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Update Report                                                       December 16, 2020 

D.N.A (TLV:DNA) 
Entera Bio (NASDAQ:ENTX) ,subsidiary of D.N.A, announced, as expected on enrollment 
completion in its ongoing Phase 2 clinical trial of EB613 in osteoporosis and FDA approval for its 
IND; price target is unchanged 

 
                   

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Entera Bio: Entera Bio’s platform technology enables oral therapies based on 

molecules that would otherwise undergo gastric degradation and have 

limited or no bioavailability. By transforming injectable drugs to oral drugs, 

the treatment becomes more ‘user friendly’ which may lead to higher patient 

and physician acceptance. Furthermore, as an oral drug, various treatment 

regimens become possible that enable personalized care. 

On its third quarter report and after the company announced the following: 

 On December 10, 2020, Entera Bio announces FDA Approval of IND 

Application for EB613  

 As expected, Completed Enrollment with 161 Subjects 

Randomized in the Phase 2 Study of EB613 in Osteoporosis: EB613 is an 

orally delivered, human parathyroid hormone (1-34) (PTH) and is 

positioned as the first potential, oral bone building product to treat 

osteoporosis. 

 Positive Interim Data in Phase 2 Clinical Trial of EB613: During the third 

quarter, Entera announced 6-month interim biomarker and BMD data 

from the first 50%, or 80 patients, enrolled in its Phase 2 clinical trial of 

EB613. The data indicate EB613 has a meaningful and positive impact 

on lumbar spine BMD in a dose dependent manner. 

 Continued Pipeline Development: Entera is identifying new targets for 

preclinical development based on its oral drug delivery platform, as well 

as developing optimal formulations for EB612 in preparation for a 

potential Phase 2b or Phase 3 study in hypoparathyroidism in 2021 or 

2022. Entera has previously completed one successful Phase 2a study of 

EB612 in this indication. 

 Amgen Collaboration Agreement: Several studies have been completed 

using Entera’s technology to evaluate different formulations of Amgen’s 

drug.  

On 30 November, 2020, Entera Bio Appoints Spiros Jamas as Chief Executive 

Officer 

In our view and based on our July Initiation Report of Entera, Entera bio seeks 

potential partnerships with 1) leading injectable franchises that are now facing 

a growing threat from biosimilars 2) biologics and proteins that may prove to 

be complementary to Entera’s oral delivery platform, as demonstrated by the 

strategic research collaboration Entera signed with Amgen in 2018                          

3) opportunities to license EB613 or EB612 globally, or in certain regions. 
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Executive Summary 

Entera 

Entera has witnessed an emerging interest within various healthcare market segments for administration of injectable 

drug solutions through novel oral means that are considerably more consumer friendly, and consequently more 

profitable. The medical world has experienced prolific growth in the number of experiments taking place to discover 

oral solutions to drugs that had only been effective when administered intravenously or intramuscularly. Oral 

administration has many inherent advantages over injections including self-administration, and suitability for those 

sensitive to injections. Consequently, the treatment tends to be more receptive among patients. The market potential 

for orally ingestible alternatives is lucrative. A table of recent activity among leading market players is detailed in the 

table below.   

Investor (Country) Investee (Country) Amount Product Date 

Johnson & Johnson 

(US) 

Protagonist 

Therapeutics (US) 
$50M 

Inflammatory Bowel Disease 

injectables in pill form 
June 2017 

Hefei (Sinopharm) (CN) Oramed (IL) $50M Orally ingestible Insulin Nov. 2015 

Google Ventures, 

Novartis, AstraZeneca 

and many others (US) 

Rani Therapeutics (US) $70M 

General platform, including; TNF-alpha 

inhibitors, interleukin antibodies, 

insulin and GLP-1 

Feb. 2016 

25 major financial 

institutions (US) 
Chiasma (US) 

$26.4M (as of 

August 30, 

2017) 

Developing and commercializing oral 

therapies - Phase III clinical trial for the 

treatment of acromegaly 

Via Nasdaq in 

2017 

Sources: (1) (Business Insider Australia, 2017); (2) (Reuters, 2015); (3) (BioSpace, 2016); (4) (NASDAQ, 2017). 

