin A5 was de-activated. The reported results were
considered so important that further research regarding the therapeutic potential for cell
repair of Annexin A5 was proposed. (Bouter et al., 2011)
Another study on damaged trophoblast cells revealed similar results. In this study, damage to
the cell membrane was induced by laser irradiation, and then a comparison of cell response
was made between cells with Annexin A5 and cells without the protein. The results showed
that endogenous Annexin A5 promotes healing by interacting with the cell membrane, just a
few seconds after the damage has occurred. (Carmeille et al., 2015)

Anti-Thrombotic and molecular shield
Annexin A5 is an anticoagulant and antithrombotic – desired
characteristics for
treatment of
cardiovascular diseases

Annexin A5 has an anti-coagulant and anti-thrombotic effect. By building a shield around cell
surfaces that stimulate the coagulation process, the protein has been shown to stop the
thrombus formation in critical biological processes, for example in the placenta. An antithrombotic mechanism is of great importance to treat cardiovascular diseases. (Gerke, Moss,
2002)

Anti-Inflammatory effect
A common animal model to understand Annexin A5s anti-inflammatory effect has been to
induce atherosclerosis in mice. Atherosclerosis is an anti-inflammatory disease that presents
with a plaque in the artery walls. The plaque constitutes a combination of fat, inflammatory
cells, and debris. Further, atherosclerosis is one of the most common causes of myocardial
infarction and ischemic stroke. Preclinical results have shown that Annexin A5 can reduce
these plaques by 59 percent in the intima (see figure below).

7
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Other studies have shown that Annexin A5 has been able to systemically reduce
proinflammatory proteins by 66 percent on average in comparison to the control group. The
adhesion of endothelial cells to macrophages and leukocytes was also decreased as an
effect of the treatment. An increased endothelial function is an important therapeutic factor
in cardiovascular diseases. (Ewing et al., 2011) Other results have also shown that Annexin
A5 can reduce pro-inflammatory effects by blocking the signaling pathway of proteins that
promotes gene expressions and cause the production of cytokines. Thus, our interpretation is
that Annexin A5 acts both locally and systemically to induce its anti-inflammatory effect.
The idea to induce an anti-inflammatory response to cardiovascular disease has been
hypothesized for a long period without any clear breakthroughs. However, the cardiovascular
landscape was subject to a real game-changer in 2017 when Novartis presented positive topline results in the CANTOS trial with its biologics, Canakinumab. The CANTOS-trial was
designed to test the inflammatory hypothesis in atherothrombosis and involved over 10.000
patients studied over two years. Canakinumab is a monoclonal antibody targeting the
pathway of proinflammatory cytokine interleukin-1β without affecting lipid levels. We found
the interleukin-1β to be specifically interesting, as the cytokine induces a procoagulant effect
(Annexin A5 has anticoagulant properties) and promote leukocyte and monocyte adhesion to
endothelial cells (Annexin A5 is overexpressed in endothelial cells). The results revealed that
therapy with Canakinumab led to significantly lower levels of cardiovascular events
compared to placebo. Even though Canakinumab is a monoclonal antibody with a different
mechanism of action, we believe the CANTOS trial has confirmed ANXV as a therapeutic
rationale to be developed in cardiovascular diseases.

8
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A relevant question is why Annexin A5 has not yet been given as a treatment or is in clinical
development, considering that a shift from diagnostic purposes to therapeutic efficacy has
been widely recognized in proof-of-principle preclinical studies for almost 15 years (of which
Annexin Pharmaceuticals co-founders have been pioneers – more about that below). It is to
be emphasized that the leading know-how in the Annexin A5 field is centered to a mere few
worldwide, of which co-founders of Annexin Pharmaceuticals are included in that group. The
co-founders have built strong patent protection around Annexin A5 and started to do it even
before Annexin Pharmaceuticals was founded.
From an investor point of view, we also believe it is partly related to the bigger focus in other
types of biologics, such as antibodies and vaccines, in the recent decade. However, there are
several relevant examples of recombinant proteins that sell for billions of dollars annually.

ANXV - competitive advantages
In summary, Annexin A5 has unique properties such as immediate cell membrane repair,
antithrombotic and molecular shield properties, and short and long-term anti-inflammatory
effect. We also see ANXV as risk-reduced from a safety and tolerability perspective. It is
based on recombinant human Annexin A5 that has been used in hundreds of patients for
diagnostic purposes.
Annexin
Pharmaceuticals has
built high thresholds
around ANXV

In the specific case of Annexin Pharmaceuticals, we have further identified that their
competitive advantages lie in the four pillars; world-class know-how, scale-up of the supply
chain process, strong patent protection, and a clear scientific rationale to treat the acute
stage of cardiovascular diseases.

World-class know-how within the Annexin A5 field
We argue that Annexin Pharmaceuticals has world-leading expertise in the Annexin A5 field. It
is internally related to the scientific expertise in Annexin A5 and know-how of the
manufacturing process of ANXV. Externally, Annexin Pharmaceuticals has access to key
opinion leaders.

World-Leading knowhow within Annexin A5
is one of the company’s
key competitive
advantages

In the wake of the scientifically enhanced appreciation for the use of Annexin A5 as a
therapeutic, Annexin Pharmaceuticals co-founders CMO Anna Frostegård and Board member
Johan Frostegård have been pioneers. In their study on women with systemic lupus
erythematosus (SLE), they investigated the role of what it is in the blood that causes
cardiovascular complications, and specifically the role of Annexin A5 binding to endothelial
cells. 26 women with SLE and a history of cardiovascular disease were compared to a control
group of 26 women with SLE erythematosus without any history of cardiovascular disease.
The study also contained a second population control group of healthy women (n=26).
Findings revealed a significant, decreased binding of Annexin A5 to cultured endothelial cells
in the SLE group with cardiovascular disease compared to the control groups, suggesting it
may be an important mechanism in these patients. The results also showed that decreased
binding of Annexin A5 is a factor in atherothrombosis in large arteries. (A Cederholm et al.,
2005) Their findings were among the first to link the role of Annexin A5 to cardiovascular
diseases which have later been confirmed by other study groups.
Doctor Anna Frostegård and Professor Johan Frostegård have since published more than ten
scientific papers on Annexin A5s role in cardiovascular diseases. Annexin Pharmaceuticals
also has a formal collaboration with Chris Reutelingsperger, a key opinion leader within the
Annexin A5 field. The leading know-how within the company also includes the large-scale
manufacturing process of ANXV.
9
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Scale-up of the supply chain process
A recombinant protein is produced by inducing DNA into a host cell, E.coli in the case of
ANXV, that starts to encode for that DNA protein. The process involves many critical steps
and hurdles to surpass to produce batches time- and cost-efficiently, with high yield, and high
purity.
To produce recombinant
human Annexin A5 is a
complicated process
with major hurdles along
the way…

… Annexin
Pharmaceuticals can
produce large-scale
recombinant human
Annexin A5 – a major
milestone achieved

The manufacturing
process is patent
protected

Recombinant human Annexin A5 has been extensively used in lab-scale and preclinical
settings in batches of approximately one liter. However, the manufacturing of recombinant
human Annexin A5 in preclinical settings represents not even a fraction of the size of batches
produced needed for commercial purposes. As far as we are aware, Annexin
Pharmaceuticals is the only company that can produce recombinant human Annexin A5 in
large scale – a major milestone achieved for the company.
Another challenge in the scale-up process is to produce according to GMP standards. GMP
are requirements by authorities to make sure the patient receives the correct drug with high
quality. Every step in the supply chain process of a biopharmaceutical is embodied by GMPstandards. Annexin Pharmaceuticals announced already in September 2017 that they were
able to produce recombinant human Annexin A5 according to GMP.
Even though the production of ANXV is outsourced to CROs, Annexin Pharmaceuticals owns
and controls the manufacturing process; exclusive rights, as well as leading know-how, is
held within the company. At the end of August 2018, Annexin Pharmaceuticals announced
that they had obtained patent protection from the European Patent Office (EPO) for the
manufacturing process of ANXV in Europe. The patent protection covers the manufacturing
process until at least 2035. The final patent approval from EPO was an important milestone
for the company. We believe the protection of exclusivity of the manufacturing process will
be strengthened even further should the patent applications be approved in other key regions
as well.

