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ĂWir m¿ssen zielen lernen, chemisch zielen lernen.ñ (Paul Ehrlich) 

ñWe have to learn how to aim, how to aim chemically.ò  

 

                                 We continue our work with passion,  

                                            in order to innovate the molecular targeting of illnesses 

Dario Neri 

 

 

For the entire Philogen group 

(3 March 2021, 1st day of trading)  
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Group Data 

Philogen S.p.A. 

Registered office:  Piazza La Lizza no. 7, 53100 Siena 

Branches: 

Local unit no. SI/2    Via Montarioso no. 11, Loc. Monteriggioni, 53035 Siena 

Local unit no. SI/5    Loc. Bellaria no. 35, Sovicille, 53018 Siena 

Companies Register of Arezzo-Siena: 

VAT number/Tax Code    00893990523 

Economic and Administrative Index  SI-98772 

Share Capital:     ú5,731,226.64 fully paid-in 

Italian Stock Exchange Symbol:   PHIL 

Ordinary share ISIN:    IT0005373789 

Loyalty share ISIN:    IT0005373821   

LEI Code:     81560009EA1577917768    

Shares:      40,611,111 

 

Philochem AG 

Registered Office:    Libernstrasse 3, 8112 Otelfingen, Switzerland                                                        

Companies Register:    No. CH-020.3.030.226-7  

VAT number:     MWST-Nr/VAT-REG:CHE-113181.443     

Share capital:     CHF 5,051,000 
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Company officers 

Board of Directors 

On 16 December 2020, the Ordinary Shareholders' Meeting of Philogen S.p.A. resolved that there would be ten directors 

and appointed an additional member of the Board of Directors (which originally had 9 members), Attorney Marta Bavasso, 

on the basis of the new corporate governance code. The Board of Directors in its current composition will remain in office 

until the approval of the financial statements as at 31 December 2021. 

Following the admission to listing of Philogen S.p.A. on the MTA market of the Italian Stock Exchange on 3 March 2021, 

Prof. Dario Neri assumed the role of CEO, Mr Duccio Neri of Executive Chairman and Mr Giovanni Neri of managing 

director. 

On 5 October 2020, the Board of Directors appointed Prof. Dario Neri as co-Managing Director along with his brother, Mr 

Duccio Neri. In this role, the two co-CEOs remained in office with separate delegations until the completion of the listing 

process. 

¶ Executive Chairman* Mr Duccio Neri 

¶ Managing Director* Prof. Dario Neri 

¶ Director* Mr Giovanni Neri 

¶ Director Mr Sergio Gianfranco Dompè 

¶ Director Ms Nathalie Dompè              

¶ Director Mr Leopoldo Zambeletti 

¶ Director** Mr Roberto Marsella 

¶ Director** Mr Roberto Ferraresi 

¶ Director Mr Guido Guidi 

¶ Director*** Attorney Marta Bavasso 

(*) Executive director. 

(**) Independent director pursuant to art. 147-ter.4 of the Consolidated Finance Act and art. 2 of the Corporate Governance Code 

(***) Lead Independent director. 

Board of Statutory Auditors 

On 16 December 2020, the Ordinary Shareholders' Meeting of Philogen S.p.A. appointed the new members of the Board 

of Statutory Auditors.  

 

¶ Chairman Mr Stefano Mecacci 

¶ Standing Statutory Auditor Mr Pierluigi Matteoni 

¶ Standing Statutory Auditor Ms Alessandra Pinzuti 

¶ Alternate Statutory Auditor Mr Roberto Bonini 

¶ Alternate Statutory Auditor Ms Maria Angela Fantini 

Independent Auditing Firm 

KPMG S.p.A.  

Financial Reporting Officer 

Ms Laura Baldi, Chief Financial Officer. 

Investor relator 

Mr Emanuele Puca, PhD 
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Committees 

On 16 December 2020, the Companyôs Board of Directors, in compliance with the corporate governance recommendations 

set forth in the Corporate Governance Code, resolved to establish a control, risk and sustainability committee, pursuant to 

articles 3 and 6 of the Corporate Governance Code (the ñControl, Risk and Sustainability Committeeò); and a nomination 

and remuneration committee, pursuant to articles 3, 4 and 5 of the Corporate Governance Code (the ñNomination and 

Remuneration Committeeò), deeming it appropriate to combine within a single committee the functions described in 

articles 4 and 5 of the Corporate Governance Code. 

