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Mereo BioPharma 

Targeting TIGIT thoughtfully 

Mereo BioPharma is set to progress its promising anti-TIGIT antibody, etigilimab, into 

Phase Ib/II trials for multiple solid tumour types in Q420. The study will focus on less 

common tumour types, including several rare cancers, and employ a flexible design to 

respond rapidly if data is promising. Phase II alvelestat results are expected in H221 

for AATD, with Phase Ib data for COVID-19 likely in mid-21. A partner to progress 

setrusumab (osteogenesis imperfecta, OI) into the Phase III registration trial is 

expected to be announced soon. Similarly, partnering news for the non-core assets, 

leflutrozole and acumapimod, is anticipated. Our valuation, based on conservative 

assumptions, is $741m (£570m), equivalent to $5.06/ADS (101p/share) fully diluted. 

Year-end: December 31 2018 2019 2020E 2021E 

Sales (£m) 0.0 0.0 0.0 0.0 

Adj. PBT (£m) (35.1) (40.5) (39.3) (28.2) 

Net Income (£m) (32.0) (34.8) (143.5) (26.7) 

Adj.EPS (p) (42.2) (38.4) (21.3) (7.3) 

Cash (£m) 27.5 16.3 34.8 11.9 

EBITDA (£m) (35.2) (36.9) (34.9) (27.1) 

Source: Trinity Delta  Note: Adjusted numbers exclude share-based payments and exceptionals.  

▪ TIGIT Phase Ib/II set for imminent start Mereo Biopharma has detailed its plans for 

etigilimab’s Phase Ib/II study. The Phase Ib element will recruit c 100 patients into a 

six-arm trial targeting specific tumours, including a number of rare types, to 

determine efficacy and safety when used in combination with an as yet unnamed 

PD-1 inhibitor. The study’s flexible format will allow rapid scale-up if promising data 

is seen. Interim results are expected in H221. TIGIT is increasingly viewed as a 

potential core treatment backbone, alongside PD-1, in immuno-oncology. We view 

etigilimab as a potentially transformative programme for the company.   

▪ Alvelestat clinical data due in mid-2021  Alvelestat is undergoing two Phase II trials 

for α1 antitrypsin deficiency (AATD) and a Phase Ib/II for COVID-19 complications. 

The rationale for neutrophil elastase (NE) inhibition in AATD and in NETosis-driven 

diseases is robust; alvelestat’s clinical activity and dosing profile makes it a leading 

candidate for first-in-class approval if data, expected from mid-2021, is supportive.  

▪ Funding in place for progressing key assets  The successful $70m June placement 

has enabled management to expedite the development of its core programmes. The 

key beneficiary has been etigilimab, with a well-structured plan now in place to 

rapidly expand the pursuit of promising tumour indications. The TIGIT space is 

highly competitive and timely progress relies on adequate funding being in place.  

▪ Valuation of $5.06 per ADS, or 101p per share Our rNPV model employs 

conservative assumptions, especially on the TIGIT programme’s potential, and 

values Mereo Biopharma at $741m or £570m, equivalent to $5.06/ADS or 

101p/share (fully diluted). We reiterate our view that, with funding in place and 

clinical plans defined, share price appreciation will be driven by clinical progress and 

demonstrable success in partnering assets. We believe Mereo BioPharma remains 

largely underappreciated and, hence, undervalued.  
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Mereo BioPharma: focus on TIGIT and alvelestat 

Mereo BioPharma has a broad clinical pipeline yet, understandably, investor 

attention will focus on its anti-TIGIT programme. Etigilimab will start a key c 100 

patient Phase Ib/II PD-1 combination trial in a variety of solid tumours before 

end-2020, with top line results expected during H221. TIGIT is now widely 

viewed as a potential immuno-oncology treatment backbone as important as 

PD-1. Although early stage, etigilimab could, if successful, transform Mereo’s 

prospects. Meanwhile, partnering news flow is expected for setrusumab, for 

osteogenesis imperfecta (OI or brittle bone disease). Alvelestat for the 

treatment of alpha-1 antitrypsin deficiency (AATD), continues to progress 

development in both AATD and COVID-19. Our valuation is $741m or £570m, 

equivalent to $5.06/ADS or 101p/share (fully diluted). 

Mereo BioPharma hosted a virtual R&D update in November 2020. This event 

provided useful insights into the status of its development pipeline, notably on 

expected timelines, and, importantly, mapped out the clinical trial pathways for 

etiligimab and alvelestat. These two compounds, together with setrusumab, form 

Mereo BioPharma’s core portfolio and represent the majority of the value within 

our rNPV model. It is their prospects that underpin our investment case.  

