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Year ended Revenue Profit Earnings Dividend Click here to see the most recent update note

(Em) before tax per share per share

(Em) (p) (V)

30/06/17 0.0 0.4 0.02 0.0

30/06/18 0.0 (1.7) (0.05) 0.0

30/06/19 0.0 (1.7) (0.05) 0.0

30/06/20 0.0 (1.7) (0.05) 0.0

Source: Marten & Co

NB: Marten & Co was paid to produce this note on Sareum Holdings Plc and it is for information purposes only. It is not intended to encourage the reader to deal in the
security or securities mentioned in this report. Please read the important information at the back of this note. QuotedData is a trading name of Marten & Co Limited which
is authorised and regulated by the FCA. Marten & Co is not permitted to provide investment advice to individual investors categorised as Retail Clients under the rules of
the Financial Conduct Authority.
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Figure 1: Sareum’s R&D pipeline

Sareum Holdings

Compound Mechanism Indication(s) Stage Notes
SDC-1801 TYK2/JAK1 Potential indications include psoriasis, Preclinical In non-GLP tox studies, with planning IND
inhibitor RA, lupus, IBD and MS. Candidate filing in 2020. Efficacy demonstrated in
SAR-20347 showed activity in models psoriasis, RA and colitis models.
of psoriasis, RA and colitis.
SDC-1802 TYK2/JAK1 T-cell acute lymphoblastic leukaemia  Preclinical Efficacy demonstrated in model of T-ALL.
inhibitor (T-ALL); anaplastic large cell SDC-1802 shown to reduce tumour growth
lymphoma (ALCL), solid tumours. in cancers of pancreas, colon, skin and
kidney, and B-cell lymphomas via a novel
immunomodulatory mechanism
SRA737 Chk1 Fast-to-market registration strategy Phase I/l Licensed to Sierra Oncology in a deal
inhibitor identified in second-line ano-genital with an upfront and milestones of $328.5m

cancer. Potential to combine with
checkpoint inhibitors in solid tumour
indications. Two Phase I/l studies are
completing as monotherapy and in
combination with low dose
gemcitabine (LDG).

and royalties on sales, in which Sareum
has a 27.5% interest. Sierra is exploring
“non-dilutive strategic options” for further
development, which may include a sub-
licensing or some form of third-party
funding or joint venture.

Source: Sareum, Marten & Co. RA = rheumatoid arthritis; MS =multiple sclerosis; IBD = inflammatory bowel disease.

Figure 2: SRA737 trial schedule

Indication N Design Study ID
Ovarian/ 112 Monotherapy. Five indication-based cohorts: HGSOC with 65 pts with/without NCT02797964/
other CCNEL1 mutation and four smaller cohorts of up to 20 pts each in prostate, SRA737-01
cancers NSCLC, head & neck/anal and colorectal cancer. Interim data established an MTD

of 1000mg/day and a RP2D of 800mg/day. Evidence of anti-tumour activity was

observed in HGSOC, colorectal, prostate and NSCLC, but no PRs or CRs were

seen (SD in 34 pts (32%)). HGSOC appeared as the most sensitive tumour type.
Ovarian/ 140 Combination with low-dose gemcitabine. Four indication-based cohorts of 20 NCT02797977/
other pts each in HGSOC, small cell lung cancer, soft tissue sarcoma and SRA737-02
cancers cervical/anogenital cancer. All pts have one or more mutations likely to confer

sensitivity of Chk1 inhibition. Interim data established a RP2D of 500mg SRA737 +
250mg/m? LDG. Pts receive LDG on days 1 and SRA737 on days 2,3 for three
weeks every 28 days. PRs were observed in six subjects and 41 subjects had SD.
Striking anti-tumour activity was observed in advanced anogenital cancer
(ORR=30%; DCR=60%).

Source: Marten & Co. Note: HGSOC = High-grade serous ovarian cancer; NSCLC = non-small cell lung cancer; MTD = maximum tolerated dose: R2PD = recommended

Phase Il dose.

Figure 3: TYK2 competitive landscape in autoimmune disease

Company Compound Specificity Indications/stage Notes
Bristol-Myers  BMS-986165 TYK2 Phase Il (psoriasis). Phase Il (lupus, Phase Il results due in 2020.
Squibb Crohn'’s, ulcerative colitis, psoriatic arthritis).
Pfizer PF- TYK2/ Phase Il (Crohn’s, psoriatic arthritis, Positive Phase Il studies in
06700841 JAK1 ulcerative colitis, lupus, vitiligo and atopic alopecia areata and psoriasis.
dermatitis and Hidradenitis suppurativa).
BMS N/A* TYK2 Phase I.
Nimbus N/A TYK2 Preclinical. Targeting IND filing year end Previously subject to an option
2019. deal with Celgene, which is
assumed no longer to be
exercisable.
Sareum SD-1801 TYK2/ Preclinical. IND preparation studies Target indication to be
JAK1 underway, target IND filing by 2020. confirmed.