 

The company’s main focus is applying its technology to develop an oral formulation of human parathyroid hormone (1-

34), or PTH. PTH has been approved in the U.S. and EU for more than 15 years in injectable form, for the treatment of 

osteoporosis and currently generated revenue in excess of $1.6 billion/ year. 

PTH is critical in maintaining mineral balance in the body (magnesium, phosphorus and calcium), while its main 

function is to increase calcium levels when they are too low1. Their lead oral PTH candidates are EB613 for the 

treatment of osteoporosis and EB612 for the treatment of hypoparathyroidism (Figure 1). The company has 

strategically chosen to develop tablets comprising biological substances that today are given as injections, with a 

proven therapeutic and side effect profile, and are thus well positioned to ‘go to market’.  

 EB613 for Osteoporosis: The company aims to use the 505(b)(2) regulatory pathway, which is less expensive 

and a much faster route to approval. 

 EB612 for Hypoparathyroidism: Entera Bio successfully completed a phase 2a clinical trial in 

Hypoparathyroidism. A pharmacokinetic/pharmacodynamic (PK/PD) cross over study of EB612 versus Natpara 

(orphan drug designation) will be reported later this year with the next planned step for clinical development 

being a phase 2b/3 pivotal study. 

 

 

 

 

 

 

Figure 1: Entera Bio LTD. Lead candidates (Source: Investors presentation 2019) 

 

                                                           
1
 https://selfhacked.com/blog/parathyroid-hormone-pth/ 
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On December 11th 2018, Entera Bio announced a research collaboration and license agreement with Amgen in the area 

of inflammatory disease and other serious illnesses. Entera will use its proprietary drug delivery platform to develop 

oral formulations for one preclinical large molecule program that Amgen has already selected. Amgen also has an 

option to select up to two additional programs to include in the collaboration.2 Entera will be eligible to receive up to 

$270 million in milestone payments, for the development of three different molecules.  

The company received positive feedback from the FDA regarding the use of the 505(b)(2) regulatory pathway to 

develop their osteoporosis treatment, and additional positive feedback regarding the use of bone mineral density 

(BMD) rather than fracture incidence as a primary endpoint in their phase 3 clinical trial. This feedback is testimony of 

the shorter and more efficient development process that the company will need to implement as well as of the market 

potential.  

Entera Bio’s clinical development and promising results along with the Amgen agreement emphasize the potential 

commercial opportunities that exist for the company. Entera’s orally delivered PTH hormone may substituted the 

current injectable hormone, providing a combination of efficacy, tolerability, and convenience. Furthermore, the 

company could be the first oral bone-building therapy for Osteoporosis and the first to receive orphan designation in 

both the US & EU for hypoparathyroidism, granting 7 years of market exclusivity. Alongside this, Entera’s long-term 

pipeline is set to develop solutions for indications that presently lack treatment and to license its technology to other 

companies.  

 

                                                           
2
 https://investors.enterabio.com/news-releases/news-release-details/entera-bio-and-amgen-enter-strategic-research-collaboration 
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Entera Bio - Upcoming Potential Catalysts 

Program Indication Event Significance Timeline 

EB613: PTH (1-
34) 

Osteoporosis 

505(b)(2) 

 

 

 

IND submission Medium Achieved 

Initiation of phase 2a trial- dose ranging 
study 

High Achieved 

Dose ranging study- bone marker data High Achieved 

Dose ranging study- bone mineral density 
(BMD) data

3
 

High Achieved 

Report interim biomarker data from 2.5 
mg Dose 

HIgh H2-2021 

End of phase 2 meeting with the FDA High H2-2021 

Pivotal  phase 3,  multicenter study BMD 
endpoint study comparing Oral PTH with 

Forteo® 

Medium H1 2021 

Expected commencement of sales by 
partner 

High H1-2023 

EB612: PTH (1-
34) 