Method of use patents
Annexin Pharmaceuticals has a patent portfolio that comprises nine patent families including
21 patent approvals as well as several patents pending. In addition to patent protection of the
manufacturing process, Annexin Pharmaceuticals has a comprehensive method of use
patent in various indication areas.

We hope to see a further extension of the method of use patent portfolio; we believe for
instance that such could be highly relevant for the treatment of SCD. It is an indication that
we believe is highly interesting and perhaps first in the queue if the prioritized indication, RVO,
will not play out.
10
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In Annexin Pharmaceuticals prioritized indication, RVO, the company in-licensed an exclusive
method of use patent at the beginning of 2018, following the company’s strategic review. The
patent was in-licensed from a French research organization with whom Annexin
Pharmaceuticals has a preclinical research collaboration. The method of use patent covers
the US market to 2033 (all RVO types) and where licensee will obtain royalties on future sales
of one percent.
We argue that Annexin Pharmaceuticals method of use patents come as a bonus on top of
the patent protection of the manufacturing process. The patent protection of the
manufacturing process is what we believe in giving Annexin Pharmaceuticals a true
competitive edge.

A strong clinical rationale to treat acute stage of cardiovascular disease
In addition to the scientific, therapeutic rationale of Annexin A5, it is our view that there is
scientific evidence to both administer Annexin A5 in patients and to treat the acute stages of
diseases.
A clear scientific
rationale to treat
cardiovascular patients
acutely

In an animal model, treatment with Annexin A5 showed decreased levels of cytokine
expression as well as an improved cardiac function. Perhaps more interestingly, the survival
rate was improved regardless if it was given directly after induced endotoxemia, or after four
hours. (Arnold et al., 2014) We state that these results validate ANXV’s potential as an acute
treatment for patients with cardiovascular diseases. The study could be considered to
resemble a clinical setting as a treatment in acute stages often occurs with some delay.
We would also like to highlight a recent publication from a Dutch study (de Jong et al., 2018).
The study investigated Annexin A5s therapeutic role in myocardial reperfusion injury in a
mice model. Treatment with Annexin A5 was given shortly after the injury. It resulted in an
almost 30 percent reduction of infarct size and 30 percent in increased heart function in the
treatment group compared to the control group. We argue that this study also resembled a
clinically relevant setting as treatment was started post-reperfusion. The authors suggested
that the reduced infarct size was most likely due to the attenuation of the inflammatory
response.

Scientific evidence that
the levels of Annexin A5
impact the disease
pathology – ANXV is
given to supplement
Annexin A5 to patients

There is further scientific evidence that the levels of Annexin play a key role in the disease
pattern. Low levels of Annexin A5 is prone to myocardial infarction at an early age as it
promotes a procoagulant trend (Roldan et al., 2002). Furthermore, it might be sufficient to
elevate the plasma concentration of Annexin A5 to normal human levels to observe treatment
effect (Ewing et al., 2011).
Retinal Vein Occlusion

Retinal Vein Occlusion is
one of the most
common causes of
blindness

Following a strategic review within the company, Annexin Pharmaceuticals announced in
March 2018 that it would prioritize a vascular disorder of the retina called Retinal Vein
Occlusion (RVO). The retina is a tissue layer in the back of the eye that senses light and
provide images to the brain. RVO occurs when red blood cells shape a clot in an artery or a
vein in the eye, hence causing a blockage, followed by an inflammatory response that forms
new blood vessels. It is the second most common cause of visual loss due to retinal vascular
disease, after diabetic retinopathy.
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RVO can be sub-divided based on where the blood clot occurred and based on the degree of
blood non-perfusion through the veins or arteries.
If the blockage occurs at the crossing of an artery and a vein, it is referred to as Branch
Retinal Vein Occlusion (BRVO). If the blockage occurs in a central vein of the retina, it is
referred to as Central Retinal Vein Occlusion (CRVO). A third classification into Hemiretinal
Retinal Vein Occlusion (HRVO) can also be made and behaves like an intermediate between
CRVO and BRVO. The distinction between CRVO and BRVO is important to make because
CRVO is the more severe type. It is subject to greater visual loss and poorer prognosis of
recovery. ANXV aims to develop against both CRVO and BRVO.
If there is significant pressure on the capillary system that areas have poor or no blood flow,
the condition is stated to be ischemic. This condition has a poorer prognosis than nonischemic RVO, a condition where there are no areas of non-perfusion.

The Annual incidence and risk factors of RVO
As ANXV is intended for acute treatment, we find it more relevant to give guidance on the
annual incidence of RVO than the overall prevalence. Whereas CRVO is the more severe type
of RVO, the annual incidence of BRVO is three to four times more common. A few populationbased studies have been made in the recent decade to calculate the annual incidence of RVO
patients. Two of the most comprehensive population-based studies are “The Blue Mountains
Eye Study” (Cugati et al., 2006) and “The Beaver Dam Eye Study” (Klein et al., 2008).
The Blue Mountain Eye Study (2006) studied a total of 3.654 residents aged 49 years and
older during the 90s and at the beginning of the 21st Century. The results revealed that the 10year cumulative incidence was 1.6 percent, or 0.16 percent on the average annual basis.
Significant predictors for developing incidence of RVO were older age, increase in mean blood
pressure, and atherosclerotic retinal vessel signs.
The Beaver Dam Eye Study (2008) had comparable results (n=4.068). The 15-year cumulative
incidences of BRVO and CRVO were 1.8 percent and 0.5 percent respectively. Converted to an
annual incidence of both types, it is 0.15 percent on average. The conclusion from this was
that RVO is not uncommon at population older than 65 years and that it is a cause of
significant loss of vision. Risk factors associated with RVO were, for instance, age, glaucoma,
and retinal focal arteriolar narrowing. The Beaver Dam Eye Study did not find a relationship
with cardiovascular disease which is in contrast to previous studies, e.g., The Blue Mountain
Eye Study did see a relationship to atherosclerotic retinal vessel signs. The authors discuss
that this finding may be due to selective survival, meaning that the patients with the
cardiovascular disease died before follow-up.

Diagnosis of RVO
The diagnosis of RVO often starts with a clinical examination (the retina specialist often
inspects the eye using an ophthalmoscope). The symptoms experienced by the patient are
some change in vision. As retinal disorders may arise as a secondary to another disease,
such as diabetes, it is important that the doctor control for the whole disease pattern.
To confirm the diagnosis, differentiate between retinal subtypes, and rate the severity of the
disease, retina specialists use optical coherence tomography (OCT) and fluorescein
angiography (FA). FA is a medical procedure to examine the blood circulation and
differentiate between ischemic or non-ischemic RVO. OCT is a technique where coherent light
is used to help ophthalmologists to see the retina’s distinctive layer and help the examiner
measure the thickness.
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Current treatment standard in RVO
No current treatment is today able to directly dissolve the blockage that causes the vein
occlusion, although it has been theoretically stated that visual improvement should occur if
the blockage could be diverted (Ip & Hendrick, 2018). There have been surgical, laser
treatment, as well as pharmacologically attempts aimed directly at the vein occlusion, but it
has not proven to be successful. In the case of surgery, it has also been associated with risks
that this treatment paradigm has been abandoned. According to Ip & Hendrick (2018), the
limitations in these strategies seem to result from complications of the intervention
performed. Of the pharmacological attempts, we are aware of just one pilot study, and it had
a different mechanism of action than ANXV (Feltgen et al., 2007).
Current treatment within
RVO is aimed at the
secondary outcome;
macular edema

Standard of treatment of RVO is directed towards the swelling of the macula following RVO; a
condition called Macular Edema from Retinal Vein Occlusion (ME from RVO). It is known that
85 percent of the BRVO- and 75 percent of the CRVO-patients develop ME within two months
from diagnosis. 50 percent of the BRVO population experience visual impairment following
ME, the corresponding figure for CRVO is 100 percent.