Exhibit 1: Mereo BioPharma’s diversified late-stage clinical pipeline 

 

Source: Mereo BioPharma 

Following an impressive $70m equity raise in June 2020, coupled with existing 

resources, management has funding in place to progress the core programmes to 

key value-inflection points. Exhibit 1 highlights the four clinical trials, in darker 

blue, that are either ongoing or planned which represent important milestones. 

Etigilimab’s Phase Ib/II open label study has been designed to retain flexibility 

such that if any specific cancer indications prove particularly promising they can 

be pursued swiftly. The results of the Phase II AATD trial and Phase Ib/II COVID-

19 study, likely mid-2021, will shape alvelestat’s future development. Setrusumab 

is expected to be partnered ahead of the pivotal Phase III, with the announcement 

of the partner still possible before end-2020.  

Funded to progress key assets 

to next value inflection points 

R&D update provides detail on 

clinical plans for the core assets 

https://www.mereobiopharma.com/media/1514/mereo-rd-day-master-presentation-112420-1.pdf
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Etigilimab: an emerging TIGIT player  

Etigilimab, an anti-TIGIT antibody, is in our view Mereo BioPharma’s most 

promising programme. It targets the TIGIT (T-cell immunoreceptor with 

immunoglobulin and ITIM domains), a particularly exciting area in immuno-

oncology (IO) that appears to stop T-cells from attacking tumour cells much like 

the PD-1 inhibitory protein. These agents are known as immune checkpoint 

receptors and their inhibitors (CPI), targeting checkpoints such as CTLA-4 

(cytotoxic T lymphocyte‐associated antigen 4) and PD-1 (programmed cell death 

1) receptors, demonstrate impressive clinical efficacy and durable responses in 

more than 15 types of malignancy.  

These CPIs, such as Merck’s pembrolizumab (Keytruda), Bristol Myers Squibb’s 

nivolumab (Opdivo), and Roche’s atelzolizumab (Tecentriq), have transformed 

clinical practice over the past five years and increasingly form the basis of many 

first-line therapies. However, sizeable patient populations fail to respond or 

relapse quickly, and the search is on for new CPI targets that can improve more 

treatment outcomes. TIGIT is widely viewed as a next generation CPI, with 

extensive clinical programmes currently underway.  

Exhibit 2: TIGIT plays a key role in immune suppression by cancer cells 

 

Source:; The Immunoreceptor TIGIT Regulates Antitumor and Antiviral CD8+ T Cell Effector 
Function, Cancer Cell, Volume 26, Issue 6, P923-937, December 08, 2014 

The attraction of TIGIT as a target is that it is a T-cell co-inhibitory receptor which 

is consistently highly expressed across multiple solid tumour types. It is frequently 

expressed in parallel with other co-inhibitory receptors, most notably PD-1, where 

it acts synergistically to regulate anti-tumour response. TIGIT exerts its negative 

regulator effects through competing with CD226 (DNAM-1) for PVR (poliovirus 

receptor or CD155), disrupting CD226 activation, and directly inhibiting T cells. 

These pathways consist of receptor–ligand pairs which, following receptor–ligand 

interaction, suppress the effector functions of T cells and natural killer (NK) cells 

and impair anti‐tumour immunity (Exhibit 2).  

TIGIT alone is a modest inhibitor of CD4+ T cell priming and NK cell killing; 

however, especially in the presence of PD-1, there is potent suppression of CD8+ 

Etigilimab, anti-TIGIT antibody, 

is the jewel in Mereo’s crown 

Immuno-oncology has 

revolutionized cancer 

treatments over the past five 

years 

 

TIGIT appears to be a 

particularly attractive potential 

target… 

…offering the prospect of 

synergy with anti-PD-1s 

https://onlinelibrary.wiley.com/doi/10.1111/cei.13407
https://jhoonline.biomedcentral.com/articles/10.1186/s13045-019-0779-5
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4588295/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4473331/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4473331/
https://www.cell.com/cancer-cell/issue?pii=S1535-6108(14)X0012-7
https://www.frontiersin.org/articles/10.3389/fcell.2020.00564/full
https://www.nature.com/articles/s41423-018-0168-y
https://www.nature.com/articles/s41423-018-0168-y
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T cells. Hence, anti-TIGIT compounds would be expected to exhibit limited anti-

tumour activity as monotherapy, which is what the clinical studies to date have 

shown, but, in theory at least, potent synergistic effects when used in combination 

with other CPIs, such as PD-1 and PD/L1 antagonists. It is this strong biological 

rationale that supports exploring the use of anti-TIGIT protocols as part of PD-1 

based combination therapies in a growing number of clinical trials.  