Source: Marten& Co. * Note: possibly BMS-986235.
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Investment summary

Sareum’s investment case centres on successful development and potential future
out-licensing of two TYK2/JAK1 inhibitors, which are proceeding through towards
planned IND (investigational new drug) filings in 2020.

Sareum is one of only a handful of companies with a TYK2 (or dual TYK2/JAK1)
inhibitor in development (see Figure 3). Although Sareum’s candidate is behind the
two class leaders, its autoimmune disease-targeted SDC-1801 has the potential to
be highly attractive as a licensing opportunity, as the therapeutic areas that it
addresses are large and have historically supported multiple agents with similar
mechanisms.

The most advanced compound in the TYK2 class is Bristol-Myers Squibb’s BMS-
986165, which is in Phase lll trials for psoriasis and in Phase Il for several other
autoimmune indications. Pfizer also has an TYK2/JAK1 inhibitor in mid-stage
clinical development. Both compounds have shown highly promising efficacy in a
range of autoimmune indications.

Greater visibility of Sareum’s cancer-focused TYK2i SDC-1802 through conference
presentations/publications and solid progress with the higher profile autoimmune
candidate SDC-1801 has led to an increase the notional value of its combined
TYK2 assets in QuotedData’s model to around £25m.

Development of the Sareum’s Chk1 inhibitor SRA737 continues, but it appears that
this is likely to pause while partner Sierra Oncology explores “non-dilutive strategic
options” for further development. This follows a change in Sierra’s strategic
priorities. Sierra is effectively looking to divest SRA737 (together with another
asset) through a sub-licensing deal or spin-out. Early trials have yielded some
promising data and highlighted a fast-to-market development strategy in ano-
genital cancer. SRA737 is one of only two molecules with this mechanism in
development, the other, by Esperas Pharma (a venture capital backed vehicle), is
in Phase I/ll studies.

It should be noted that there is no guarantee that Sierra will be successful in
securing a licensing deal or other arrangement to allow development of SRA737 to
continue. However, if there is an extended delay in finding a partner and no active
development underway, CRT Pioneer Fund (the counterparty in the current
licensing deal) may seek to recover rights under the diligence clauses. This would,
however, be unlikely to be possible before 2021 (development continues for now
and there needs to be a period in which there is no development for the clauses to
kick in) and the fund would then have attempt to re-license it.

Sareum has a 27.5% economic interest in a licensing deal covering SRA737, which
we assume would be maintained in the event of any transaction over the asset by
Sierra. Marten & Co valued this interest in SRA737 at £20.3m last year, but the
uncertainty over timelines and the indications that may be pursued means that this
should be considered impaired, pending resolution of the situation.

Sareum otherwise remains exposed to risks normally associated with drug
development, including the uncertain outcome of clinical trials, its reliance on
partners, and the success or failure of competing molecules.

With reasonable assumptions for research and development spending, overheads
and tax, QuotedData’s model suggests a current value of Sareum to lie in the £20—
25m (0.65-0.81p/share) range, versus the previously published £25-35m. As
noted on the front page of this note, this valuation still offers up to 92% upside at
the current share price, with potential for further gains from a satisfactory resolution
of the current uncertainty over SRA737.
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Company profile: Virtual development

Sareum is a UK-based biotech company that operates on a virtual basis (in that most
of its activities are outsourced to third parties) and specialises in the early-stage
development of compounds that inhibit a class of cell signalling molecules known as
kinases. These function as "on/off" switches for many cellular functions. One sub-type
of these, tyrosine kinases, is the target for a large and well-established drug class,
tyrosine kinase inhibitors (TKIs). More than 50 TKIs have been approved, mostly for
cancer, and many more are in development. Kinases are also used to treat
autoimmune/inflammatory conditions, albeit with only a small number of approved
products to date.

Sareum was originally formed in 2003 as a management buy-out from Millennium
Pharmaceuticals, a large US biotech company (now a subsidiary of Takeda). The
company originally operated a hybrid business model, in contract research and
development, based on its expertise in solving the 3D structure-activity relationships of
“challenging” drug targets. This provides a basis for the optimisation of molecules that
could selectively block those targets selectively without affecting other mechanisms.

Sareum’s structure-based approach particularly lends itself to kinases as the large
number of these targets, and their closely-related nature, means that prior knowledge
of 3D structure is often required to achieve adequate levels of selectivity. Sareum is
one of only a handful of companies that have identified a selective TYK2 inhibitor,
especially one that avoids JAK2/3, and it is effectively one of only two that are
unpartnered. There is therefore reason to believe it could find a partner on economically
attractive terms. Historically, autoimmune-condition market opportunities have tended
to support at least four compounds in the same class, as is the case with JAK1 inhibitors
for rheumatoid arthritis (RA).

Sareum listed on the AIM market of the London Stock Exchange in 2004 and has
funded its activities through periodic share issues, which have totalled approximately
£14m to date. The company took a strategic decision to sell its contract research
activities in 2008, evolving into a pure drug-development business. Since then, it has
focused purely on advancing its portfolio with the aim of reaching recognised value
inflection points, such as demonstrating desirable pharmacological properties and
activity in animal models.