-

Anti-VEGF therapy

The most common treatment class to date in ME from RVO is anti-VEGF therapies by
intravitreal injections (needle directly into the eye under local anesthesia). ME from RVO
causes an upregulation of the inflammatory cytokine Vascular Endothelial Growth Factor
(VEGF). To prevent the growth of new blood vessels, the anti-VEGF drugs induce an antiinflammatory response to cytokine production. Anti-VEGF agents are offered the patients to
stabilize visual loss. Some newer drugs in the anti-VEGF class have shown in trials that
treatment can also improve visual acuity scores. But this effect tends to weaken in the longterm, and there has also been an inconsistent outcome among RVO patients.

-

Corticosteroid (Dexamethasone)

Patients that respond inadequately to ant-VEGF therapies are often introduced to a non-drug
class as second-line treatment; laser therapy. Corticosteroids, despite being introduced on
the market earlier than anti-VEGFs, is often offered as an alternative to patients that do not
respond adequately to anti-VEGFs nor laser therapy. Further, it is also offered later in the
treatment algorithm.
Like anti-VEGFs, corticosteroids are aimed at the inflammatory state following RVO. It is
either injected or implanted directly into the eye. The preferred choice of anti-VEGF over
corticosteroids is due to a better side effect profile of the first; risks associated with
corticosteroids include an increased risk for glaucoma, cataracts, and increased intraocular
pressure.

Burden of RVO
RVO affects the quality
of life negatively for
patients

RVO is a common cause of vision loss and lacks good treatment. Patients with RVO report a
lower quality-of-life. There is a limited body of literature that has reported on the society’s
burden of cost for the disease. A retrospective cohort study estimated 1-year and 3-year
costs for BRVO and CRVO using secondary insurance payment data. It was then compared to
hypertension- and glaucoma patients. Both BRVO and CRVO patient costs were higher than
the other patient groups;
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-

BRVO patients had 16 percent higher 1-year costs and 12 percent higher 3-year
costs than hypertension patients.

-

BRVO patients had 18 percent higher 1-year costs and 13 percent higher 3-year
costs than glaucoma patients.

-

CRVO patients had 22 percent higher 1-year costs and 15 percent higher 3-year
costs than hypertension patients

-

CRVO patients had 24 percent higher 1-year costs and 16 percent higher 3-year
costs than glaucoma patients. (Fekrat et al., 2010)

Fekrat et als (2010) cohort study was limited to the US. If these costs were to be applied on
the Beaver Dam Eye Study, the annual direct costs should have been a total of USD 5.8 billion
for the two RVO types in 2006 (Laouri et al., 2011). We find this figure to be incentive enough
for new first-in-class therapies to be priced with a premium to existing treatment alternatives.
Furthermore, as age is a predictor for RVO and as the population ages, the financial burden is
likely to increase.
A promising clinical rationale for ANXV in RVO
ANXV distinguishes in the RVO landscape, as it is intended to be given by systemicintravenous injections. There is scientific support from the Detection of Apoptosing Retinal
Cells (DARC)-technology that ANXV will be able to reach the eye through this route of
administration. DARC is a non-radioactive approach where Annexin A5 is instead labeled with
a fluorescent dye (color) to be injected, followed by high-resolution imaging. By visualizing
cellular apoptosis in the eye in real-time, DARC has been shown to detect early glaucoma.
DARC is under clinical development (phase II) but has also been used in animal models. It is
to be remembered that cells that are undergoing apoptosis express phosphatidylserine which
is the phospholipid that Annexin A5 binds to with a strong affinity.

A phase I study using DARC-technology has been conducted where eight glaucoma patients
and eight healthy volunteers were randomly assigned to intravenous doses of 0.1, 0.2, 0.4,
and 0.5 mg Annexin A5-labeled fluorescent. The trial found it to be safe and well-tolerated,
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with a half-life of 10-36 min. DARC-technology enabled retinal cell apoptosis to be identified in
a dose-dependent pattern, the DARC-count of apoptosis cells was also significantly higher
than in the healthy volunteer group. (Cordeiro et al., 2017)

A detection technology
support Annexin A5 to
reach the eye when
given intravenously

It is important to clarify that the DARC-technology is being evaluated for real-time detection
of glaucoma, so the doses in this setting would probably differ from giving Annexin A5
systemic-intravenously in RVO. Even though it is likely that ANXV would reach the eye by this
route of administration, it might be a balancing act to capture the therapeutic window and be
safe and tolerable. At this stage of the development of ANXV, it is our view that Annexin
Pharmaceuticals benefits the most from having an open mindset how ANXV should be
formulated. ANXV, presently in a solution intended for systemic-intravenous use, can be reformulated for intravitreal use without anticipated issues. We believe it makes ANXV riskreduced in the RVO indication.

RVO is a blockage due
to red blood cells
forming a clot. It
expresses
phosphatidylserine.

In addition to the DARC-technology, there is further scientific evidence of Annexin A5s role in
the RVO indication. Wautier et al. (2011) undertook a blind study in ophthalmology disorders
to measure adhesion of red blood cells (RBC) from blood samples in RVO patients. The
examiner did not know what type of ophthalmologic diagnoses were evaluated. Blood
samples from a total of 20 CRVO patients were analyzed and measured where the time
between diagnosis and sampling varied from one month to three years. A healthy control
group of n=25 were included in the study. The results revealed that the adhesion of RBC to
endothelial cells was statistically and significantly enhanced in samples from RVO patients.

Annexin A5 has in an exvivo study, evaluating
cells from RVO patients,
demonstrated effect of
inhibiting the adhesion
of red blood cells

Further, the most significant marker for the RBC adhesion in the RVO population group was
the exposure of phosphatidylserine (PS). As Annexin is a target missile to PS. It is not
surprising, in our view, that the results from this study also revealed that Annexin A5 was the
most effective blocker of RBC adhesion to endothelial cells. These results could not be seen
in a control group with another type of retinal disorder patients; Retinal Artery Occlusion. The
conclusion by Wautier et al. (2011) was that PS expression on CRVO patients is an important
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aspect of the increased RBC adhesion and further suggest Annexin A5s potential therapeutic
role in this group in the future. We find the study results from Wautier et al. (2011) to be an
important part of the overall rationale for developing ANXV in RVO.

Other cardiovascular diseases of interest for ANXV
ANXV is risk-reduced,
considering its potential
in multi-indications

In addition to RVO, ANXV could become a promising therapeutic in other indications as well;
Sickle Cell Disease, Acute Coronary Syndrome, Peripheral Arterial Occlusive Disease, and Viral
Diseases. These are indications where Annexin Pharmaceuticals primarily intention is to seek
partnership deals to pursue the potential. Even though the main focus is on RVO at present,
the upcoming phase I study is designed to hold several opportunities with ANXV open. We
argue that the versatile nature of ANXV makes the project attractive from a market potential
perspective.

Sickle Cell Disease (SCD)
Sickle Cell Disease (SCD) is the common name of a group of genetic diseases, where Sickle
Cell Anemia (SCA) is the most common and severe form. SCD is caused by genetic
mutations, protecting against malaria, which might be the main reason why these mutations
have been preserved. However, the mutated genes are associated with severe complications,
causing the production of mutated hemoglobin (HbS) within the red blood cells. HbS tends to
polymerize, resulting in monomers being assembled into a polymer. This process is
shortening the life of the red blood cells, making anemia a common complication among SCD
patients.
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The red blood cells in SCD are deformed into a shape of a sickle, which increases their
adhesion to the blood vessels causing a blockade. The blockade in the blood vessels is
reducing the blood flow, leading to vaso occlusive crisis (VOC’s). VOC’s might lead to
asphyxia in organs and pain. The spleen is extra prone since it has thin blood vessels and a
function of decomposing red blood cells. VOC’s in the spleen are acute and might, in the
worst case, be lethal if not treated within a few hours. Recurring VOC’s might result in tissue
damage (fibrosis), shortening the life expectancy among SCA patients. Further, the spleen is
producing a specific type of leukocytes with an important function on the immune system,
meaning that the risk of infections is increasing as the spleen function is deteriorating.
The world prevalence of SCA is approximately 3.2 million, with 80 – 85 percent of the patients
in Africa. Relatively high prevalence is also present in the Middle East, India and Caribbean.
The disease is most often discovered in an early stage in the US, Europe, and the Gulf states,
where screening of infants is common. Present treatments focus on curbing the
complications, prevent infections and reduce pain, which is done through blood transfusions
or partial blood replacement. The only treatment that might cure the disease is bone marrow
transplantation, a treatment method that is rarely used. SCA patients are visiting the hospital
1.1 – 2.1 times per year on average. Since SCD is an orphan disease, there is a good
possibility of charging a high price. Thus, the market potential is estimated at more than USD
350 million.
The expression of PS on the surface of red blood cells and microparticles has been shown to
be of great importance in the etiology of SCD, as well as the adhesive interaction between the
red blood cells and the endothelium. Studies of plasma in SCD patients have concluded that
Annexin A5 and microparticle phosphatidylserine levels are elevated in these patients and
increase further during the painful crisis. (Van Tits, 2009)