Hypoparathyroidism 

Orphan Drug 

 

 

 

PK/PD study head to head with Natpara 
in hypoparathyroid patients 

Medium Achieved 

PK/PD study completion  Medium Achieved 

Submit  IND Multi National Study Medium H2 2020 

Dose ranging study Medium H1-2021  

Phase 2b/3 clinical trial High H1-2021 

Expected commencement of sales High 2023 

 
Sources: Frost & Sullivan Analysis; DNA Biomedical Solutions Ltd. 

 

 

 

 

 

 

 

 

 

 

                                                           
3
 Based on the three-month interim biochemical marker and safety data, the Phase 2 protocol was amended in July 2020 to 

discontinue the two lower doses (0.5 mg and 1.0 mg) and add a 2.5 mg dose of EB613. The clinical trial is currently enrolling 
subjects in the 2.5 mg, 1.5 mg and placebo groups, with completion of enrollment for the targeted 160 patients expected by the 
end of the third quarter. 
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About Frost & Sullivan 

Frost & Sullivan* is a leading global consulting, and market & technology research firm that employs staff of 1,800, which includes 

analysts, experts, and growth strategy consultants at approximately 50 branches across 6 continents, including in Herzliya Pituach, 

Israel. Frost & Sullivan’s equity research utilizes the experience and know-how accumulated over the course of 55 years in medical 

technologies, life sciences, technology, energy, and other industrial fields, including the publication of tens of thousands of market 

and technology research reports, economic analyses and valuations. For additional information on Frost & Sullivan's capabilities, 

visit: www.frost.com. For access to our reports and further information on our Independent Equity Research program visit 

www.frost.com/equityresearch.  
 
*Frost & Sullivan Research and Consulting Ltd., a wholly owned subsidiary of Frost & Sullivan, is registered and licensed in Israel to practice as an investment 
adviser. 

 

What is Independent Equity Research? 

Nearly all equity research is nowadays performed by stock brokers, investment banks, and other entities which have a financial 

interest in the stock being analyzed. On the other hand, Independent Equity Research is a boutique service offered by only a few 

firms worldwide. The aim of such research is to provide an unbiased opinion on the state of the company and potential 

forthcoming changes, including in their share price. The analysis does not constitute investment advice, and analysts are 

prohibited from trading any securities being analyzed. Furthermore, a company like Frost & Sullivan conducting Independent 

Equity Research services is reimbursed by a third party entity and not the company directly. Compensation is received up front to 

further secure the independence of the coverage.  

 

Analysis Program with the Tel Aviv Stock Exchange (TASE) 

Frost & Sullivan is delighted to have been selected to participate in the Analysis Program initiated by the Tel Aviv Stock Exchange 

Analysis (TASE). Within the framework of the program, Frost & Sullivan produces equity research reports on Technology and 

Biomed (Healthcare) companies that are listed on the TASE, and disseminates them on exchange message boards and through 

leading business media channels.  Key goals of the program are to enhance global awareness of these companies and to enable 

more informed investment decisions by investors that are interested in "hot" Israeli Hi-Tech and Healthcare companies. The terms 

of the program are governed by the agreement that we signed with the TASE and the Israel Securities Authority (ISA) regulations. 