Exhibit 3: Overview of TIGIT expression and function 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Source: Bristol-Myers Squibb, Trinity Delta 

The precise mechanism of action remains unclear and may have both cell-intrinsic 

and cell-extrinsic components. A school of thought is that TIGIT dials down innate 

and adaptive immune responses by limiting the effector functions of cytotoxic T 

cells and natural killer (NK) cells; others believe it primarily enhances the activity 

of regulatory T (Treg) cells, curbs the release of proinflammatory cytokines from 

dendritic cells (DC), or inhibits cancer cell killing by CD8+ T cells. Yet the appeal of 

TIGIT is that it appears to act through multiple interrelated mechanisms, 

suggesting inhibition could result in profound and lasting activity. However, this 

uncertainty has resulted in differing approaches to antibody construction.  

There are eleven TIGIT programmes known to be in clinical development, albeit 

six have only recently entered Phase I (Exhibit 4). The most advanced compound 

is Roche/Genetech’s tiragolumab which, following positive data from the 

CITYSCAPE Phase II trial, is being evaluated in two related Phase III studies, 

SKYSCRAPER-01 and -02, for first-line NSCLC (non-small cell lung cancer) and 

SCLC (small cell lung cancer). An ambitious clinical programme sees a further six 

pivotal Phase III studies also planned for other solid tumour indications. This 

sizeable commitment has spurred significant industry interest in exploring anti-

TIGIT strategies in combination with a number of existing checkpoint inhibitors, as 

well as current gold standard regimens.  

▪ TIGIT is an immune checkpoint receptor on cytotoxic, memory, and 

Tregs, as well as NK cells 

▪ On cytotoxic T cells and NK cells, interaction of TIGIT with either of 

its two ligands, CD155 (PVR) and CD112 (Nectin2), suppresses 

immune activation 

▪ When TIGIT is expressed on Tregs this interaction enhances their 

ability to suppress the immune response 

▪ The suppressive effect of TIGIT is counterbalanced by the immune-

activating receptor CD226 (also called DNAM1), which is also 

expressed on cytotoxic T cells and NK cells and competes with TIGIT 

to bind to CD155 and CD112 

▪ The inhibitory signal provided by TIGIT overpowers CD226’s ability to 

stimulate T-cell activation 

▪ In cancer, tumour cells exploit the inhibitory TIGIT pathway to avoid 

immune-mediated destruction 

▪ Increased presence of TIGIT and its ligands is associated with 

impaired CD226 signalling and T-cell exhaustion, leading to a 

progressive loss of T-cell function 

Mechanism of action still not 

known, with a number of 

pathways postulated  

Twelve TIGIT programmes are 

now in the clinic 

https://onlinelibrary.wiley.com/doi/10.1111/cei.13407
https://onlinelibrary.wiley.com/doi/10.1111/cei.13407
https://onlinelibrary.wiley.com/doi/10.1111/cei.13407
https://www.roche.com/media/releases/med-cor-2020-05-14.htm
https://www.cancer.org/cancer/lung-cancer/about/what-is.html
https://www.healthline.com/health/lung-cancer-small-cell
https://www.roche.com/dam/jcr:f5b0e8e3-66fb-4155-85ff-ec1b012fb46c/en/irp200422.pdf
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Exhibit 4: TIGIT programmes known to be in clinical development 

Programme Company Type Phase Cancer type Notes 

Tiragolumab 

(MTIG7192A; 

RG6058) 

Genentech/Roche IgG1 III Adv or met 

NSCLC 

CITYSCAPE Phase II promising results in 

Tecentriq combo at ASCO20. 500-pt 

SKYSCRAPER-01 (NSCLC) and 400-pt 

SKYSCRAPER-02 (SCLC) both ongoing; 

expected filing date 2022 and 2023+ 

Domvanalimab 

(AB154) 

Arcus Bioscience 

(Gilead) 

Mut 

IgG1 

II Adv NSCLC 150-pt Phase II study monotherapy & 

combination (anti‐PD‐1 mAb), started Q220 

Vibostolimab 

(MK‐7684) 

Merck IgG1 II Solid cancers 

Melanoma 

Various subset studies, with c 90-pts each, of 

Keynote 01A and 02B, ongoing 

BMS‐986207 Bristol‐Myers 

Squibb 

Mut 

IgG1 

I/II Solid tumours 

Mult myeloma 

170-pt Phase I/II study mono & combo, 

ongoing 104-pt Phase I/II study combo, 

started Q320 

Etigilimab 

(OMP313M32) 

Mereo Biopharma IgG1 I/II Adv or Met 

solid cancers 

33-pt dose escalation study completed Q219. 