Acute Coronary Syndrome (ACS)
Acute Coronary Syndrome (ACS) is a cardiovascular disease with an increasing incidence
with age. ACS is caused by decreased blood flow in the coronary arteries which causes part
of the heart muscle to lose its function or, in the worst case, die. ACS commonly results in
damage on the coronary as an effect of atherosclerosis, and the symptoms are most often
chest pain that radiates to the left shoulder with an angle of the jaw. Further, the disease is
often associated with ST-elevation myocardial infarction, non-ST-elevation myocardial
infarction, and unstable angina.
According to Datamonitor, there were 9.5 million incident cases of ACS in 2017 (worldwide),
forecasted to increase to 10.7 million incidents by 2026. Among ACS patients, atheroma
rupture is commonly found in 60 percent of the cases while atheroma erosion is found in 30
percent of the cases. The best prevention of atherosclerosis is to eat healthily, frequently
exercise, avoid smoking and keep the cholesterol levels low. Aspirin has shown to be
effective in preventing cardiovascular events, and this is the major treatment today along
with clopidogrel, ticagrelor, and nitroglycerin.

Peripheral Arterial Occlusive Disease (PAOD)
Peripheral arterial occlusive disease (PAOD) is a narrowing of the arteries caused by
atherosclerotic or inflammatory processes in the artery walls. It leads to stenosis or
thrombus formation, which is commonly due to atherosclerosis. As a result of these
conditions, the vessel resistance is increasing, which might lead to a decreased blood flow as
well as a reduced distal perfusion pressure. The underlying mechanisms of PAOD in the lower
limb are more or less the same as in the case of coronary artery disease (atherosclerosis).
Risk factors are smoking, diabetes, high cholesterol levels, and high blood pressure. The
disease commonly affects the legs but can affect other arteries as well. Commonly
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symptoms include leg pain, cold skin, and poor head growth, but in up to 50 percent of the
cases, no symptoms are present.
The number of patients is increasing rapidly, and the market is growing as the number of
patients rises. However, regulations and reimbursement issues in many countries have
suppressed market growth. In the US, approximately 2 million patients are suffering from
PAOD today, and this number is expected to grow to 3 - 3.5 million in 2020. Within the EU, the
number of patients is roughly 3 million today, but this number is expected to rise to 4 million
by 2030. Today, there are no effective treatments available on the market, but surgery is used
on some patients.
Both ACS and PAOD are cardiovascular diseases. As previously mentioned, Annexin A5 has
been shown to have antithrombotic, and anti-inflammatory properties on cardiovascular
models, thereby reducing local vascular and systemic inflammation and vascular remodeling,
as well as resulting in an improved vascular function.

Viral Diseases
Ebola is an orphan viral disease (not cardiovascular) causing Ebola fever, which is a kind of
hemorrhagic fever. The Ebola virus is a rod-shaped, single-stranded RNA virus that belongs to
the Filoviridae family. The Ebola virus is one of the deadliest pathogens in human and nonhuman primates. It attacks the endothelial cells and spreads into the body through the blood,
causing Necrosis in human cells. The incubation period is 2 to 21 days. The first symptoms
of the disease are fever, sore throat, muscle pain, and headache. It is followed by diarrhea,
vomiting and an impaired liver and kidney function. Some patients might have internal and
external bleeding as well. The disease course is fatal, and the mortality among patients has
shifted from 25 percent to 90 percent in past outbreaks.
Today, there are no effective treatments available on the market, and Ebola patients are
currently treated with liquid replacements, electrolytes, and fever-reducing agents to maintain
the oxygen level and blood pressure. Several vaccines have been tested over the years, but
with limited effects. The latest outbreak of Ebola was in West Africa 2014-2016 and in March
2016, this outbreak was reported to have resulted in approximately 29.000 cases and more
than 11.300 deaths. Since it is an orphan disease, government authorities, such as the FDA,
are supplying funds to support companies focusing on research and development of Ebola
drugs and vaccines.
Annexin Pharmaceuticals is currently collaborating with several research groups in a project
to test ANXV in Ebola and other viral diseases. The project is immunology, endothelium, and
coagulation based and focused on improving the defense in patients, which hopefully results
in reduced suffering and mortality.
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Status of ANXV
ANXV recently completed safety studies in two different animal models. The safety studies
were initiated in December 2016 with the aim to provide data that supports initiation of a
phase I study in healthy volunteers. The safety studies are also planned to be part of the
overall market approval package.

Annexin A5 has been
administrated in
hundreds of patients for
diagnostic purposes and
is an endogenous
protein. We see the
upcoming phase I study
as risk-reduced

Phase I is expected to start in Q4’18. We have not taken part in the full study design yet, but
Annexin Pharmaceuticals has communicated that they plan to give ANXV systemicintravenously to 72 healthy volunteers, starting with single-dose, ascending strength followed
by multiple-dose, ascending strength. The study is planned to take about a year to conduct,
which makes read-out possible in Q4’19. Annexin Pharmaceuticals has also communicated
that they will design the phase I study in a way that it can be applied to the future
development of a wide range of indications; acute RVO, SCD, ACS, PAOD, and viral diseases.
We argue that it is wise of Annexin Pharmaceuticals to design the early trials in a way that
indications of interest for ANXV are not at risk of being excluded at this early stage in the
development, considering ANXV’s broad potential.
From our point of view, we want to see in the phase I study that ANXV is safe and tolerable
when given doses higher than what has been given to patients for diagnostic purposes. As
far as we are aware, when Annexin A5 has been attached to radionuclides, dosing seems to
have been around 1 mg for single volume injection. In preclinical proof-of-principle studies,
effective doses seem to have been around 0.3 – 1 mg/kg (mice model). Converted to clinical
practices based on human equivalent doses (HED) calculation, a therapeutic relevant dose
could hence be approximately 1.5 - 4 mg for a single injection, according to our assumptions.

The primary endpoint in
RVO indications is visual
improvement in clinical
trials

A phase II trial is likely to start in H2’18 within RVO based on our estimates, given a
successful timeline and completion of phase I. A phase II trial could hypothetically include up
to 100 patients for the whole phase II package. We expect a phase II trial to be doublemasked, randomized to at least two treatment arms without any placebo control group and
with Best Corrected Visual Acuity (BCVA) as the primary endpoint (mean change from
baseline). We believe a successful phase II trial would pave the way for a pivotal trial, with a
possible start in mid-2022. We hypothesize a pivotal trial to be double-masked, randomized,
and placebo-controlled, involving a population of approximately 400 RVO patients. We expect
primary endpoint to be number of patients with > 15 letters improvement in BCVA from
baseline, compared to placebo and/or mean change in BCVA (from baseline, compared to
placebo). In this setting, ANXV could reach the market at the end of 2024. We emphasize that
the late-stage trials and timeline are our assumptions and subject to uncertainty at this stage.
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Market opportunity and competitive landscape
RVO Market Background

The market for treating
retinal disorders is a
multi-billion ($) market…

The retinal disorders market is worth an estimated of USD 8.6 billion in 2018, with an
expected CAGR of 1.0 percent to be worth a USD 9.3 billion by 2026 (Datamonitor). The slow
growth is attributed to the mature stage of the overall market, characterized not least by the
introduction of biosimilars from 2020. Although the market will experience biosimilar
competition within a two-to-three-year period, price discounting is only expected to be
moderate (Datamonitor). We argue that this is especially the case with first-in-class biologics
that can offer a new mechanism of action.
Within retinal disorders, ME from RVO is the third largest indication after wet-age related
macular degeneration (wet AMD) and Diabetic retinopathy with diabetic macular edema (DR
with DME) (Datamonitor). As previously mentioned, current treatment standards are not able
to dissolve the blood clot in the vein or artery. The treatment is instead directed towards the
secondary outcome of RVO, Macular Edema.