Control, Risk and Sustainability Committee*                

¶ Marta Bavasso (Chairwoman) 

¶ Roberto Ferraresi 

¶ Roberto Marsella 

(*) This Committee also acts as the Committee for Transactions with Related Parties. 

Remuneration and Nomination Committee 

¶ Marta Bavasso (Chairwoman) 

¶ Roberto Marsella 

¶ Leopoldo Zambeletti 

Supervisory Board 

The single-member Supervisory Board, appointed by Board of Directors resolution of 13 May 2019, for the 2019-2021 

three-year period, consists of Mr Marco Tanini.  

The Supervisory Board in this form meets the requirements of autonomy, independence, professionalism and continuity of 

action required by law for this body. 
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Philogen: introduction to the Group 

History 

Philogen ("the Group" or "the Company"), listed on the Mercato Telematico Azionario (MTA) market managed by Borsa 

Italiana (Italian Stock Exchange) (Reuters: PHIL), is an Italian-Swiss company established in 1996, active in the 

biotechnology sector and specialised in the research and development of drugs to treat diseases with a high case fatality 

rate. In particular, the Group is a leader in the identification of ligands (human monoclonal antibodies and small molecules) 

that recognize with high affinity tumour-associated antigens (i.e. proteins expressed in tumours but not in healthy tissues). 

These ligands are primarily used to selectively deliver an active principle (e.g. cytokines, radionuclides, cytotoxic agents) 

to the diseased area. The Group is primarily focused on developing anticancer drugs, although the company has also 

brought products to treat chronic diseases and inflammation into clinical development. 

In recent years, Philogen has consolidated and expanded its pipeline, bringing new products into clinical development and 

initiating experimental studies in new indications with products already under development. As of the date of this report, 

the Group possesses a diversified pipeline owing to the execution of numerous Phase II and III registration studies. In 

particular, NidlegyTM and Fibromun are undergoing international Phase III clinical trials. 

The Group leases a research and development plant in Zurich (through the subsidiary company "Philochem"), where new 

drugs are produced. The most promising prototypes (i.e. in terms of biochemical, safety and efficacy characteristics based 

on preclinical tumour models) are subsequently transferred to Siena, where they are produced at the company's GMP 

(Good Manufacturing Practice) plants. Philogen has a GMP plant in Montarioso (Siena) approved by the Italian Medicines 

Agency (AIFA) for the production of investigational, antibody-based pharmaceuticals in mammalian cells. A larger GMP 

plant is under construction in Rosia (Siena) in order to strengthen the industrial structure of the Group and be ready for the 

transition from Biotech Company (i.e. company that develops investigational drugs that have not yet reached the marketing 

stage) to Product Company (or Branded Company, i.e. company that markets its own drugs). The figure below illustrates 

the three phases of Philogen's history from 1996 to 31 December 2020, with the respective industrial achievements.  

 

Note: 1L first-line treatment (i.e. newly diagnosed patients); 3L third-line treatment (i.e. patients who have failed 2 lines of therapy); Oligomet. NSCLC: 

oligometastatic non-small cell lung cancer; NMSC: non-melanoma skin cancer 

 

The Group's Strategy 

Philogen is a biotech company with strong vertical integration, as it covers all phases of drug development, including 

research, GMP production and clinical development. In addition to the research site in Zurich and the GMP site located in 

Montarioso (Siena), the Group has begun construction on a third plant in Rosia (Siena) that will make it possible to carry 

out production activities to service the possible future marketing of products. 
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The Group's main activities typically consist of the following phases: 

(a) identification of the molecules and antibodies to be used (research); 

(b) preclinical and clinical activities (research); 

(c) GMP production aimed at trial activities; 

(d) Phase I, Phase II and Phase III clinical trials; 

(e) collaboration and licensing activities. 