The company expects to license out compounds after reaching important value
inflection points — typically to larger biotech or pharmaceutical companies — for further
development and commercialisation. This is a well-established business model for
biotech companies and, indeed, pharmaceutical companies typically source as much
as half of their research and development pipeline in this way. Returns from licensing
deals typically come in the form of an upfront payment, followed by milestone payments
(payments made on successful completion of key development stages; regulatory
filings or approvals; or achievement of sales thresholds) and then royalties (a
percentage of sales) payable on a territory-by-territory basis until the expiry of the
licensed intellectual property.

It is, however, difficult to predict the level of interest on the part of potential licensees
as well as the timing and outcome of licensing negotiations (disclosed terms of licensing
deals in the TYK2/JAK space are summarised in the Appendix later). Nevertheless,
assets that are likely to be most attractive to potential partners would be expected to
be those with the strongest competitive position among those with the same or a similar
mechanism. This competitive position in the wider landscape, therefore, should be an
important consideration for investors.
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One of five companies that
have identified a selective
TYK2 inhibitor

Competitor data validate
TYK2 in psoriasis and
alopecia

JAK1 mechanism is
validated in multiple
indications

Sareum is one of five companies developing TYK2 (Tyrosine kinase 2) inhibitors in
autoimmune disease and the only one known to be currently targeting a specific cancer
indication. TYK2 is a member of the Janus Kinase family (which also includes JAK1, 2
& 3) of non-receptor tyrosine kinases. TYK2 has been shown to play an important role
in the signalling of type | interferons (a large subgroup of interferon proteins that help
regulate the activity of the immune system), as well as IL-12 and IL-23, via
phosphorylation of downstream STATSs (signal transducer and activator of transcription
proteins), and hence inhibition of its activity can switch off production of pro-
inflammatory cytokines.

Two products in this TYK2i (Tyrosine kinase 2 inhibitor) class are in mid/late clinical
stage trials — Bristol-Myers Squibb (BMS-986165) and Pfizer (PF-06700841). BMS has
two registration trials underway in psoriasis and both companies have multiple mid-
stage studies underway in other indications including systemic lupus erythematosus
(SLE), Crohn’s and ulcerative colitis (UC), psoriasis/psoriatic arthritis and vitiligo. Pfizer
also has a topical version (one that is applied to a particular place on or in the body) of
its molecule in mid-stage studies for psoriasis.

It is notable that in connection with its recently completed merger with Celgene, Bristol-
Myers Squibb (BMS) elected to retain BMS986165 and divest Otezla — an approved
oral treatment for psoriasis with blockbuster sales — in order to meet US anti-trust
requirements, suggesting the high perceived value of its compound.

Phase Il data from several completed studies with the Pfizer and BMS compounds have
been published in psoriasis and alopecia areata. These data were extremely strong
and have validated the TYK2 mechanism in these two indications. A potentially
important difference between the molecules is that BMS's is a pure TYK2 inhibitor while
that of Pfizer is a dual TYK2/JAK1 inhibitor. The publication of the psoriasis data has
meant it is now possible to compare efficacy of the two compounds in the same
indication. At first glance, there appears to be an advantage to the dual TYK2/JAK1
approach at the highest doses tested, which would be consistent with the fact JAK1 is
also a validated target. This may translate into an advantage for dual mechanism
molecules, such as Sareum’s, in autoimmune disease.

Interestingly, Pfizer's Phase Il study in alopecia areata also examined a JAKS inhibitor
in parallel and, in this case, the efficacy of the TYK2/JAKL1 inhibitor was appeared to be
better. However, Pfizer decided to advance its JAK3 inhibitor into Phase 11l trials in this
indication, possibly for commercial reasons.

JAK1 inhibition is also a validated target in autoimmune disease. There are three
products with this mechanism that are now approved for rheumatoid arthritis (Pfizer's
Xeljanz, Lilly’s Olumiant and AbbVie's Rinvoq) as well as positive studies in other
indications (psoriasis, atopic dermatitis, Crohn’s and UC). Xeljanz, a JAK1/3 inhibitor,
gained approval in 2012 for rheumatoid arthritis and subsequently for psoriatic arthritis
and ulcerative colitis. It recorded sales of $1.8bn in 2018 despite carrying a “black box”
warning.

Lilly’s Olumiant, the second JAK inhibitor to be approved, has a peak sales forecast of
c.$2bn/year. It also carries a black-box warning for serious infections, lymphoma and
thrombosis. Olumiant is in late-stage development for other indications including atopic
dermatitis, in which it has reportedly positive Phase Il studies, and lupus. Abbvie’'s
Rinvoq, which was recently approved for rheumatoid arthritis, has peak sales estimated
at $3-5bn/year. This and a fourth product, Gilead’s filgotinib (currently being filed), are
considered second-generation agents with greater JAK1 specificity.
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There are few other products in the same space. Pfizer has a JAK1 inhibitor, abrocitinib
(PF-04965842), which has successfully completed Phase lll trials for atopic dermatitis.
Galapagos is also known to be interested in the TYK2 space. It advanced a compound
into Phase | trials this year, but dropped the drug as a result of poor pharmacokinetics
(pharmacokinetics assesses how a drug affects an organism. Specifically, what
happens to the chemical from the moment it is administered to the point at which it has
been completely eliminated from the body).