A market with distinctive market trends and unmet medical needs
Based on the current market landscape and clinical pipeline, we see some clear unmet
medical needs in the RVO market. Two of the most important medical needs are;

… with clear unmet
medical needs…

-

Better delivery systems for the patient

-

Treatment that improves vision, not only stabilizes visual loss.

The medical need to provide better delivery systems is mainly about having a more
comfortable patient experience when treated. A 30-gauge needle injected into the eye every
four weeks is probably not a very pleasant experience for the patient, and it is not risk-free
either. Complications with frequent intravitreal injections include for instance ocular
hypertension and retinal detachment. Thus, many drugs in clinical development are aimed at
increasing the dosing intervals of intravitreal injections.
Retinal disorders are a progressive condition if left untreated and current therapies are aimed
at stabilizing the progressing state. Thus, drugs that can improve vision, not only alleviate the
visual loss is the greatest medical need according to Datamonitor. The anti-VEGF drugs have
demonstrated in placebo-controlled trials that visual acuity scores can be improved.
However, as mentioned above, the effect tends to weaken over the long-term (> 24 months).

… which ANXV strongly
addresses

We argue that the unmet needs suit ANXV well. To put it in other words, ANXV has the
potential to change the current landscape for many RVO patients if ANXV proves to be
successful. Both anti-VEGF therapy and corticosteroids treat the secondary outcome of RVO
and are in that sense not real competitors to ANXV’s mechanism of action. In our view,
medical doctors and key opinion leaders will not be able to afford not to prescribe ANXV if it
has a disease-modifying effect. On the flipside, ANXV has yet to prove in patients that its
hypothesis could materialize in the clinic. Development risk is high, both regarding its
mechanism of action and how ANXV should be formulated.
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The competitive landscape in RVO
The RVO market is at
present dominated by
anti-VEGF therapy

Anti-VEGF drugs are estimated to hold more than 95 percent ($8.1b) of the total retinal
disorders market. In this drug class, two anti-VEGF agents dominate; Eylea (aflibercept) and
Lucentis (ranibizumab). They are both approved for treating ME from RVO where they have
shown efficacy in stabilizing visual loss. Lucentis was launched in 2006 by Roche for wet
AMD and subsequently approved for diabetic macular edema (DME), diabetic retinopathy, ME
from RVO, and myopic choroidal neovascularization. Lucentis was for a long period the
leading brand of retinal disorders, with peak sales of USD 4.2 billion. Since its launch in 2011
by Regeneron, Eylea has become the current market leader with estimated sales of USD 5.3
billion in 2018.
Eyleas success over Lucentis relates to the improved dosing frequency. Both are given
through intravitreal injections, but whereas Eylea often holds a frequency of every eight
weeks, Lucentis is typically injected every four weeks or as needed. Besides that, Eylea and
Lucentis share many similar characteristics; their clinical efficacy is comparable.
Except for Eylea and Lucentis, there is a third drug approved for ME from RVO; Ozurdex. It is a
corticosteroid that contains dexamethasone. Ozurdex is a biodegradable implant that
releases dexamethasone over the course of several months. It is estimated to exceed sales
of USD 250 million in 2018. The blockbuster drug Avastin (Bevacizumab), approved for
metastatic colon cancer, is frequently used off-label in ME from RVO. It is estimated to reach
sales of almost USD 20 million in 2018 in retinal disorders, derived from prescribed off-label
in the US and Germany.

The clinical pipeline in RVO
We have identified one drug candidate in late-stage clinical; Zuprata, developed by Clearside
Biomedical, is an anti-inflammatory corticosteroid. It is intended to be offered as a
combination therapy with Eylea in ME from RVO with the aim to boost the efficacy with Eylea
and reduce dosing frequency.
In addition to Zuprata, there are a few other drug candidates that are in late-stage clinical
trials in other retinal disorders, e.g., wet AMD, that could potentially pursue the opportunity in
RVO as well. None of them are disease-modifying or offer a similar mechanism of action to
ANXV.

We have only identified
one company besides
Annexin
Pharmaceuticals that
aims to dissolve the
blockage in the eye

We have identified 5-10 candidate drugs in clinical development up to phase II, a few of them
are corticosteroids with the primary goal to sustain the release of the active ingredient (e.g.,
ProDex; Taiwan Liposome Company). We emphasize that primary competitors to ANXV are
drugs in development that have disease-modifying potential, offer a similar mechanism of
action and route of administration. In this context, we have only identified one drug candidate
(Ocriplasmin; Oxurion) that have demonstrated disease-modifying potential in an RVO
porcine model. By cannulation and injection of ocriplasmin close to the site of the occlusion,
they were able to dissolve the thrombus. For precise injection, a robotic micromanipulator
was used.
Oxurion (former ThromboGenics NV) announced a few years ago that they would start to
evaluate ocriplasmin, which is recombinant plasmin, for clinical development in the RVO
indication. As ocriplasmin is approved in another indication, symptomatic vitreomacular
adhesion, we would assume that the company could initiate a phase II trial. However, we
have not taken part in any updates from Oxurion in the last years.
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The competitive landscape in Annexin A5
To assess the competitive landscape of Annexin Pharmaceuticals, it is even more important
to zoom-out from the RVO indication and deep-dive into Annexin A5 for the treatment of
cardiovascular disease. We strongly state that its leading know-how, patent protected supply
chain process, and method of use patents are crucial competitive moats for ANXV. It is our
view that it is more of a challenge for the management team to find a development path that
maximizes shareholder value.
As far as we are aware,
Annexin A5 is not in
clinical development as
treatment…
… neither is it used as a
treatment to date

In the field of Annexin A5 as a therapeutic target, we have identified a mere couple of
companies that aims to develop Annexin A5 for clinical, therapeutic use. We haven’t taken
part in any clinical development updates from these companies in recent years.
Further, there is currently no treatment in a clinic where Annexin A5 is used to date. As of
today, most of the ongoing clinical studies with Annexin A5 are still for diagnostic purposes
or in research/academia.

ANXV estimates for the treatment of RVO
In valuing the opportunity of any biotech company, it is of utmost importance to give
guidance on peak sales estimates, launch year, sales ramp-up and peak sales year reached,
sales erosion, costs for clinical development, and not at least, the likelihood of approval (LoA)
to reach the market.
We calculate our peak sales for ANXV in RVO as below:

We forecast peak sales
potential of USD 700m
by 2028

Market launch is
estimated in 2024

We forecast that ANXV could reach the market by 2024. We use a ramp-up period of five
years, where peak sales occur the fifth year into the market. Our peak sales are hence for the
year 2028. We argue that peak sale levels could stabilize on high levels for a few years, and
where sales erosion starts to occur beyond 2030 as method of use patents in the RVO
indication expire.
The annual incidence of prevalent and diagnosed RVO cases are based on Datamonitor, and
the figure refers to Macular Edema patients caused by RVO (ME from RVO) in 2028. We have
cross-validated these numbers against three different population-based studies that have
calculated the annual incidence:
-

The Blue Mountains Eye Study (Cugati et al., 2006)