 
For further inquiries, please contact our lead analyst: 
 

Dr. Tiran Rothman T:  +972 (0) 9 950 2888 E: equity.research@frost.com 

 
 

 

 

http://www.frost.com/
http://www.frost.com/equityresearch
mailto:equity.research@frost.com
mailto:equity.research@frost.com
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Disclaimers, disclosures, and insights for more responsible investment decisions 

Definitions: "Frost & Sullivan" – A company registered in California, USA with branches and subsidiaries in other regions, including in Israel, and including any other relevant 
Frost & Sullivan entities, such as Frost & Sullivan Research & Consulting Ltd. ("FSRC"), a wholly owned subsidiary of Frost & Sullivan that is registered in Israel – as applicable. 
"The Company" or "Participant" – The company that is analyzed in a report and participates in the TASE Scheme; "Report", "Research Note" or "Analysis"  –  The content, or 
any part thereof where applicable, contained in a document such as a Research Note and/or any other previous or later document authored by "Frost & Sullivan", regardless 
if it has been authored in the frame of the "Analysis Program", if included in the database at www.frost.com and regardless of the Analysis format-online, a digital file or hard 
copy; "Invest", "Investment" or "Investment decision" – Any decision and/or a recommendation to Buy, Hold or Sell any security of The Company. 

The purpose of the Report is to enable a more informed investment decision. Yet, nothing in a Report shall constitute a recommendation or solicitation to make any 
Investment Decision, so Frost & Sullivan takes no responsibility and shall not be deemed responsible for any specific decision, including an Investment Decision, and will not 
be liable for any actual, consequential, or punitive damages directly or indirectly related to The Report. Without derogating from the generality of the above, you shall 
consider the following clarifications, disclosure recommendations, and disclaimers. The Report does not include any personal or personalized advice as it cannot consider the 
particular investment criteria, needs, preferences, priorities, limitations, financial situation, risk aversion, and any other particular circumstances and factors that shall impact 
an investment decision. Nevertheless, according to the Israeli law, this report can serve as a raison d’etre off which an individual/entity may make an investment decision. 

Frost & Sullivan makes no warranty nor representation, expressed or implied, as to the completeness and accuracy of the Report at the time of any investment decision, and 
no liability shall attach thereto, considering the following among other reasons: The Report may not include the most updated and relevant information from all relevant 
sources, including later Reports, if any, at the time of the investment decision, so any investment decision shall consider these; The Analysis considers data, information and 
assessments provided by the company and from sources that were published by third parties (however, even reliable sources contain unknown errors from time to time); the 
methodology focused on major known products, activities and target markets of the Company that may have a significant impact on its performance as per our discretion, but 
it may ignore other elements; the Company was not allowed to share any insider information; any investment decision must be based on a clear understanding of the 
technologies, products, business environments, and any other drivers and restraints of the company’s performance, regardless if such information is mentioned in the Report 
or not; an investment decision shall consider any relevant updated information, such as the company’s website and reports on Magna;  information and assessments 
contained in the Report are obtained from sources believed by us to be reliable (however, any source may contain unknown errors. All expressions of opinions, forecasts or 
estimates reflect the judgment at the time of writing, based on the Company’s latest financial report, and some additional information (they are subject to change without 
any notice). You shall consider the entire analysis contained in the Reports. No specific part of a Report, including any summary that is provided for convenience only, shall 
serve per se as a basis for any investment decision. In case you perceive a contradiction between any parts of the Report, you shall avoid any investment decision before such 
contradiction is resolved. Frost and Sullivan only produces research that falls under the non-monetary minor benefit group in MiFID II. As we do not seek payment from the 
asset management community and do not have any execution function, you are able to continue receiving our research under the new MiFiD II regime. This applies to all 
forms of transmission, including email, website and financial platforms such as Bloomberg and Thomson.  