Phase Ib/II open-label study to start Q420 

EOS-448 Iteos Therapeutics  IgG1 I Solid cancers  30-pt open label study, started Q220 

BGB-A1217 Beigene IgG1 I Adv solid 

cancers 

39-pt open label combo study with anti-PD1 

tislelizumab, est completion Q221 

IBI-939 Innovent ND I Adv cancers 270-pt dose escalation study, started Q220 

COM902 Compugen IgG4 I Solid cancers 45-pt open label study, started Q220 

SEA-TGT Seattle Genetics IgG1* I Adv tumours 111-pt open-label study started Q220 

M6223 EMD Serono ND I Solid tumours 35-pt open-label study started Q320 

Source: Evaluate, clinicaltrials.gov, Nature Biotechnology, Trinity Delta   Notes: Mut IgG1 = Mutant IgG1 (Fc receptor disabled), IgG1* = IgG1 
(Fc enhanced with afucosylation), ND = not disclosed, Adv = advanced, Met = metastatic 

The data presented to date suggests that the TIGIT and PD-1 combination 

strategy appears safe and well tolerated, with encouraging early signs of efficacy 

against a broad range of solid tumour types. The eventual winners in the efficacy 

stakes will reflect the mechanisms by which TIGIT actually promotes antitumour 

immunity. All the anti-TIGIT antibodies known to be in clinical development 

should block the CD155 ligand and remove the inhibitory cascade that prevents T 

cells and NK cells from attacking the tumour, as well as promoting related tumour-

directed immunity pathways. However, a healthy debate centres around the role 

of the Fc binding capacity of the various antibodies being developed.  

The most advanced programmes, such as Roche/Genentech’s tiragolumab and 

Merck’s vibostolimab, employ a wild-type IgG1 isotype and maintain TIGIT-

directed antibody-dependent cellular cytotoxicity (ADCC). This does effectively 

destroy the antibody-coated target cells and removes T reg cells but has the 

potential to also deplete beneficial cytotoxic cells in the process. Hence other 

approaches, such as Bristol-Myers Squibb and Arcus Bioscience, use mutated 

IgG1 tails with inactivated Fc regions and others, such as Compugen and the 

recently terminated Astellas Pharma programme ASP8374, employ IgG4 

backbones that offer only weak Fc binding.  

Etigilimab is a wild-type IgG1 isotype monoclonal antibody with ADCC that 

showed potent anti-tumour effects in preclinical studies. A Phase Ia/Ib open label 

dose escalation trial in 23 heavily pre-treated patients with histologically 

Safety and tolerability appear to 

be good, so focus is on efficacy 

Debate centres on the role of 

the Fc region of the antibodies 

Etigilimab retains ADCC activity 

and has demonstrated potent 

preclinical synergistic effects 

https://www.roche.com/dam/jcr:5ed22454-3471-4425-95f6-4dae81ae9c12/en/roche-mediarelease-tiragolumab-14052020.pdf
https://clinicaltrials.gov/ct2/show/NCT04294810
https://clinicaltrials.gov/ct2/show/NCT04256421?term=Tiragolumab&draw=2&rank=3
https://www.roche.com/research_and_development/who_we_are_how_we_work/pipeline.htm
https://www.arcusbio.com/pipeline/chart
https://clinicaltrials.gov/ct2/show/NCT04262856?term=AB154&draw=2&rank=2
https://clinicaltrials.gov/ct2/show/NCT04165070?term=MK%E2%80%907684&draw=2&rank=2
https://clinicaltrials.gov/ct2/show/NCT04305054?term=MK%E2%80%907684&draw=2&rank=3
https://www.bms.com/investors/events-and-presentations.html
https://www.bms.com/investors/events-and-presentations.html
https://clinicaltrials.gov/ct2/show/NCT02913313?term=BMS%E2%80%90986207&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04150965?term=BMS%E2%80%90986207&draw=2&rank=2
file:///C:/Users/lgregorek/AppData/Local/Microsoft/Windows/INetCache/Content.Outlook/HWC9S05T/OMP-313M32
https://www.iteostherapeutics.com/pipeline/clinical-trials
https://clinicaltrials.gov/ct2/show/NCT04335253?term=04335253&draw=2&rank=1
https://www.beigene.com/
https://clinicaltrials.gov/ct2/show/NCT04047862?term=BGB-A1217&draw=2&rank=1
http://innoventbio.com/en/#/intro
https://clinicaltrials.gov/ct2/show/NCT04353830?term=TIGIT&cond=Cancer&draw=2&rank=2
https://www.cgen.com/pipeline/clinical-trials/
https://clinicaltrials.gov/ct2/show/NCT04354246?term=TIGIT&cond=Cancer&draw=2&rank=8
https://www.seagen.com/science/clinical-trials
https://www.clinicaltrials.gov/ct2/show/NCT04254107?term=NCT04254107&draw=2&rank=1
https://www.emdgroup.com/en/research/biopharma-pipeline.html
https://www.clinicaltrials.gov/ct2/show/NCT04457778
https://www.frontiersin.org/articles/10.3389/fimmu.2020.573405/full
https://clinicaltrials.gov/ct2/show/NCT03119428
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confirmed locally advanced and metastatic solid tumours, at doses up to 20mg/kg 

every two weeks, was completed successfully. Tumour types included colorectal, 

endometrial, and pancreatic cancer, plus eight other solid tumour types. A related 

10 patient Phase Ib dose escalation study in selected tumour types in combination 

with nivolumab has also shown promising results. No dose limiting toxicities were 

observed in either study. Skin rashes and pruritis (itching) were seen (Phase Ia: 

35% of patients; Phase Ib: 50%), as is typical with most IO treatment regimens. A 

stable or partial response was seen in 27% of the patients across both studies.  