Figure 4: Ongoing later-stage clinical studies with the Pfizer and BMS’ TYK2 inhibitors

Drug Stage N Design Endpoint(s) NCT ID
BMS-986165
plague psoriasis  1lI 600 1 dose vs pbo vs apremilast. Co-primary: sPGA score of 0 or1 NCT03624127
at wk16 and PASI 75 at 16 wks. [POETYK-PSO-1
plaque psoriasis |l 1,000 1 dose level vs pbo vs Co-Primary: sPGA scoreof Oor 1  NCT03611751/PO
apremilast) with rand. and PASI 75, both at wk 16. ETYK-PSO-2
withdrawal and retreatment
plague psoriasis  |lI 180 Single dose vs placebo Co-Primary: sPGA score of 0or1  NCT04167462PO
and PASI 75, both at wk 16. ETYK-PSO-3
Lupus nephritis Il 78 2 doses vs pbo Complete renal response at 24 NCT03943147
wks
Crohn's disease 1] 240 3 dose levels vs pbo. Co-primary: CDAI at 12 wks and NCT03599622
endoscopic response.
Psoriatic arthritis I 180 2 doses vs pbo and ACR20 at wk 16. NCT03881059
ustekinumab.
PF-06700841
SLE Il 448 3 dose levels vs pbo SRI-4 at wk 52 NCT03845517
plaque psoriasis Il 212 7 diff. doses (some with higher PASI score at wk 12 NCT02969018
induction) vs pbo.
Psoriasis Il 240 6 doses (QD and BID) vs pbo PASI score at wk 12 NCT03850483
(topical)
Crohn's disease* |l 250 4 arms: both actives vs pbo for Endoscopic improvement (>3pts) NCT03395184
12 wks, plus 52 wk OLE. at wk 12.
ulcerative colitis Il 360 12 arm: (3 doses vs pbo for Total Mayo Score (wk 8). NCT02958865
* each drug) for 8 and 24 wks.
Vitiligo* Il 330 12 arm (induction and VASI index at wk 24. NCT03715829
maintenance) for 20 wks.
Hidradenitis Il 192 4 arm (3 compounds vs pbo) for  HiSCR response at wk 16 NCT04092452
Suppurativa** 16 wks

Source: Marten & Co. Note: SLE = systemic lupus erythematosus. *Also testing PF-06651600 (JAK3i) in parallel; ** also testing PF-06650833 (IRAK4i) and PF-06651600
(JAKS3i) in parallel. Pbo=placebo,

Figure 5: TYK2 competitive landscape in autoimmune disease

Company Compound Specificity Indications/stage Notes
Bristol-Myers  BMS-986165 TYK2 Phase Il (psoriasis). Phase Il (lupus, Positive Phase Il in psoriasis.
Squibb Crohn'’s, ulcerative colitis, psoriatic arthritis).
Pfizer PF- TYK2/ Phase Il (Crohn’s, psoriasis, ulcerative Positive Phase Il studies in
06700841 JAK1 colitis, lupus, vitiligo and atopic dermatitis). alopecia areata and psoriasis.
BMS N/A* TYK2 Phase |
Nimbus N/A TYK2 Preclinical. Targeting IND filing year end Subject to an option deal with
20109. Celgene, but unlikely to be
exercised due to that company’s
proposed acquisition by BMS.
Sareum SD-1801 TYK2/ Preclinical. IND preparation studies Target first indication to be
JAK1 underway, target filing by 2020. confirmed.

Source: Marten& Co. * Note: possibly BMS-986235.

Sareum is considering a strategy that may see lupus or lupus nephritis (the kidney
damage associated with later stages of the disease) become the lead indication(s) with
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SD-1801, in order to avoid the more competitive areas such as psoriasis. Lupus is being
studied by BMS in a large Phase Il study, which if successful, could see SDC0-1801
becoming a “fast follower” with a potentially better dual targeting mechanism.

Lupus has been historically extremely challenging indication for pharmaceutical
development but, in recent months, the field has seen some unexpected positive results
from AstraZeneca, Roche, Biogen and latterly Aurinia Pharmaceuticals. This may in
turn prompt heightened interest from potential licensing partners.

Sareum’s other TYK2i compound, SDC-1802, has shown activity in cellular and disease
models of T-cell acute lymphoblastic leukaemia (T-ALL) and B-cell lymphoma. T-cell
ALL is a rare sub-type of ALL. It accounts for around 10-15% of cases. Sareum
estimates there may be 2,000 cases per year in Europe and the US. The condition is
currently treated with chemotherapy and stem-cell transplant, but no targeted therapies
have been developed. TYK2 inhibition may represent be an approach to treating T-
ALL, as the TYK2/STAT1/BCL-2 pathway is implicated in the survival of leukemic cells.