Risks, valuation, and projections: Any stock price or equity value referred to in The Report may fluctuate. Past performance is not indicative of future performance, future 
returns are not guaranteed, and a loss of original capital may occur. Nothing contained in the Report is or should be relied on as, a promise or representation as to the future. 
The projected financial information is prepared expressly for use herein and is based upon the stated assumptions and Frost & Sullivan's analysis of information available at 
the time that this Report was prepared. There is no representation, warranty, or other assurance that any of the projections will be realized. The Report contains forward-
looking statements, such as "anticipate", "continue", "estimate", "expect", "may", "will", "project", "should", "believe" and similar expressions. Undue reliance should not be 
placed on the forward-looking statements because there is no assurance that they will prove to be correct. Since forward-looking statements address future events and 
conditions, they involve inherent risks and uncertainties. Forward-looking information or statements contain information that is based on assumptions, forecasts of future 
results, estimates of amounts not yet determinable, and therefore involve known and unknown risks, uncertainties and other factors which may cause the actual results to be 
materially different from current projections. Macro level factors that are not directly analyzed in the Report, such as interest rates and exchange rates, any events related to 
the eco-system, clients, suppliers, competitors, regulators, and others may fluctuate at any time. An investment decision must consider the Risks described in the Report and 
any other relevant Reports, if any, including the latest financial reports of the company. R&D activities shall be considered as high risk, even if such risks are not specifically 
discussed in the Report. Any investment decision shall consider the impact of negative and even worst case scenarios. Any relevant forward-looking statements as defined in 
Section 27A of the Securities Act of 1933 and Section 21E the Securities Exchange Act of 1934 (as amended) are made pursuant to the safe harbor provisions of the Private 
Securities Litigation Reform Act of 1995. 

TASE Analysis Scheme: The Report is authored by Frost & Sullivan Research & Consulting Ltd. within the framework of the Analysis Scheme of the Tel Aviv Stock Exchange 
("TASE") regarding the provision of analysis services on companies that participate in the analysis scheme (see details: 
www.tase.co.il/LPages/TechAnalysis/Tase_Analysis_Site/index.html, www.tase.co.il/LPages/InvestorRelations/english/tase-analysis-program.html), an agreement that the 
company has signed with TASE ("The Agreement") and  the regulation and supervision of the Israel Security Authority (ISA). FSRC and its lead analyst are licensed by the ISA as 
investment advisors. Accordingly, the following implications and disclosure requirements shall apply. 

The agreement with the Tel-Aviv Stock Exchange Ltd. regarding participation in the scheme for research analysis of public companies does not and shall not constitute an 
agreement on the part of the Tel-Aviv Stock Exchange Ltd. or the Israel Securities Authority to the content of the Equity Research Notes or to the recommendations contained 
therein. 

As per the Agreement and/or ISA regulations: A summary of the Report shall also be published in Hebrew. In the event of any contradiction, inconsistency, discrepancy, 
ambiguity or variance between the English Report and the Hebrew summary of said Report, the English version shall prevail. The Report shall include a description of the 
Participant and its business activities, which shall inter alia relate to matters such as: shareholders; management; products; relevant intellectual property; the business 
environment in which the Participant operates; the Participant's standing in such an environment including current and forecasted trends; a description of past and current 
financial positions of the Participant; and a forecast regarding future developments and any other matter which in the professional view of Frost & Sullivan (as defined below) 
should be addressed in a research Report (of the nature published) and which may affect the decision of a reasonable investor contemplating an investment in the 
Participant's securities. An equity research abstract shall accompany each Equity Research Report, describing the main points addressed. A thorough analysis and discussion 
will be included in Reports where the investment case has materially changed. Short update notes, in which the investment case has not materially changed, will include a 
summary valuation discussion. Subject to the agreement, Frost & Sullivan Research & Consulting Ltd. is entitled to an annual fee to be paid directly by the TASE. The fees shall 
be in the range of 35 to 50 thousand USD per each participant. Each participant shall pay fees for its participation in the Scheme directly to the TASE. 

The named lead analyst and analysts responsible for this Report certify that the views expressed in the Report accurately reflect their personal views about the Company and 
its securities and that no part of their compensation was, is, or will be directly or indirectly related to the specific recommendation or view contained in the Report. Neither 
said analysts nor Frost & Sullivan trade or directly own any securities in the company. The lead analyst has a limited investment advisor license for analysis only. 

© 2020 All rights reserved to Frost & Sullivan and Frost & Sullivan Research & Consulting Ltd. Any content, including any documents, may not be published, lent, reproduced, 
quoted or resold without the written permission of the companies.  
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