Exhibit 5: Phase Ib/II ACTIVATE basket study design 

 

Source: Mereo BioPharma   Note: * PDL1+; TMB-H =tumour mutational burden – high; MSS = 
micro-satellite stable 

A Phase Ib/II study, known as ACTIVATE, of etigilimab in combination with an as 

yet undisclosed PD-1 inhibitor is planned to start in Q420. This will recruit c 100 

patients into a Simon two-stage design exploring six different tumour groups 

(Exhibit 5). The tumour types have been selected for high PVR/TIGIT and PD-1 

co-expression and anti-PD-1/L1 responsiveness, with patients selected for 

biomarkers for TMB, PDL1, PVR, and TIGIT. Notably “crowded” cancer types, such 

as NSCLC, have been deliberately avoided due not only to competitive pressures 

but also ease of patient recruitment. The six tumour types chosen are all high 

need with poor prognoses and include:  

▪ HNSCC (head and neck squamous cell carcinoma),  

▪ cervical cancer,  

▪ gastric/gastro-oesophageal (GE), 

▪ endometrial carcinoma, 

▪ TMB-H (tumour mutational burden -high) and MSS (micro-satellite stable) 
tumours, and  

▪ rare tumours, such as salivary gland and sarcoma.  

The primary endpoint will be overall response rate, with secondary endpoints of 

safety and tolerability, PK/PD, and duration of response. Other parameters 

examined will include the biomarker suitability, progression-free survival, and 

overall survival. The Simon format was selected to enable a flexible study design 

so that if an encouraging response is seen in a particular tumour type that cohort 

of the study can be expanded rapidly into a randomised double-blind Phase II trial 

(which, depending on the tumour indication, could support registration). The 

ACTIVATE study is expected to enrol patients from Q420 and last for 12-15 

months, with initial data expected in H221. The quality of this data will be pivotal 

in guiding etigilimab’s development strategy.  

ACTIVATE trial explores six 

selected tumour types, 

including rare cancers 

Flexible Simon two-step format 

facilitates rapid upscaling if any 

data is encouraging 

https://linus.nci.nih.gov/techreport/Optimal2-StageDesigns.pdf
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Alvelestat: addressing a real NE-ed (excuse the pun) 

Alvelestat is a potent, oral inhibitor of neutrophil elastase (NE) that is in Phase II 

development for the treatment of severe AATD (α1-antitrypsin deficiency) lung 

disease, a rare and potentially life-threatening genetic condition. It is also in Phase 

Ib/II for COVID-19, examining in particular the hypothesis that the pathology is 

driven by NETosis (Neutrophil Extracellular Trap). NE is an aggressive and 

cytotoxic protease enzyme that is associated with the destruction of lung tissue. It 

is implicated in the signs, symptoms, and disease progression of many lung 

disorders through its role in the inflammatory processes, mucus over-production, 

and lung tissue damage. Normally NE activity is tightly regulated by endogenous 

protease inhibitors including α1-antitrypsin (AAT), secretory leukoprotease 

inhibitor, and α2-macroglobulin.  

Alvelestat’s appears particularly well suited to negating the impacts of α1-

antitrypsin deficiency. AATD is a relatively common inherited genetic disorder 

where the liver produces an abnormal version of the AAT protein or none at all. 

Normally AAT plays a protective role in the lungs; its lack can allow the 

destructive effects of NE to go unchecked. The damage to the lungs is 

progressive, cumulative, and irreversible, with therapy limited to symptomatic 

treatments, such as inhaled steroids and bronchodilators, or augmentation therapy 

with plasma-derived AAT (typically weekly one-hour IV infusions). As an inherited 

genetic disorder, AATD should be an ideal candidate for gene therapy, however 

the complexities mean progress is slow.  

A proof-of-concept Phase II trial (ASTRAEUS) is underway, although it has taken 

longer than hoped to recruit, due to AATD being a lung disease and concerns over 

COVID-19 and hospital attendance as part of a clinical trial. The study examines 

around 165 severe AATD patients with the PiZZ or NULL genetic mutations who 

have confirmed emphysema, declining FEV1, and have not undergone 

augmentation (or similar) therapy. The study period is 12 weeks and consist of 

three arms (placebo and two alvelestat doses); it examines elastin breakdown and 

biomarkers of NE inhibition. The within-patient percentage change of levels of 

desmosine, a breakdown product of elastin and a good biomarker for lung 

damage, is a primary endpoint. Secondary endpoints such as plasma Aα-Val360 (a 

validated biomarker of NE activity), NE levels in sputum, and a battery of lung 

function tests are also included. Top line data is expected during H121.  