Philogen is among the pioneers in the field of "targeted" therapies for the treatment of tumours (so-called tumour targeting) 

and has published over 400 scientific articles in the sector. In particular, the Group has contributed internationally to the 

development of a class of drugs based on antibody-cytokine fusion proteins, i.e. "immunocytokines", although it is also 

investing in the field of small organic molecules. Both antibodies and small chemical molecules are discovered in-house 

using antibody phage display technologies and DNA-encoded chemical libraries, respectively. 

Antibodies are proteins that have the ability to recognise and bind to "antigens" (i.e. proteins expressed in tumours but not, 

or in limited fashion, in healthy tissues) with high affinity and selectivity. Cytokines are small protein molecules that 

modulate our immune system's activity. When fused to antibodies with tumour-homing properties, the resulting 

immunocytokines are usually more effective and safer, when compared to the native version of the cytokine. There are 

several antibody- or cytokine-based products on the market but, as of today, no immunocytokine has obtained marketing 

authorisation. Although there are several immunocytokines in clinical trial studies, the products belonging to this class of 

drugs that are in the most advanced stage of development belong to Philogen. 

The Group's strategy differs from similar approaches through the use: (i) of delivered cytokines (instead of cytokines that 

are engineered, but not delivered to the diseased area), (ii) of antibody fragments (instead of the entire IgG antibody) and 

(iii) from the delivery of the active principle (i.e. cytokine) on the extracellular matrix (ECM) during the entire course of the 

disease (i.e. these antigens are less susceptible to the mechanisms of tumour mutagenesis). These characteristics allow 

(i) maximising activity in the diseased area, minimising toxicity on healthy tissues, (ii) producing drugs with reduced 

dimensions, in this way speeding up the accumulation of the active principle in the diseased area, (iii) exploiting abundant, 

accessible tumour antigens that are stably expressed in the ECM during the entire course of the disease, not subject to 

the mechanisms of mutagenesis to which antigens expressed directly on the surface of malignant cells are subjected. In 

Philogen's opinion, all three characteristics described in this paragraph are crucial for developing safe, effective drugs. In 

order to maximise the speed with which a drug can reach and spread within a solid tumour mass (and therefore reach 

every single cancer cell), the Group is investing in small organic molecules whose dimensions are over a hundred times 

smaller than therapeutic proteins. The figure below illustrates the Group's approach to developing targeted anticancer 

therapies. 

 

Source: Neri & Lerner Annu Rev Biochem 2018 87:479 

1. Speed of  discovery and developm ent

2. Select ivi t y - Spare healt hy organs

3. Eff icacy - Act ivit y at  t he sit e of  disease

PhilogenɅs Sol ut ion  Advant ages

Our  Discover y Tools (Ligands)

Antibody  
Phage 
Display

Target protein
Target 
protein

Ant ib odies Small m olecules

Ligand Payload

DNA-
encoded 
chemical 
lib raries

V 20+ years of research in encoded 
combinatorial lib raries 

V Proprietary libraries with billions of 
compounds facilitate ligand discovery 

V Fully self-sufficient for new ligands 
discovery

Our  Paylo ads

Cyt ot oxic 
Dr ug

Radionucl ide

Potent therapeutic payloads

V 20+ years of research in the  field of 
targeted therapeu tics with  >300 medical 
publications

V Selected targeted cytokine to boost 
immu ne response at the tumor site

Cyt ok ine



                                                                Financial Report at 31 December 2020 

 

 
Philogen Group  14 

The majority of the Group's advanced clinical products described in the pipeline consist of antibody L19, specific for extra-

domain B of fibronectin (also called EDB, a component of the ECM). EDB expression is extensively documented in several 

of the Group's scientific journals. In fact, EDB is absent in healthy tissues (except in the placenta, ovaries and endometrium 

in the proliferative phase) but is strongly produced in several solid and haematological malignant tumours (e.g. skin cancer, 

lung cancer, colon cancer, soft tissue tumours, brain tumours, leukaemia and lymphoma). Antibody L19's ability to 

selectively localise in tumours has been demonstrated not only in preclinical models but also in over one hundred and fifty 

cancer patients. The Group has also brought a second antibody into clinical development, called F8 (component of 

Dekavil), specific for extra-domain A of fibronectin (also called EDA), with similar characteristics to L19. EDB and EDA 

have the added advantage of being expressed not only in tumours but also in chronic inflammatory diseases, thus 

exponentially increasing the market potential of L19- and F8-based drugs. The figure below highlights the EDB and EDA 

domains of fibronectin, together with their expression in healthy tissues and tumours (EDB was used as an illustrative 

example in this case). 