Inhibiting TYK2 may be an approach in solid tumours. Sareum has generated evidence
of activity in disease models of kidney, colon, skin and pancreatic cancer, and further
work may elucidate a strategy in solid-tumour indications, possibly with immune
checkpoint inhibitors. These data were recently presented at the AACR-NCI-EORTC
meeting (see link).

SRA737 development affected by
Sierra’s strategic change

Sierra Oncology is currently conducting studies of SRA737, but, as noted earlier, it is
now seeking a partnership for further development, following a change in strategy. This
change came about as a result of the subsequent acquisition of a Phase Il stage drug,
momelotinib, and furthermore, the decision to divest the rights to SRA737 seems to
have come about as a condition of a major refinancing. It is not necessarily a reflection
of the prospects for SRA737 per se.

Sareum holds a 27.5% interest in the licensing deal that covers the compound, which
arose as a result of an earlier partnership it had with the Institute of Cancer Research,
with early funding provided by Cancer Research UK. The licensing deal, which was
executed by CRT Pioneer Fund (CPF), the investment arm of CR UK, has a headline
value of $328.5m plus royalties.

SRA737 is a highly selective inhibitor of Checkpoint kinase 1 (Chk1). This is a key
regulator of cell-cycle progression and DNA damage repair/replication stress response.
The strategy is based on the fact that cancer cells are normally in a state of intrinsic
replication stress caused by oncogenes, mutations in DNA repair machinery, a
dysregulated cell cycle or other genomic alterations. This replication stress leads to a
dependency on Chk1 for survival. Thus, targeted inhibition of Chk1 should cause the
selective death of cancer cells in replication stress, a process known as “synthetic
lethality”.

SRAT737 is being evaluated in two separate Phase I/1l trials, one as a monotherapy and
the other in combination with low-dose gemcitabine (LDG). Both studies remain
underway and should complete in Q2 next year, although it has to be presumed that
planning for future studies is on hold and therefore the programme may enter a period
of abeyance until after a new licensing partner is found.
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Both studies reported initial findings earlier this year showing anti-tumour activity,
although arguably these may not be sufficient for further development as a
monotherapy. However, there was a very solid signal from the combination study that
would support a fast-to-market development plan in ano-genital cancer.

The combination study also attempts to look at patients with specific mutations (such
as CCNE1) that may lead to increased replication stress, in order to see if this would
make them particularly susceptible to the combination strategy. As yet, no strong signal
on this has been seen, although there were probably too few patients to be definitive.
Nevertheless, this probably weakened the case for a tumour-agnostic development
strategy, which had been the planning scenario in QuotedData'’s earlier model.

By contrast, separately published preclinical data of SRA737, in combination with low-
dose gemcitabine and a checkpoint inhibitor, showed profound synergy and highlighted
a very promising approach that is likely to be taken in development.

Although both trials are continuing, development of SRA737 will have to be transferred
to a third party at some point and this will inevitably lead to a delay in previously
expected timelines. Furthermore, there is no guarantee that Sierra will be successful in
securing a licensing deal or other arrangement to allow development of SRA737 to
continue. If there is a substantial delay in finding a partner, CRT Pioneer Fund, could
seek to recover rights under the diligence clauses of the contract.

Investment thesis — valuation

QuotedData’s model assumes that Sareum’s TYK2/JAK1 compounds to form the core
of the investment case and, given the current circumstances, its interest in the SRA737
licensing deal likely to provide upside, pending clarification of future funding
arrangements.

Unfortunately, it is highly problematic to try to calculate a value (based on an NPV, for
example) for preclinical-stage assets, as these are highly sensitive to a number of
unknowns (such as targeted indications, timelines, probabilities of success etc) and if
conservative assumptions are made, they would in any case tend to provide a negative
value at this point. Such compounds, however, are typically thought to have a value in
the industry of ~$20-30m, based on the upfront values in M&A transactions (such as
Amgen’s purchase of Nuevolution, earlier this year).

Nevertheless, QuotedData’s model considers increasing visibility of Sareum’s cancer-
focused TYK2 programme SDC-1802 — based on the recent data presentation - and
similarly good progress with the higher profile autoimmune candidate SDC-1801 to
have boosted the notional value of the two combined TYK2i assets to around £20-25m.
This indicative value is based on a review of values of upfronts obtained in licensing
agreements for preclinical-stage autoimmune assets, again heavily discounted, and
based on the experience of the analyst. It is also worth stressing that economics
obtained in licensing deals can — and usually would be — much larger than these sums,
sometimes by several orders of magnitude.

As noted earlier, QuotedData’s model suggests that the value of SRA737 has been
reduced for now, pending resolution of the current uncertainty by Sierra, and have
ascribed a figure in the order of £5m. QuotedData’s model previously had an estimated
value in the region of £20m, based on a strategy of tumour agnostic development.