An investigator-led Phase II study (ATALANTa) is also underway in AATD, which 

involves 66 patients randomised 1:1 into active and placebo arms. Dosing is 

120mg (four 30mg tablets) twice daily, also over 12 weeks, with the primary 

endpoint being the desmosine/isodesmosine biomarker levels. Safety and 

tolerability are the other primary considerations. Preliminary data is expected in 

H221.  

A Phase Ib/II double-blind, placebo-controlled clinical trial (COSTA) has initiated 

with alvelestat in adult patients with moderate to severe COVID-19 respiratory 

disease. The study involves c 15 patients that are hospitalised, but not yet 

ventilated, and initially examines safety and potential efficacy. There are three 

active arms, with unspecified doses, and a placebo arm. The first element lasts 10 

days with safety and tolerability as primary endpoints; a 90-day safety follow-up 

will also be performed. Secondary endpoints will examine efficacy parameters, 

COSTA COVID-19 Phase Ib/II 

study set to produce results 

mid-2021 

Additional data from 

ATALANTa Phase II trial due in 

H221 

Phase II proof-of-concept data 

expected during H121 

AATD is relatively common but 

has few genuine treatment 

options 

NE is a key component in AATD 

and is implicated in COVID-19 

complications 

https://journal.chestnet.org/article/S0012-3692(17)30736-5/fulltext
https://www.genome.gov/19518992/learning-about-alpha1-antitrypsin-deficiency-aatd/
https://www.thelancet.com/journals/ebiom/article/PIIS2352-3964(20)30300-5/fulltext
https://err.ersjournals.com/content/24/135/46
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5059492/
https://clinicaltrials.gov/ct2/show/NCT03636347
http://erj.ersjournals.com/content/32/5/1146
https://thorax.bmj.com/content/thoraxjnl/66/8/686.full.pdf
https://clinicaltrials.gov/ct2/show/NCT03679598
https://clinicaltrials.gov/ct2/show/NCT04539795?cond=alvelestat+COVID-19+respiratory+disease&draw=2&rank=1


 

  
8 

Trinity Delta

9 December 2020 

Mereo BioPharma 

 

including blood biomarkers, inflammation, oxygen deficit, and clinical outcomes. 

The preliminary results are expected to be ready by mid-2021.  

The rationale is COVID-19 infection typically results in acute lung injury (ALI); the 

neutrophil elastase pathway may be a key element in this and results in the 

formation of neutrophil extracellular traps (NETs). NETs are not only involved in 

lung inflammation but are seen in arterial and venous thrombus formation. 

Alvelestat has shown promising results in preclinical models, hence the inhibition 

of neutrophil elastase may have an important role in treating COVID-19 

complications. We have not, as yet, included any potential contribution from 

alvelestat for any indication outside of AATD in our valuation model.  

News flow: a rich vein of data and announcements 

In terms of news flow (Exhibit 6), the near-term value inflection points centre 

around etigilimab’s development, notably the start of the Phase Ib/II study, and 

the successful closing of a setrusumab partnering deal that will enable its Phase III 

programme to start.  

Exhibit 6: Upcoming key milestones and opportunities 

 

Source: Mereo BioPharma   Note: Red dots signify key data or milestone event 

Next year, the key event, from an investment perspective, will be the first data 

from the etigilimab trial. Promising results could truly transform Mereo’s outlook 

however, we would caution that, as described earlier, the TIGIT space remains 

uncertain and the optimal anti-TIGIT antibody structure has yet to be established. 

Nonetheless, compared to its known peers (both listed and private), we would 

argue that the TIGIT element contributes only a modest amount to our valuation 

model. Other important news flow for 2021 includes ASTRAEUS and ATALANTa 

results in AATD and COSTA data in COVID-19 for alvelestat; further details on 

the plans for the pivotal Phase III trial for setrusumab; and, possibly, news on the 

partnering of the non-core leflutrozole and acumapimod assets.  

  

NETs may play a key role in lung 

injury and thrombus formation 

Near- and medium-term news 

flow centers on studies and 

partnerships 

TIGIT data in 2021 could be 

transformative 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3439169/
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Valuation: underappreciated or undiscovered 

We value Mereo BioPharma using an rNPV model of the clinical pipeline, which is 

then netted out against the cost of running the business and net cash. Our model 

yields a valuation of €741m or £570m, equivalent to $5.06/ADS or 101p/share 

(fully diluted).  

Exhibit 7 summarises the contributions of each clinical programme, with additional 

detail regarding our expectations available in our September 2020 Outlook. 