 

Source: Birchler et al. The American Laryngological 2003 113:1231-1237; Schliemann et al. Blood 2009 113:2275-2283; Castellani et al. Am J Pathol 2002 

161:1695ï1700; Rybak et al. Cancer Res 2007 67(22):10948ï57; Johannsen et al. Eur J Cancer 2010 46(16):2926-35. 

 

Philogen has fused antibodies L19 (specific for EDB) and/or F8 (specific for EDA) to several classes of active principles: 

cytokines (generating immunocytokines), radionuclides (generating radioimmunoconjugates), cytotoxic agents (generating 

antibody-drug conjugates, ADCs), cells (generating chimeric antigen receptor T cells, CAR-T) and to other antibodies with 

different specificities (i.e. that bind another antigen, generating bispecific antibodies). The experimental data obtained both 

in vitro and in vivo in preclinical models with these different classes of drugs have been published in various scientific 

journals. The most promising results, which led to the clinical development of the products in the pipeline, were achieved 

with immunocytokines. 

The Group has worked for over 20 years in the field of therapeutic proteins and has fused the L19 and/or F8 antibodies to 

over fifty different cytokines. There are two classes of cytokines: (i) inflammatory (useful for fighting cancer) and (ii) anti-

inflammatory (useful for fighting inflammatory diseases). Interleukin-2 (IL2), tumour necrosis factor (TNF), and interleukin-

12 (IL12) are examples of inflammatory cytokines that the Group has brought into clinical development. Fibromun consists 

of L19-TNF, Darleukin of L19-IL2, and Dodekin of L19-IL12. Interleukin-10 is instead an example of anti-inflammatory 

cytokine present in Dekavil (F8-IL10). 

The Group's pipeline 

The Group's product portfolio consists of (i) products based on antibodies and small organic molecules in various stages 

of clinical development and (ii) various preclinical programmes essential for the continuous innovation of the company in 

the future. 

With the exception of Dodekin and Dekavil, all the other products are proprietary products of the Group. 
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Clinical trials are normally conducted in three phases (i.e. Phase I, II and III), which are typically sequential but can also 

overlap (e.g. Phase I and II are sometimes included in the same trial): 

Å Phase I: In Phase I clinical trials, the investigational drug is administered in order to determine the recommended 

dose levels as well as to obtain preliminary information about pharmacokinetics (absorption, distribution, metabolism, 

excretion) and undesirable side effects at different dosage levels. Unlike most therapeutic areas, Phase I trials in 

oncology are conducted on cancer patients instead of on healthy volunteers. For products with characteristics similar 

to those of the Group, the average duration of Phase I is between one and four years. 

Å Phase II: Phase II clinical trials usually involve studies with a limited number of patients to (i) preliminarily assess the 

efficacy of the product candidate for specific indications, (ii) determine dosage tolerance, optimal dosage and dosing 

schedule and (iii) continue to identify possible adverse side effects and safety risks. The majority of the Group's product 

candidates are at this stage of development. For products with characteristics similar to those of the Group, the 

average duration of Phase II is between two and five years.  

Å Phase III: If a product candidate is considered potentially effective and has an acceptable safety profile in Phase II 

trials, the clinical trial programme will be extended to Phase III clinical trials in order to confirm previous results and 

further demonstrate clinical efficacy, optimal dosage and safety on a larger patient sample in different geographical 

areas. The drug candidate is usually compared to placebo (a formulation without an active component) or to the 

treatment that is considered the standard of care for the disease. These clinical trials are intended to establish the 

overall benefit-risk ratio of the product and to provide an adequate basis for product approval by the competent 

authority. To obtain marketing authorisation, the applicant must be able to document that the treatment induces 

improvement for the patient in terms of effects and/or adverse effects. For products with characteristics similar to those 

of the Group, the average duration of Phase III is between three and six years. For some particularly active products, 

especially in indications for which there is a strong medical need, Phase III may not be necessary, as it is possible to 

apply for marketing authorisation even on the basis of Phase II clinical trials. 