Given the uncertainty over SRA737’s development and the presumed reduction in its
value, there is little point in updating QuotedData’s valuation from last year. As a
reminder, QuotedData’s model suggested a value for Sareum’s interest in SRA737, by
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Figure 7: Potential stock catalysts

Sareum Holdings

making assumptions about the size and timing of future milestones (which, as is usual,
have mostly not been disclosed) in the licensing deal. These would in theory remain in
any sub-licensing arrangement, but the timing of their trigger points will likely be
delayed by one year or more, even if a deal is concluded soon.

For completeness, the milestone and royalty income assumptions have been
summarised in Figure 6, although any future development will probably focus on ano-
genital cancer and possibly in combination with a checkpoint inhibitor in as-yet
undefined indications.

Figure 6: SRA737 modelling assumptions — summary

Assumption Detail Notes

R&D milestones  $45m on entry into $20m (2019), $25m (2022)
pivotal trials

Regulatory $150m on approval  $50m (2022), $100m (2023).

milestones and launch

Sales milestones $125m on key $50m when sales >$250m/year (2025),
thresholds $75m when global sales >$500m/year

(2027)

Royalties “High single rising Assumed 9% on sales up to $500m/year,
to low double digit” 12% on sales >$500m/year

NPV 25% probability of success, a 12.5%

assumptions discount rate, USD/GBP FX rate of 1.3.

Source: Marten & Co.

With normal assumptions for research and development spending, overheads and tax,
Marten & Co believes a fair valuation for Sareum now lies in the £20-25m range (0.65-
0.81p/share), versus our previously published £25-35m. Nonetheless, this new
valuation still offers up to 92% upside against the current share price, with potential for
further gains from a satisfactory resolution of the uncertainty over SRA737.

| Stock catalysts

Time Catalyst Comment/notes

H1 20 Final data from mono and combo studies of
SRA737

H2 20 Phase IIl data on BMS-986165 in psoriasis Likely first registration data with TYK2 inhibitor.

2020 Phase Il data on PF-06700841 in UC and Will likely determine Phase lll indications selected by
Crohn’s Pfizer.

2020 Potential partnering/sub-licensing deal for
SRA737

2020 Potential IND submission for SDC-1801

Source: Marten & Co

| Investment sensitivities

Sareum is exposed to the risks typical of biotech company drug development, including
the uncertain outcome of clinical trials and reliance on third parties (notably, Sierra
achieving a successful sub-licensing of SRA737) to advance the development of
licensed assets and its own internal TYK2 assets.

We note that for commercial reasons a potential partner(s) for the TYK2 compounds
may insist on rights to both autoimmune and cancer indications and thus it may not be
possible to license the two compounds separately. The value of the TYK2 assets may
be affected by the success or failure of competitors, both within the TYK2/JAK class

Annual overview | 10 December 2019
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and, to a lesser extent, for other oral molecules addressing autoimmune/inflammatory
indications. In order to be commercially successful, new oral agents will likely have to
show levels of efficacy that approach or match those of biological agents while offering

side-effect advantages, such a lower tendency for immunosuppression.

| Management & shareholders

Sareum has 3.07bn shares in issue and there are no other substantial or disclosable
(>3%) shareholdings. Sareum has enlarged its board in the past year with the
appointment of Dr Michael Owen and Clive Birch as non-executive directors. Further

information on the company’s board/management is provided in the Figure 8 below.

Figure 8: Sareum director/scientific advisor profiles

Biographic details

Executive Role

Dr Tim CEO

Mitchell

Dr John CSO

Reader

Dr Stephen Chairman*

Parker

Dr Michael Non-

Owen executive

Clive Birch Non-
executive

Co-founder. CEO (2004—-to date) 30+ years of experience in the life science industry. Prior to
leading buy-out of Sareum, was director of structure based discovery at Millennium
Pharmaceuticals (2000-2003), and scientific team leader in R&D at SmithKline Beecham. Holds
PhD in computational chemistry and BSc in chemistry.

Co-founder. VP chemistry (2004-2009, CSO 2009-to date). Formerly associate director
chemical technologies at Millennium Pharmaceuticals, prior to which he worked with
Pharmacopeia and Cambridge Discovery Chemistry. Has a PhD in chemistry and a BSc in
applied chemistry.

Chairman (2016-to date). Formerly partner with Celtic Pharma (2005-2011), CFO of
OxfordGlycoSciences and investment banker focusing on pharma/biotech with Barings, Warburg
and Apax Partners. Non-executive director of MGC Pharma Ltd.

Co-founder and first CSO of Kymab, former SVP and Head of Biopharmaceuticals R&D at
GlaxoSmithKline. Non-executive director of Avacta, ReNeuron, GammaDelta Therapeutics and
Zealand Pharma and Chairman of Ossianix.

Non-executive director of Cambridge Innovation Capital. Previously a partner of PWC.

Source: Sareum, Marten & Co. Note: * non-executive role

| Financials

Sareum reported pro forma cash of £1.7m at year end (30 June, adjusted for a
subsequent share issue), which — if current spending levels are maintained — should
provide a runway into FY2021. The financial model has not materially changed, except
for adjustments to reflect share issues, and we do not consider it to be a major factor
in the investment thesis, except in relation to Sareum’s ability to fund its planned future

development activities.