Mereo BioPharma has announced its intention to cancel the admission of its AIM 

shares, effective from 18 December. Until this date, we continue to provide a per 

share and per ADS valuation for the benefit of all investors. 

Exhibit 7: Mereo BioPharma rNPV-based valuation 

 Total 

NPV ($m) 

Total NPV 

(£m) 

Likelihood 

of approval 

rNPV 

($m) 

rNPV 

(£m) 

rNPV/ 

ADS 

($) 

rNPV/ 

share 

(p) 

Notes 

Setrusumab 

(BPS-804) 
860.3 661.7 60% 451.2 347.1 5.12 102.5 

Peak sales: $915m (£704m) 

Launch year: 2024 

Alvelestat  

(MPH-966) 
416.4 320.3 25% 93.7 72.0 1.06 21.3 

Peak sales: $375m (£288m) 

Launch year: 2025 

Egitilimab 388.4 298.7 30% 100.2 77.1 1.14 22.8 
Peak sales: $1bn (£769m) 

Launch year: 2025 

Navicixizumab 43.0 33.1 25% 43.0 33.1 0.49 9.8 
Peak sales: $739m (£568m) 

Launch year: 2025 

Acumapimod 

(*BCT-197) 
156.5 120.4 60% 36.7 28.2 0.42 8.3 

Peak sales: $640m (£492m) 

Launch year: 2025 

Leflutrozole 

(*BGS-649) 
140.2 107.8 50% 18.4 14.1 0.21 4.2 

Peak sales: $452m (£348m) 

Launch year: 2025 

Operating costs (16.8) (12.9)   (16.8) (12.9) (0.19) (3.8)   

Net cash 14.9 11.4   14.9 11.4 0.17 3.4 At FY20e 

Total 2,002.8 1,540.6   741.2 570.2 8.42 168.3   

Total (fully 

diluted)           5.06 101.1 

Based on all options, 

warrants, bonus shares and 

convertible debt 

Discount rate       12.5%  

Exchange rate ($/£)     1.30  

Taxation    10.0% From 2026 with the benefit 

of UK Patent Box 

Source: Trinity Delta; Note: *The rNPV of acumapimod and leflutrozole includes a deal success factor of 40% and 30%, respectively. 

  

Our rNPV valuation gives a 

value of $5.06/ADS or 

101p/share (fully diluted) 

https://www.trinitydelta.org/research-notes/tigit-programme-starts-the-next-chapter/
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Exhibit 8: Summary of financials 

       

Source: Company, Trinity Delta  Note: FY20 exceptionals include aggregate non-cash finance charges 
of £94.7m (changes in fair value of the embedded derivative and warrants in connection with the June 
private placement), and a £11.3m net loss in disposal (navi licence agreement with OncXerna).  

Year-end: Dec 31 £'000s 2017 2018 2019 2020E 2021E

INCOME STATEMENT

Revenues 0 0 0 0 0

Cost of goods sold 0 0 0 0 0

Gross Profit 0 0 0 0 0

R&D expenses (34,607) (22,703) (23,608) (20,450) (18,196)

G&A expenses (7,045) (9,585) (14,273) (14,590) (8,830)

Underlying operating profit (41,652) (32,288) (37,881) (35,039) (27,026)

Share-based payments (3,652) (2,190) (1,636) (2,060) (2,101)

Other revenue/expenses 0 0 1,035 0 0

EBITDA (45,268) (34,439) (36,905) (34,903) (27,113)

Operating Profit (45,304) (34,478) (38,482) (37,099) (29,127)

Financing costs/income (1,647) (2,828) (2,636) (4,274) (1,192)

Exceptionals 0 0 0 (105,953) 0

Profit Before Taxes (46,951) (37,306) (41,118) (147,326) (30,319)

Adj. PBT (43,299) (35,116) (40,517) (39,313) (28,218)

Current tax income 8,152 5,277 6,274 3,876 3,639

Net Income (38,799) (32,029) (34,844) (143,450) (26,680)

EPS (p) (56.2) (44.8) (39.0) (110.6) (7.9)

Adj. EPS (51.9) (42.2) (38.4) (21.3) (7.3)

DPS (p) 0.0 0.0 0.0 0.0 0.0

Average no. of shares (m) 69.0 71.4 89.4 338.7 338.7

BALANCE SHEET

Current assets 63,177 34,495 30,435 42,102 18,434

Cash and cash equivalents 50,045 25,042 16,347 34,769 11,889

Short-term investments 2,500 2,500 0 0 0

Accounts receivable 509 609 572 2,203 1,652

Inventories 0 0 0 0 0

Other current assets 10,123 6,344 13,516 5,130 4,893

Non-current assets 33,159 32,781 56,014 41,944 39,954

Property, plant & equipment 153 149 11,558 10,068 8,078

Intangible assets 33,005 32,632 44,456 31,876 31,876

Current liabilities (9,618) (16,177) (29,878) (16,082) (15,002)