-

The Beaver Dam Eye Study (Klein et al., 2008)
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These studies have concluded an annual incidence around 0.15 percent; the incidence is
strongly associated with older age. If we apply an annual incidence of 0.15 percent on the
total population of US and the major EU markets (Germany, UK, France, Italy, and Spain), the
annual incidence would be roughly 0.5 million patients in each region. Hence, there is a
discrepancy between annual incidence as suggested by the population-based studies and
Datamonitor calculation of prevalent and diagnosed cases. We believe the discrepancy has
mainly two explanations. First, Datamonitor bases their calculation on ME from RVO, a
condition 85 percent and 75 percent of BRVO and CRVO will eventually suffer from. Secondly,
the ratio of RVO patients that experience visual impairment has stated to be approximately
50 percent of BRVO- and 100 percent of CRVO-patients. As BRVO-patients are three to four
times more common, we believe it is fair to slice the annual incidence down to the prevalent
and diagnosed cases as outlined by Datamonitor. As always, we take a conservative
approach in our estimates.
According to Datamonitor, about 80 percent of ME from RVO patients receives
pharmacological treatment. Moreover, we have chosen to slice the patient base eligible for
acute treatment down to half. It is a conservative approach we adapt to. We believe it is fair
at this early stage of the development, as there could be some uncertainty about what type of
RVO patient that benefits the most from treatment with ANXV. As an example,
phosphatidylserine expresses itself on all dying or apoptotic cells. It is the case in other
cardiovascular diseases as well as in other therapy areas. It might hence be that the
therapeutic effect of ANXV would be inferior in multi-indication patients.
The market penetration set above is high in relative measures. As ANXV aims to dissolve the
red blood clot blockage and improve vision, it is a potential disease-modifying treatment. If
ANXV proves to be successful, it will have huge advantages over current standard treatment.
The high therapeutic potential for ANXV is also reflected in our estimated price. The price
reflects a treatment episode at the acute stage, not necessarily one single injection. We argue
that it is still too early to speculate about how ANXV will be administered and in what
frequency to be able to remove the blockage in the vein/artery. Aflibercept (Eylea) and
Ranibizumab (Lucentis), the mainstay pharmacological treatment on the market today, have
a price of approximately USD 2.000 per injection, with a dosing interval of every four weeks
for the first three months in the case of Eylea. The total price in the first three months episode
is hence close to USD 6.000. We have used a price premium over Eylea of almost 70 percent
for ANXV in the US market, and we set half the US price for ANXV in the Europe market. We
motivate our price premium with ANXV being the first potential disease-modifying treatment
whereas aflibercept is an anti-VEGF agent that aims to stabilize the disease pattern.
For the clinical program within RVO, we have estimated that the phase I study will have a total
cost of approximately SEK 30 million, of which SEK 10 million falls under the income
statement for 2018 and the remaining SEK 20 million falls under the income statement for
2019. Costs are mainly related to recruitment costs of patients and production of ANXV.
We have assumed a phase II trial to a total cost of approximately SEK 80 million; it falls rather
equally under the income statement of 2020 and 2021. The costs are mainly related to
recruitment costs of patients and production of ANXV. The phase II development costs are
risk-adjusted.
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We schedule a scenario
within RVO both where it
goes to market via a
licensing partner and
alternatively go to
market themselves.
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In our Bull Case, we pursue the opportunity where Annexin Pharmaceuticals go to market
themselves within RVO. We have assumed a total cost of approximately SEK 250 million for a
phase III trial. The majority of the costs will fall under the income statement for 2022 and
2024. The phase III costs are mainly related to the recruitment of patients and production of
ANXV; these costs are risk-adjusted as well.
Annexin Pharmaceuticals main intention is to seek a licensee after a phase II study. The
assumptions that have been made for such a deal is:
-

A total, potential value of USD 300 million

-

Upfront payment of USD 45 million (in 2022)

-

Milestones related to both development and sales

-

A royalty rate of 18 percent

We have used a reference of deals as can be seen in the table below. Of those, the deal
between Molecular Partners and Allergan is probably of highest relevance to apply on a
licensing partnership for ANXV. AMD and DME are also retinal disorders, and phase IIa results
had been presented before the deal was settled. The deal value has been adjusted downward
to better reflect the opportunity in RVO, AMD and DME combined is a larger market.

We apply a likelihood of
approval for ANXV of 12
percent

A challenge in the case of ANXV is that the drug candidate is in the early development stage,
this risk is offset by applying a Likelihood of Approval (LoA). A key issue in the riskadjustment of ANXV is in what indication it should be regarded. Annexin Pharmaceuticals is
first and foremost a biotech company aimed at treating acute patients in cardiovascular
diseases. However, RVO falls under Ophthalmology. And whereas Ophthalmology is one of
the indications with highest success rate from phase I (15 percent of phase I candidates on
average make it to the market), cardiovascular is one of the toughest indications (8 percent
of phase I candidates on average make it to the market). We have used the phase successes
and LoA in cardiovascular diseases to give a fair risk-adjustment. The main reason is that we
see ANXV primarily as a cardiovascular drug candidate, applied to a vascular disease that
occurs in the eye. Furthermore, standard administrations in the ophthalmology field are an
intravitreal or topical application, the systemic-intravenous administration is, as far as we are
aware, unexplored.
However, for phase I, we have used a phase success that better reflects ANXV being a
biologic and based on an endogenous protein. Phase success in phase I is hence raised from
60 percent (cardiovascular) to 75 percent (biologics). Our overall LoA is set to 12 percent.

24

REDEYE Equity Research

Annexin Pharmaceuticals 26 September 2018

Financial forecasts
Annexin
Pharmaceuticals burn
rate is driven by clinical
developments for ANXV
and personnel costs

According to our estimates, Annexin Pharmaceuticals will not receive any income in the next
few years. We are focusing on the operating expenses and cash burn-rate in our coverage of
the company. Administration costs are attributed to personnel (except for R&D personnel
which falls under ‘Research & developments costs’ item) for CEO, COO, board members, and
new hires.
The most significant item under ‘Research & development costs’ are the study costs for
clinical development of ANXV. We have gone through our estimates for these costs in the
previous section. Internal costs for R&D are current costs for CMO and consultancy fees. A
moderate ramp-up of internal R&D costs in the next coming years is assumed.

Annexin
Pharmaceuticals
entered H2’18 with SEK
42 million in cash
position

Annexin Pharmaceuticals entered H2’18 with a SEK 42.4 million cash on hand. We estimate a
cost burn rate of approximately SEK 27 million for the second half of the current year. The
next funding series is highly dependent on how the stock price will act in the next-coming six
months; the last funding series issued units of shares and options (TO2). The TO2s will expire
in March 2019 at a conversion rate of SEK 4.40 per share, funding the company with an
additional SEK 25 million. With TO2 currently out-of-the-money, we assume a new funding
series to take place in H1’19. If the share price responds accordingly to positive news flow
anticipated in the next coming months, the TO2s have the chance to be fully subscribed. If
that will be the case, a new funding series could take place first at the end of 2019. But there
is also a risk of overhang from the latest rights issue. As guarantors took almost half of the
funding, we argue that it increases the risk of TO2 not falling in-the-money before March
2019.
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Valuation
We use a risk-adjusted, discounted cash flow model (DCF) to value the ANXV project. We have, the best we can,
tried to go through our estimates and assumptions in the previous two sections. It is what constitutes our Base
Case, our main scenario. To provide a dynamic view to our valuation of Annexin Pharmaceuticals, we have
scheduled a pessimistic scenario (Bear Case) as well as an optimistic scenario (Bull Case). Our Bear- and Bull Case
is based on possible outcomes in the ANXV project.
The following assumptions apply to all three scenarios:
-

Risk-adjustment (LoA) of 12 percent in RVO

-

A tax rate of 22 percent (Swedish corporate income tax)

-

A WACC of 17 percent. Our WACC is based on both quantitively as well as qualitative aspects of the
company.

Bear Case 3,5 SEK
•

•

We include the risk that the
RVO indication is subject
to delays, and we estimate
launch year in 2026
instead.
We cut down the peak sale
to half from our Base Case
in RVO, as we estimate on
a much smaller patient
population eligible for
treatment with ANXV.

Base Case 7,0 SEK
•

We forecast peak sales of
USD 700 million in the RVO
indication.

•

Launch year: 2024

•

Sales ramp-up of five years

•

Peak sales year: 2028

•

We set royalty rate to 18
percent

•

Likelihood of Approval
(LoA) in RVO is set to 12
percent.

•

Licensing deal after phase
II is estimated to a total,
potential value of USD 300
million, with an upfront
payment of USD 45 million
in 2022.
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Bull Case 35,0 SEK
•

In Bull Case, we include
sickle cell disease (SCD) in
our estimates to reflect
ANXVs multi-indication
potential, we estimate that
Annexin Pharmaceuticals
find a partner after proofof-concept in this disease.