Sareum Holdings

Figure 9: Income statement

Year ending Jun £000 2016 2017 2018 2019%e 2020e
Revenue 123 20 0 0 0
EBITDA (1,203) 354 (1,717) (1,686) (1,686)
Depreciation (2) (4) (5) (8) (0)
Operating profit (1,205) 350 (1,722) (1,722) (1,722)
Net financials 4 S 4 g 0
Profit before tax (1,201) 350 (1,722) (1,687) (1,687)
Tax 0 153 47 230 230
Net income (1,201) 505 (1,470) (1,452) (1,456)

Source: Marten & Co

Annual overview | 10 December 2019
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Figure 10: Balance sheet

Sareum Holdings

Year ending Jun £'000 2016 2017 2018 2019e 2020e
Cash 1,253 2,306 1,375 9199 88
Receivables 79 80 138 59 59
Other 155 48 254 231 2314
Total current assets 1,487 2,434 1,767 1,210 323
Tangible assets 1 13 8 0 0
Other 475 54 41 31 31
Total fixed assets 476 67 49 31 31
Total assets 1,963 2,501 1,816 582 460
Accounts payable (100) (156) (183) (147) (147)
Short-term debt (800)
Total current liabilities (100) (156) (183) (147) (947)
Shareholder equity 1,864 2,346 1,633 1,094 (592)
Source: Marten & Co
Figure 11: Cash-flow statement
Year ending Jun £'000 2016 2017 2018 2019e 2020e
Operating profit (1,205) 350 (1,722) (1,686) (1,686)
Depreciation 2 4 5 8 0
Change in debtors (79) (2) (57) 78 0
Change in creditors 100 56 28 (37) 0
Other 321 281 110 0 0
Net operating cash inflow/(outflow) (862) 690 (1,636) (1,516) (1,686)
Capex 0 (16) 0 0 0
Tax 184 154 43 253 253
Financial income (charge) 4 3 4 4 0
Free cash flow (674) 831 (1,589) (1,259) (1,434)
Net cash flow before financing (1,271) 831 (1,589) (1,259) (1,434)
Equity issues 0 0 656 791 7810
Other 0 229 0 0 0
Net cash inflow/(outflow) (1,271) 1,060 (933) (464) (652)
Other 0 @) 3 4) 0
Change in net debt (1,271) 1,053 (930) (464) (652)

Source: Marten & Co
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Sareum Holdings

I Appendix — JAK licensing deals

Figure 12: Licensing deal in the JAK space for cancer/autoimmune disease

Originator/ Date Product(s) Indications Stage at Notes

Licensor licensing

Gilead/Sierra Aug-18 momelotinib  myelofibrosis  Phase Ill Upfront = $3m, milestones of $195m (largely

Oncology (failed) sales based) and royalties from mid-teens to high-
twenties percent, although since re-negotiated to
include an equity component.

Theravance/ Jan-18  TD-1473 + UC and Phase | Upfront = $100m. Milestones of $900m. Joint

Janssen (J&J) back-ups Crohn’s dvt/commercial in US with costs shared (67:33 to
Theravance). J&J has rights ex-US.

Celgene/ Jan-18  federatinib myelofibrosis  Phase Il Acquired for $1.1bn, contingent payments of

Impact $1.4bn and sales-based milestones of $4.5bn.

Biomedicines

Nimbus/ Nov-17  Tyk2 N/A Preclin Celgene acquires option to Tyk2 and STING

Celgene antagonist (also preclin). Financial terms not
disclosed.

Galapagos/ Dec-15 filgotinib RA, Crohn's, Positive Upfront = $300m, $425m equity invest at 20%

Gilead UC, AS; Phase Il in premium. Milestone payments of up to $1.35bn

PsA, Lupus, RA& and tiered royalties starting at 20% and a profit
Sjogren’'s; Crohn’s split in co-pro territories.
uveitis
Rigel/Aclaris Sept-15  ATI-501/2 alopecia Preclin Upfront = $8m, milestone payments of up to $90m
Therapeutics areata/ and tiered royalties on sales.
dermatology

CTI Biopharma/  Nov-13  pacritinib myelofibrosis  Phase Il Upfront = $30m and $30m equity investment, plus

Baxter milestones of up to $112m. Rights returned by
Baxalta after its acquisition by Shire.

Gilead/YM Dec-12 momelotinib  myelofibrosis  Phase I/1l Acquired for $385m, net of cash.

Biosciences

Astellas/J&J Oct-12  perfectinib RA Phase Il Upfront = $65m for global, ex-Japan rights.
Milestones of $880m and double-digit royalty.
Now discontinued by J&J.

Galapagos/ Feb-12  filgotinib RA Phase Il in Upfront = $150m, with option to license on

Abbott (now RA completion of RA Phase Il trials for $200m, with

Abbvie) underway milestone payments of $1.0bn and tiered double-
digit royalties. AbbVie subsequently declined
option to licence.