Short-term debt (1,940) (6,838) (15,139) (10,602) (9,369)

Accounts payable (3,024) (4,570) (6,352) (2,394) (2,547)

Other current liabilities (4,654) (4,769) (8,387) (3,086) (3,086)

Non-current liabilities (24,234) (18,328) (16,315) (61,404) (61,404)

Long-term debt (18,813) (14,647) (5,373) (12,738) (12,738)

Other non-current liabilities (5,422) (3,681) (10,942) (48,666) (48,666)

Equity 62,483 32,771 40,256 6,560 (18,019)

CASH FLOW STATEMENTS

Operating cash flow (31,423) (23,139) (45,931) (28,769) (21,624)

Profit before tax (46,951) (37,306) (41,118) (147,326) (30,319)

Non-cash adjustments 6,451 3,609 1,784 115,707 5,307

Change in working capital 3,021 2,406 (7,666) (7,883) 704

Interest paid 724 0 0 (817) (1,192)

Taxes paid 5,331 8,152 1,069 11,551 3,876

Investing cash flow (4,796) 252 43,295 1,687 (23)

CAPEX on tangible assets (2,296) (34) (21) (22) (23)

Acquisitions/disposals 0 0 10,074 1,670 0

Other investing cash flows (2,500) 286 33,242 39 0

Financing cash flow 34,070 (2,075) (5,710) 45,134 (1,233)

Proceeds from equity 15,000 (42) (1,759) 18,829 0

Increase in loans 20,000 (2,111) (1,739) 29,533 (1,233)

Other financing cash flow (930) 78 (2,212) (3,229) 0

Net increase in cash (2,149) (24,962) (8,346) 18,052 (22,880)

Exchange rate effects (1,384) (41) (349) 370 0

Cash at start of year 53,578 50,045 25,042 16,347 34,769

Cash at end of year 50,045 25,042 16,347 34,769 11,889

Net cash at end of year 31,792 6,057 (4,165) 11,428 (10,219)
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Disclaimer 

Trinity Delta Research Limited ("TDRL"; firm reference number:  725161), which trades as Trinity Delta, is an appointed representative of 
Equity Development Limited ("ED"). The contents of this report, which has been prepared by and is the sole responsibility of TDRL, have 
been reviewed, but not independently verified, by ED which is authorised and regulated by the FCA, and whose reference number is 
185325.  

ED is acting for TDRL and not for any other person and will not be responsible for providing the protections provided to clients of TDRL 
nor for advising any other person in connection with the contents of this report and, except to the extent required by applicable law, 
including the rules of the FCA, owes no duty of care to any other such person. No reliance may be placed on ED for advice or 
recommendations with respect to the contents of this report and, to the extent it may do so under applicable law, ED makes no 
representation or warranty to the persons reading this report with regards to the information contained in it. 

In the preparation of this report TDRL has used publicly available sources and taken reasonable efforts to ensure that the facts stated 
herein are clear, fair and not misleading, but make no guarantee or warranty as to the accuracy or completeness of the information or 
opinions contained herein, nor to provide updates should fresh information become available or opinions change.  

Any person who is not a relevant person under section of Section 21(2) of the Financial Services & Markets Act 2000 of the United 
Kingdom should not act or rely on this document or any of its contents.  Research on its client companies produced by TDRL is normally 
commissioned and paid for by those companies themselves (‘issuer financed research’) and as such is not deemed to be independent, as 
defined by the FCA, but is ‘objective’ in that the authors are stating their own opinions.  The report should be considered a marketing 
communication for purposes of the FCA rules. It has not been prepared in accordance with legal requirements designed to promote the 
independence of investment research and it is not subject to any prohibition on dealing ahead of the dissemination of investment research. 
TDRL does not hold any positions in any of the companies mentioned in the report, although directors, employees or consultants of TDRL 
may hold positions in the companies mentioned. TDRL does impose restrictions on personal dealings. TDRL might also provide services to 
companies mentioned or solicit business from them. 

This report is being provided to relevant persons to provide background information about the subject matter of the note. This document 
does not constitute, nor form part of, and should not be construed as, any offer for sale or purchase of (or solicitation of, or invitation to 
make any offer to buy or sell) any Securities (which may rise and fall in value). Nor shall it, or any part of it, form the basis of, or be relied 
on in connection with, any contract or commitment whatsoever. The information that we provide is not intended to be, and should not in 
any manner whatsoever be, construed as personalised advice. Self-certification by investors can be completed free of charge at 
www.fisma.org. TDRL, its affiliates, officers, directors and employees, and ED will not be liable for any loss or damage arising from any use 
of this document, to the maximum extent that the law permits. 

Copyright 2020 Trinity Delta Research Limited. All rights reserved. 

 

More information is available on our website:  www.trinitydelta.org 
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