 

1 EU project: ImmunoSABR (Multi-center study); 2 Partnered Program; 3 Partly sponsored by Eurostars (Project: !9669 - ATRI; Partner: Medical 

University of Vienna, Austria); 4 The product will initially be used for compassionate treatment in patients before moving to a sponsored study; 5 

Together with the marketing of the product, the so-called Phase IV begins, which consists in the extension of Pharmacovigilance activities, aimed 

at confirming the safety of the marketed drug 

 

 

Product Indication Preclinical Phase I Phase II Phase III Approved 5

NidlegyTM

Stage III B,C Melanoma (EU)

Stage III B,C Melanoma (US)

Stage IV Melanoma

Nonmelanoma Skin Cancer (BCC/SCC)

Fibromun

+ doxorubicin

+ doxorubicin

+ dacarbazine

single agent

+ lomustine

+ radiation + temozolomide

Soft-Tissue Sarcoma (1st line, EU)

Leiomyosarcoma (1st line, US)

Soft-Tissue Sarcoma (pretreated)

Glioma (recurrent)

Glioma (recurrent)

Glioma (1st line)

Darleukin

+ radiation 1 Non-Small Cell Lung Cancer

Dodekin 2

Various solid tumors

Dekavil

Chronic inflammation

Onco IX (PHC-102) 3

Renal Cell Carcinoma 

OncoFAP 4

Various solid tumors
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NidlegyTM 

NidlegyTM is an immunotherapeutic drug, which combines two active principles: bifikafusp alfa (L19-IL2) e onfekafusp alfa 

(L19-TNF). NidlegyTM is used for the intralesional administration of the two active principles mixed together and has 

obtained the "Combipack" designation from the EMA (European Medicines Agency). This designation allows marketing 

authorisation application to be submitted for the two active principles as part of a single product. NidlegyTM was the first 

"Combipack" in Europe for a novel-novel combination in oncology. The two active principles of NidlegyTM (bifikafusp alfa 

and onfekafusp alfa) have already been administered (alone or in combination) to over 290 and 200 patients, respectively. 

 

Antibody fragment L19 is depicted in green. Interleukin-2 and tumour necrosis factor are depicted in yellow and blue, respectively. 

NidlegyTM is studied in stage IIIB melanoma (locoregional spread), stage IIIC melanoma (locoregional spread but with a 

poorer prognosis compared to stage IIIB) and stage IVM1a melanoma (cancer that has only spread to distant skin and/or 

soft tissue sites) and non-melanoma skin cancer ("BCC" basal cell carcinoma and "cSCC" cutaneous squamous cell 

carcinoma). All of these patients must have injectable lesions in order to receive NidlegyTM. 

The two active principles were extremely synergistic in terms of efficacy, not only in preclinical models but also in a Phase 

II clinical trial (NCT02076633) with 22 patients with locally advanced melanoma (i.e. stage IIIC and IVM1a). NidlegyTM 

showed a favourable profile in terms of both efficacy and safety. As regards efficacy, the Group observed an 85% disease 

control rate for the injected lesions (i.e. sum of the complete responses, partial responses and disease stabilisations), 

preventing the formation of distant metastases at 1 year after the start of therapy in 84% of patients. Based on the historical 

data of the German melanoma registry (Department of Dermatology of the University Hospital of Tübingen, Germany), in 

which the recurrence of the disease in 376 patients with stage IIIB/C melanoma was analysed (population with a better 

prognosis compared to stage IIIC and IVM1a), 35.4% of patients did not experience relapses. In addition, following 

locoregional administration, the product stimulated a systemic immune response demonstrated by the complete remission 

of 53.8% of the non-injected malignant lesions (which increases to 69.2% when considering complete and partial 

responses). The partial responses include responses in which the tumour lesions decrease in size between 30% and 100% 

(the latter corresponds to a complete response). 

The results described convinced the Group to invest in NidlegyTM, launching two Phase III trials in melanoma and a Phase 

II trial in non-melanoma skin cancer. 

The table below indicates the trials in progress and the number of countries and sites involved: 

L19IL2 L19TNF
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(*) As required by applicable regulations, the Group has obtained authorisation to conduct the trial from each of the competent authorities for each country. 