Rigel Pharma/ Feb-10 fostamatinib RA Phase Il'in Upfront = $100m. $345m in R&D milestones,

AstraZeneca disodium RA $800m in sales-related milestones and double-

completed. digit royalties on sales. Oral SYK inhibitor. Rights
returned by AZ and discontinued in RA. Since
approved for ITP (as Tavalisse).

Incyte/Novartis ~ Nov-09  ruxolitinib myelofibrosis  Phase IlI Upfront = $150m plus initial $60m milestone for
ex-US rights for ruxolitinib, up to $1.1bn in R&D
and sales milestones plus double-digit royalty.
Deal also provides global rights to capmatinib (a
cMET inhibitor.

Cytopia/’YM Oct-09  momelotinib ~ myelofibrosis  Entering Acquisition for C$14m in stock.

Biosciences Phase Il

Source: Marten & Co.
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Figure 13: Ongoing studies of JAK inhibitors in cancer

Sareum Holdings

Compound Company Indication Stage Design/notes Study ID Data
Itacitinib Incyte r/r DLBCL. Phase I/ll In combination with ibrutinib NCT02760485 Dec-19
Itacitinib Incyte B-cell Phase /1l 3 arms: INCB050465 (PI3Ki) NCT02018861/ Dec-19
malignancies +/- itacitinib and INCB050465 + CITADEL-101
chemo
Itacitinib Incyte myelofibrosis  Phase Il itacitinib +/- low-dose ruxolitinib  NCT03144687 Jul-20
Itacitinib Incyte NSCLC Phase I/l In combination with Tagrisso NCT02917993 Jan-20
(EGFRmut).
Pacritinib CTI myelofibrosis  Phase I/Il NCT03165734 Dec-19
Biopharma
Jakafi Incyte B-ALL Phase Il Single arm study of Jakavi plus  NCT02723994 Feb-24
chemo
Momelotinib Sierra myelofibrosis  Phase Il Momelotinib vs Danazol NCT04173494 Jun-22
Oncology

Source: Marten & Co. Note: Pacritinib is a JAK2/FLT-3 inhibitor. DLBCL = relapsed/refractory diffuse large B-cell lymphoma.

| Previous publications

Readers interested in further information about Sareum may wish to read QuotedData’s
initiation note, Tyking the boxes, which was published on 7 November 2018 and our

update note, Key ‘737 data coming up, published on 7 March 2019. You can read the

notes by clicking on the links or by visiting QuotedData.com.
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This note is for information purposes only and
is not intended to encourage the reader to deal
in the security or securities mentioned within it.

Marten & Co is not authorised to give advice to
retail clients. The research does not have

regard to the specific investment objectives
financial situation and needs of any specific
person who may receive it.

The analysts who prepared this note are not
constrained from dealing ahead of it but, in
practice, and in accordance with our internal
code of good conduct, will refrain from doing so
for the period from which they first obtained the
information necessary to prepare the note until

the note’s publication.
Nevertheless, they may have an interest in any
of the securities mentioned within this note.

This note has been compiled from publicly
available information. This note is not directed
at any person in any jurisdiction where (by
reason of that person’s nationality, residence or
otherwise) the publication or availability of this
note is prohibited.

Biotechnology companies are by their nature highly speculative and investors should only consider them as
investments as part of a risk-mitigated and diversified investment strategy. Biotech companies are exposed to significant risks and uncertainties
associated with the outcome of clinical trials, future regulatory requirements and/or competitive factors. Biotech companies are typically reliant on third
parties, including licensees, to advance their programmes and on obtaining funds raised from the equity capital markets and other sources.

Whilst Marten & Co uses reasonable efforts to obtain information from sources which we believe to be reliable and to ensure
that the information in this note is up to date and accurate, we make no representation or warranty that the information contained in this note is
accurate, reliable or complete. The information contained in this note is provided by Marten & Co for personal use and information purposes generally.
You are solely liable for any use you may make of this information. The information is inherently subject to change without notice and may become
outdated. You, therefore, should verify any information obtained from this note before you use it.

Nothing contained in this note constitutes or should be construed to constitute investment, legal, tax or other advice.

No representation, warranty or guarantee of any kind, express or implied is given by Marten & Co in respect of any
information contained on this note.

To the fullest extent allowed by law, Marten & Co shall not be liable for any direct or indirect losses, damages, costs or
expenses incurred or suffered by you arising out or in connection with the access to, use of or reliance on any information contained on this note. In
no circumstance shall Marten & Co and its employees have any liability for consequential or special damages.

These terms and conditions and all matters connected with them, are governed by the laws of England and Wales
and shall be subject to the exclusive jurisdiction of the English courts. If you access this note from outside the UK, you are responsible for ensuring
compliance with any local laws relating to access.

No information contained in this note shall form the basis of, or be relied upon in connection with, any offer or commitment whatsoever in
any jurisdiction.

Please remember that past performance is not necessarily a guide to the future and
that the value of shares and the income from them can go down as well as up. Exchange rates may also cause the value of
underlying overseas investments to go down as well as up. Marten & Co may write on companies that use gearing in a number
of forms that can increase volatility and, in some cases, to a complete loss of an investment.
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