•

We also calculate on the
possibility to take ANXV to
market on its own within
the RVO indication. It
offers an immense
potential vis á vis
partnership deals.
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Sensitivity analysis
Our valuation is highly affected by what WACC we use for Annexin Pharmaceuticals. We have
illustrated the WACC’s impact on the valuation below:

Catalysts
Phase I initiation with ANXV
We expect the study to start in Q4'18 (short-term).

Phase I study results.
We expect read-out of phase I in Q4'19 (mid-term).
Phase II initiation with ANXV
We anticipate a phase II trial within RVO to be initiated in the first half of 2020 (long-term).
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Appendix – Management and Board of Directors
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Summary Redeye Rating
The rating consists of five valuation keys, each constituting an overall assessment of several factors that are rated
on a scale of 0 to 2 points. The maximum score for a valuation key is 10 points.
Management: 6,0
Annexin Pharmaceuticals is highly dependent on its CEO and CMO. CEO Jamal El-Mosleh joined the company in
2017, his experience from previous role as CEO at Immunicum makes him a suitable candidate for the stage that
Annexin Pharmaceuticals currently are in. CMO Anna Frostegård has world-leading expertise in the Annexin A5 field.
Ownership: 4,0
The company is too small to gain any major interest among institutions. We would also prefer to see an increased
insider holdings among the new hires in the management team and the Board of Directors. The company's largest
shareholder is an experienced investor in the life science sector. Founders of the company are also among the ten
largest shareholders and are active in the company.
Profit Outlook: 5,5
The company is still several years from any recurrent revenues. ANXV, its leading project candidate, has
demonstrated proof-of-principle in several ex vivo and in vivo studies are regarded as safe and tolerable despite
being in late preclinical phase. The potential is multi-indication promising, we argue that to find a clinical
development path that maximizes the project value of ANXV is where the main challenge is for the management
team.
Profitability: 0,0
Annexin Pharmaceuticals is an early-stage biotech company, without any history of profit yet.
Financial Strength: 0,0
Annexin Pharmaceuticals has currently a cash position enough to fund its operations until the first half of 2019. If
TO2 would be in-the-money by March 2019, the company will receive funding of SEK 25 million, sufficient enough
for the remaining 2019. If TO2 expire out-of-the-money, a new funding series is likely in the first half of 2019.
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INCOME
STATEMENT
2016
2017
2018E
2019Efactors……
2020E
Please
comment on
the changes
in Rating
Net sales
Total operating costs
EBITDA
Depreciation
Amortization
Impairment charges
EBIT
Share in profits
Net financial items
Exchange rate dif.
Pre-tax profit
Tax
Net earnings

0
-10
-10
0
0
0
-10
0
0
0
-10
0
-10

0
-31
-31
0
0
0
-31
0
0
0
-31
0
-31

0
-44
-44
0
0
0
-44
0
0
0
-44
0
-44

0
-31
-31
0
0
0
-31
0
0
0
-31
0
-31

0
-39
-39
0
0
0
-39
0
0
0
-39
0
-39

2016

2017

2018E

2019E

2020E

14
0
0
8
22

15
0
0
15
30

17
0
0
14
31

1
0
0
14
15

2
0
0
14
16

Tangible assets
Associated comp.
Investments
Goodwill
Cap. exp. for dev.
O intangible rights
O non-current assets
Total fixed assets
Deferred tax assets
Total (assets)
Liabilities

1
0
0
0
0
0
0
1
0
23

1
0
0
0
0
0
0
1
0
31

1
0
0
0
0
0
0
1
0
32

1
0
0
0
0
0
0
1
0
16

1
0
0
0
0
0
0
1
0
17

Short-term debt
Accounts payable
O current liabilities
Current liabilities
Long-term debt
O long-term liabilities
Convertibles
Total Liabilities
Deferred tax liab
Provisions
Shareholders' equity
Minority interest (BS)
Minority & equity
Total liab & SE

0
0
0
0
1
7
0
8
0
0
16
0
16
23

0
0
0
0
0
6
0
6
0
0
24
0
24
31

0
0
0
0
0
7
0
8
0
0
24
0
24
32

0
0
0
0
15
7
0
23
0
0
-7
0
-7
16

0
0
0
0
55
7
0
63
0
0
-46
0
-46
17

2016

2017

2018E

2019E

2020E

BALANCE SHEET
Assets

Current assets
Cash in banks

Receivables

Inventories
Other current assets
Current assets

Fixed assets

Current liabilities

FREE CASH FLOW
Net sales
Total operating costs
Depreciations total
EBIT
Taxes on EBIT
NOPLAT
Depreciation
Gross cash flow
Change in WC
Gross CAPEX
Free cash flow

0
-10
0
-10
0
-10
0
-10
-8
-1
-19

0
-31
0
-31
0
-31
0
-31
-7
0
-38

0
-44
0
-44
0
-44
0
-44
1
0
-43

0
-31
0
-31
0
-31
0
-31
0
0
-31

2016

2017

2018E

2019E

2020E

GROWTH

2016

2017

2018E

2019E

2020E

Sales growth
EPS growth (adj)

67%
5%
-14
2
0,0

0%
0%

80%
2%
-14
10
0,0

0%
0%

75%
3%
-16
8
0,0

0%
-52%

-42%
-230%
15
8
0,0

0%
-30%

WACC (%)

Assumptions 2017-2023 (%)
Average sales growth
EBIT margin

CASH FLOW, MSEK

17,0 %

518,8 %
-

NPV FCF (2018-2020)
NPV FCF (2021-2027)
NPV FCF (2028-)
Non-operating assets
Interest-bearing debt
Fair value estimate MSEK

-93
107
93
17
0
124

Fair value e. per share, SEK
Share price, SEK

7
4,2

614 246,6

PROFITABILITY
ROE
ROCE
ROIC
EBITDA margin
EBIT margin
Net margin

%
2016

2017

2018E

2019E

2020E

0%
-120%
0%
-244577%
-244577%
-244577%

-154%
-150%
-1665%
-771300%
-771300%
-771300%

-183%
-178%
-436%
1108239%-1111289%
1108239%

0%
-183%
-393%
-776843%
-776843%
-776843%

0%
-411%
-492%
-972392%
-972392%
-972392%

DATA PER SHARE

2016

2017

2018E

2019E

2020E

VALUATION

2016

2017

2018E

2019E

2020E

EPS
EPS adj
Dividend
Net debt
Total shares

EV
P/E
P/E diluted
P/Sales
EV/Sales
EV/EBITDA
EV/EBIT
P/BV

SHARE PERFORMANCE
1 month
3 month
12 month
Since start of the year

SHAREHOLDER STRUCTURE %
Mikael Lönn
LMK-bolagen & Stiftelse
Arne Andersson
Jane Hallén
Lars Hallén
Avanza Pension
Dividend Sweden AB
Nordnet Pensionsförsäkring
Frostskog AB
Lars-Erik Irstad

SHARE INFORMATION

0
-39
0
-39
0
-39
0
-39
0
0
-39

CAPITAL STRUCTURE
Equity ratio
Debt/equity ratio
Net debt
Capital employed
Capital turnover rate