Likewise, any further trials must be authorised each time by the national authority. 

 

Phase III trial: NidlegyTM in stage IIIB/C melanoma conducted in Europe and in the U.S. 

The Group is conducting two Phase III trials, one in Europe and one in the United States, in which NidlegyTM  is administered 

to patients with locally advanced stage IIIB/C melanoma in a neoadjuvant setting (i.e. prior to surgery). Patients in the 

treatment arm of the trial receive 4 injections of NidlegyTM followed by surgery, while those in the control arm only receive 

surgery. An adjuvant therapy (i.e. post surgery) is potentially allowed in both arms. The figure below schematically depicts 

the designs of the studies. As of 31 December 2020, the European Phase III trial has recruited 149 patients and has 

successfully passed two interim analyses evaluated by an independent Data and Safety Monitoring Board, the first in 

March 2019 and the second in December 2020. The trial protocol envisages the enrolment of 214 patients and 95 events 

(i.e. an event represents a relapse of the disease). It is reasonable to assume that patient enrolment will end by mid 2022, 

after which date the Group intends to submit the marketing authorisation application to the competent authorities. 
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As of the date of this report and in the Group's opinion, there are no Phase III drugs or approved drugs for the neoadjuvant 

treatment of patients with locally advanced melanoma. This makes a comparative analysis of NidlegyTMôs activity and 

tolerability data difficult. 

Phase II trials: NidlegyTMstage IV melanoma in the U.S. 

Philogen also plans to launch a Phase II trial in 2021 on stage IV melanoma for patients who have failed to respond or 

have progressed after treatment with anti-PD1. The trial, which has been agreed on with the FDA (United States Food and 

Drug Administration), will allow us to assess the activity of NidlegyTM (in combination with anti-PD1 antibodies) in these 

patients, who do not have an effective therapeutic alternative. 

Phase II studies: NidlegyTM non-melanoma skin cancers in Europe 

Finally, following the positive results obtained in the Phase II trial on melanoma, a Phase II clinical trial featuring the 

administration of NidlegyTM to 40 patients with locally advanced basal cell carcinoma (BCC) or squamous cell carcinoma 

(SCC) of the skin, for which surgical resection or pharmacological treatment are not possible, recently began in September 

2020 in Switzerland. 

Potential market for NidlegyTM 

Melanoma is spreading rapidly among Caucasian populations worldwide. For example, the incidence rate in Europe is 

23.9 per 100,000 people (Source: European Cancer Information System, 2020), in the United States it is 22.7 per 100,000 

people (Source: American Cancer Society, Cancer Facts & Figures 2017) and in Australia it is 54 per 100,000 people 

(Source: Cancer Australia, 2020). The disease can be divided into regional (stage I/II), locally advanced [stage IIIA, IIIB, 

IIIC, IIID, according to the AJCC (American Journal of Critical Care) 8th Ed.] and advanced (or metastatic, stage IV). With 

NidlegyTM the goal is to prevent disease progression from stage III to stage IV, when the melanoma becomes more difficult 

to treat.  

An epidemiologic hypothesis (i.e. the incidence of the disease in the population) for the NidlegyTM market can be obtained 

by cross-referencing the data contained in various scientific publications. In fact, stage III B/C melanoma requires a study 

of the evolution of the patients diagnosed with less severe stages (i.e. stages I and II) in previous years who later 

progressed to stage III. This analysis allows the number of patients who are eligible for treatment with NidlegyTM each year 

to be accurately determined. The elements for extrapolating such data are scattered throughout third-party scientific 

sources that investigate a particular aspect of the disease; these must be appropriately cross-referenced in order to 

reconstruct the segmentation of the disease of interest and the consequent availability of eligible candidates.  
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The table below compiles these extrapolations and denotes that the potential market for NidlegyTM is approximately 29,000 

patients each year, considering Europe (i.e. the 27 European Union member states, Switzerland and the United Kingdom) 

and the United States. It is important to mention that no pharmaceutical product achieves 100% market penetration and 

the percentage of patients potentially eligible for treatment is difficult to estimate a priori. 

 

Management estimates based on various sources, including: 1 Garbe et al., J Clin Oncol, 2003, 21, 520; Bajajaj et al., J Natl Cancer Inst, 2020, 112, 921; 

von Schuckmann et al., JAMA Dermatol., 2019 155.688; Meier et al., Br J Clin Oncol, 2002, 147, 62; Francken et al., Annals of  Surgical Oncology, 2008, 15, 

1476; Romano et al., J Clin Oncol, 2010 28, :3042. LN = Lymph nodes 

Basal cell carcinoma (BCC) is the most common form of skin cancer and the most frequent form of all cancers. In the 

United States alone, approximately 4.3 million cases are diagnosed each year (i.e. 1,299 cases per 100,000 people 

(Source: skincancer.org, 2020)), but these data are believed to be underestimated. In Europe, the reported incidence 

varies from approximately 76.21 to 163.8 cases per 100,000 people (Source: skincancer.org, 2020; Peris et al. (2019) Eur 

J Cancer, 118, 10) but these data are believed to be underestimated. BCCs arise from abnormal, uncontrolled growth of 

basal cells. Because BCCs grow slowly, most are curable and cause minimal damage when diagnosed and treated early. 

The incidence of locally advanced basal cell carcinoma (laBCC) is 0.8% of the total population affected by this cancer 

(Source: Goldenberg et al., J Am Acad Dermatol 2016, 75). Adding the European data (which include the 27 European 

Union member states, Switzerland and the United Kingdom) to the U.S. data, it is possible to estimate the number of 

patients with BCC at approximately 37,600 - 41,000 new cases per year, potentially eligible for treatment with NidlegyÊ.  

Cutaneous squamous cell carcinoma (cSCC) is the second most common form of skin cancer. Approximately 1 million 

new cases of cSCC (i.e. an incidence of 302 cases per 100,000 people) are diagnosed in the United States each year 

(Source: skincancer.org, 2020). Most patients with cSCC can be successfully treated with surgical excision and Mohs 

micrographic surgery. In Europe, the incidence ranges from approximately 15 to 33 per 100,000 people (Source: Lomas 

et al., BJD 2012,166,1069). However, a minority of patients with cSCC (approximately 5%) develop regional metastases 

(so-called lacSCC or locally advanced cutaneous squamous cell carcinoma) and subsequently require treatment of the 

regional lymph node basin (Source: skincancer.org, 2020): Veness et al. (2013), Medical Surgery 2, 77, World J 

Otorhinolaryngol Head Neck Surg 2016, 2, 136). Putting together the European data (which include the 27 European Union 

member states, Switzerland and the United Kingdom) and the U.S. data, the potential market for NidlegyTM (for the laSCC 

indication) is approximately 39,000 - 44,000 new cases per year. Moreover, the latest data suggest that more than 15,000 

people die each year in the United States from squamous cell carcinoma of the skin - more than twice as many as from 

melanoma (Source: skincancer.org, 2020). 

Fibromun 

Fibromun (onfekafusp alfa (L19TNF)) is a recombinant fusion protein, consisting of the L19 antibody (specific to the EDB 

domain of fibronectin) fused to human tumour necrosis factor (TNF). As mentioned in the previous sections, L19TNF is 

also one of the two active principles of NidlegyTM. The figure below is a schematic representation of the structure of 

Fibromun. 



                                                                Financial Report at 31 December 2020 

 

 
Philogen Group  20 

 

Antibody fragment L19 is depicted in green. Tumour necrosis factor is depicted in blue. 

Fibromun is routinely administered to patients via intravenous infusion. It is based on L19's ability to deliver TNF (a potent 

proinflammatory cytokine) to the neo-vascularised tumour. Fibromun carries out its antitumour activity through a 

combination of mechanisms: 

(i) causing a rapid "death" (haemorrhagic necrosis) of the cells of the tumour mass; 

(ii) killing cancer cells (interacting with certain receptors expressed on their surface) and tumour endothelial cells 

directly; 

(iii) causing inflammation at the tumour site which, in turn, triggers a strong immune system response (including 

enhancement of tumour-specific CD8+ T cells); and 

(iv) increasing the ability of tumour blood vessels to absorb molecules (so-called vascular permeability), which 

facilitates the accumulation in the tumour and consequently the therapeutic effect of other drugs used in 

combination. 