DCF VALUATION

Reuters code
List
Share price
Total shares, million
Market Cap, MSEK

MANAGEMENT & BOARD
CEO
CFO
IR
Chairman

0,00
0,00
0,00
0,00
0,00

-13,7
0,0
0,0
0,0
-3 430,3
1,4
1,4
0,0
6,1 %
15,3 %
-58,1 %
-29,1 %

-5,23
-5,23
0,00
-2,42
5,89

-14,3
0,0
0,0
0,0
-3 570,5
0,5
0,5
0,0

-2,51
-2,51
0,00
-0,92
17,68

57,0
-1,7
-1,7
18 346,8
14 262,2
-1,3
-1,3
3,0

GROWTH/YEAR
Net sales
Operating profit adj
EPS, just
Equity

CAPITAL

22,3 %
10,7 %
8,6 %
3,7 %
3,7 %
3,2 %
2,7 %
2,3 %
1,9 %
1,7 %

-1,76
-1,76
0,00
0,83
17,68

88,1
-2,4
-2,4
18 346,8
22 030,6
-2,8
-2,8
-10,7

-2,20
-2,20
0,00
3,03
17,68

127,0
-1,9
-1,9
18 346,8
31 754,5
-3,3
-3,3
-1,6

16/18E

0,0 %
112,9 %
0,0 %
24,8 %

VOTES

22,3 %
10,7 %
8,6 %
3,7 %
3,7 %
3,2 %
2,7 %
2,3 %
1,9 %
1,7 %

ANNX.ST
First North
4,2
17,7
73,4

Jamal El-Mosleh
Carl-Fredrik Lindner

FINANCIAL INFORMATION

-266%
-122%
54
8
0,0

ANALYSTS

Anders Hedlund
anders.hedlund@redeye.se

0%
25%

Mathias Spinnars
mathias.spinnars@redeye.se
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Redeye Rating and Background Definitions
The aim of a Redeye Rating is to help investors identify high-quality companies with attractive valuation.
Company Qualities
The aim of Company Qualities is to provide a well-structured and clear profile of a company’s qualities (or operating
risk) – its chances of surviving and its potential for achieving long-term stable profit growth.
We categorize a company’s qualities on a ten-point scale based on five valuation keys; 1 – Management, 2 –
Ownership, 3 – Profit Outlook, 4 – Profitability and 5 – Financial Strength.
Each valuation key is assessed based a number of quantitative and qualitative key factors that are weighted
differently according to how important they are deemed to be. Each key factor is allocated a number of points
based on its rating. The assessment of each valuation key is based on the total number of points for these
individual factors. The rating scale ranges from 0 to +10 points.
The overall rating for each valuation key is indicated by the size of the bar shown in the chart. The relative size of the
bars therefore reflects the rating distribution between the different valuation keys.
Management
Our Management rating represents an assessment of the ability of the board of directors and management to
manage the company in the best interests of the shareholders. A good board and management can make a
mediocre business concept profitable, while a poor board and management can even lead a strong company into
crisis. The factors used to assess a company’s management are: 1 – Execution, 2 – Capital allocation, 3 –
Communication, 4 – Experience, 5 – Leadership and 6 – Integrity.
Ownership
Our Ownership rating represents an assessment of the ownership exercised for longer-term value creation. Owner
commitment and expertise are key to a company’s stability and the board’s ability to take action. Companies with a
dispersed ownership structure without a clear controlling shareholder have historically performed worse than the
market index over time. The factors used to assess Ownership are: 1 – Ownership structure, 2 – Owner
commitment, 3 – Institutional ownership, 4 – Abuse of power, 5 – Reputation, and 6 – Financial sustainability.
Profit Outlook
Our Profit Outlook rating represents an assessment of a company’s potential to achieve long-term stable profit
growth. Over the long-term, the share price roughly mirrors the company’s earnings trend. A company that does not
grow may be a good short-term investment, but is usually unwise in the long term. The factors used to assess Profit
Outlook are: 1 – Business model, 2 – Sale potential, 3 – Market growth, 4 – Market position, and 5 –
Competitiveness.
Profitability
Our Profitability rating represents an assessment of how effective a company has historically utilised its capital to
generate profit. Companies cannot survive if they are not profitable. The assessment of how profitable a company
has been is based on a number of key ratios and criteria over a period of up to the past five years: 1 – Return on
total assets (ROA), 2 – Return on equity (ROE), 3 – Net profit margin, 4 – Free cash flow, and 5 – Operating profit
margin or EBIT.
Financial Strength
Our Financial Strength rating represents an assessment of a company’s ability to pay in the short and long term.
The core of a company’s financial strength is its balance sheet and cash flow. Even the greatest potential is of no
benefit unless the balance sheet can cope with funding growth. The assessment of a company’s financial strength
is based on a number of key ratios and criteria: 1 – Times-interest-coverage ratio, 2 – Debt-to-equity ratio, 3 – Quick
ratio, 4 – Current ratio, 5 – Sales turnover, 6 – Capital needs, 7 – Cyclicality, and 8 – Forthcoming binary events.
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Disclaimer
Important information
Redeye AB ("Redeye" or "the Company") is a specialist financial advisory boutique that focuses on small and mid-cap growth companies in the Nordic
region. We focus on the technology and life science sectors. We provide services within Corporate Broking, Corporate Finance, equity research and
investor relations. Our strengths are our award-winning research department, experienced advisers, a unique investor network, and the powerful
distribution channel redeye.se. Redeye was founded in 1999 and since 2007 has been subject to the supervision of the Swedish Financial
Supervisory Authority.
Redeye is licensed to; receive and transmit orders in financial instruments, provide investment advice to clients regarding financial instruments,
prepare and disseminate financial analyses/recommendations for trading in financial instruments, execute orders in financial instruments on behalf
of clients, place financial instruments without position taking, provide corporate advice and services within mergers and acquisition, provide services
in conjunction with the provision of guarantees regarding financial instruments and to operate as a Certified Advisory business (ancillary
authorization).
Limitation of liability
This document was prepared for information purposes for general distribution and is not intended to be advisory. The information contained in this
analysis is based on sources deemed reliable by Redeye. However, Redeye cannot guarantee the accuracy of the information. The forward-looking
information in the analysis is based on subjective assessments about the future, which constitutes a factor of uncertainty. Redeye cannot guarantee
that forecasts and forward-looking statements will materialize. Investors shall conduct all investment decisions independently. This analysis is
intended to be one of a number of tools that can be used in making an investment decision. All investors are therefore encouraged to supplement
this information with additional relevant data and to consult a financial advisor prior to an investment decision. Accordingly, Redeye accepts no
liability for any loss or damage resulting from the use of this analysis.
Potential conflict of interest
Redeye’s research department is regulated by operational and administrative rules established to avoid conflicts of interest and to ensure the
objectivity and independence of its analysts. The following applies:
•
For companies that are the subject of Redeye’s research analysis, the applicable rules include those established by the Swedish Financial
Supervisory Authority pertaining to investment recommendations and the handling of conflicts of interest. Furthermore, Redeye employees
are not allowed to trade in financial instruments of the company in question, effective from 30 days before its covered company comes with
financial reports, such as quarterly reports, year-end reports, or the like, to the date Redeye publishes its analysis plus two trading days after
this date.
•
An analyst may not engage in corporate finance transactions without the express approval of management, and may not receive any
remuneration directly linked to such transactions.
•
Redeye may carry out an analysis upon commission or in exchange for payment from the company that is the subject of the analysis, or
from an underwriting institution in conjunction with a merger and acquisition (M&A) deal, new share issue or a public listing. Readers of
these reports should assume that Redeye may have received or will receive remuneration from the company/companies cited in the report
for the performance of financial advisory services. Such remuneration is of a predetermined amount and is not dependent on the content of
the analysis.
Redeye’s research coverage
Redeye’s research analyses consist of case-based analyses, which imply that the frequency of the analytical reports may vary over time. Unless
otherwise expressly stated in the report, the analysis is updated when considered necessary by the research department, for example in the event of
significant changes in market conditions or events related to the issuer/the financial instrument.
Recommendation structure
Redeye does not issue any investment recommendations for fundamental analysis. However, Redeye has developed a proprietary analysis and rating
model, Redeye Rating, in which each company is analyzed and evaluated. This analysis aims to provide an independent assessment of the company
in question, its opportunities, risks, etc. The purpose is to provide an objective and professional set of data for owners and investors to use in their
decision-making.
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Duplication and distribution
This document may not be duplicated, reproduced or copied for purposes other than personal use. The document may not be distributed to physical
or legal entities that are citizens of or domiciled in any country in which such distribution is prohibited according to applicable laws or other
regulations.
Copyright Redeye AB.

CONFLICT OF INTERESTS
Anders Hedlund owns shares in Annexin Pharmaceuticals: No
Mathias Spinnars owns shares in Annexin Pharmaceuticals: No
Redeye performs/have performed services for the Company and receives/have
received compensation from the Company in connection with this.
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