Fibromun is currently developed for the first- and third-line treatment (i.e. newly diagnosed patients and patients who have 

failed 2 lines of therapy) of metastatic soft tissue sarcomas and the first- and second-line treatment (i.e. newly diagnosed 

patients and patients who have failed 1 line of therapy) of glioblastoma multiforme. Theoretically, however, this product 

could also be developed to treat various other indications, as the L19 antibody recognises several types of cancer. 

In preclinical tumour models of soft tissue sarcoma and glioblastoma, Fibromun showed excellent tumour targeting  (i.e. 

selective localisation in the tumour), safety and efficacy properties. In addition, the product showed strong synergy with 

the standard therapies for the respective diseases. The Group has observed that through combination with Doxorubicin 

(standard first-line therapy for sarcoma) or with Dacarbazine (standard third-line therapy for sarcoma), Fibromun cured all 

animals with sarcomas. Similarly, Fibromun cured most animals with glioblastomas when administered with temozolomide 

and radiotherapy (standard first-line therapy for glioblastoma) or with lomustine (standard second-line therapy in Europe 

for glioblastoma). The Group considers these data to be significant since the tumour models used were not being treated 

with standard therapies (i.e. with radiotherapy and/or chemotherapy). Based on these encouraging results and on the basis 

of the first clinical results (illustrated in the next paragraph), the Group decided to focus initially on the clinical development 

of Fibromun in metastatic soft tissue sarcoma and in glioblastoma (the most deadly brain tumour). 

The Group has already completed a Phase Ib exploratory trial with Fibromun in combination with Doxorubicin in pre-treated 

patients with soft tissue sarcoma (i.e. patients who have already been unsuccessfully treated with other therapies) affected 

by certain types of tumour, including soft tissue sarcoma. Fifteen patients with metastatic sarcoma were eligible for testing 

the efficacy of L19TNF. The disease control rate (which includes complete responses, partial responses and disease 

stabilisations) was 73%. Twenty percent (20%) of the patients experienced a decrease in the overall lesion diameter of at 

least 30% and one (1) patient had a long-lasting complete response. As regards the safety profile, Fibromun at 13 ɛg/kg 

(administered via intravenous infusion on days 1, 3, 5, every three weeks) was well tolerated when combined with 

Doxorubicin at 60 mg/m2 (administered on day 1, every three weeks). The most common adverse reactions were elevation 

of liver enzymes, nausea, fever (77.8%, equal to or lower than grade 2), neutropenia, infusion-related reactions, 

thrombocytopenia, aspartate aminotransferase elevation, headache and chills (55.6%, equal to or lower than grade 2), all 

observed in over 50% of the patients treated. 

As regards glioblastoma, the Group is completing a Phase I/II exploratory trial with Fibromun monotherapy in patients with 

disease at first recurrence/relapse. The Phase I part includes a dose escalation from 10 ɛg/kg to 13 ɛg/kg in three patients 

for each dose. This part of the trial has been completed and the recommended dose has been established at 13 ɛg/kg, as 

only mild adverse events (Grade 1 and 2) were observed. The trial is being conducted in Switzerland and has completed 
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enrolment of the twenty patients envisaged by the protocol in just over one year. As of the date of this report, Philogen 

continues to monitor survival. It is important to note, however, that an interim analysis of the survival time of patients in this 

trial showed more than a doubling compared to the historical data. The analysis of that trial has not yet been completed. 

The table below lists the 6 trials in progress as of the date of the report, the number of countries and sites involved in each 

trial. 

 

(*) As required by applicable regulations, the Group has obtained authorisation to conduct the trial from each of the competent authorities for each country. 

Likewise, any further trials must be authorised each time by the national authority. 

Phase III trials in Europe and Phase IIb trials in the U.S. in soft tissue sarcoma: L19TNF and Doxorubicin 

Philogen is conducting a European Phase III clinical trial and a U.S. Phase IIb clinical trial with Fibromun plus Doxorubicin 

in 102 and 122 patients, respectively, with newly diagnosed soft tissue sarcoma. The U.S. trial focuses on patients with 

leiomyosarcoma (an important subset of all soft tissue sarcomas). Both trials aim to demonstrate superiority over 




































































































































































































































































































































