
PROSPECTUS REGARDING THE 
ADMISSION OF SHARES IN

ISOFOL MEDICAL AB (PUBL)
TO TRADING ON NASDAQ STOCKHOLM

A SWEDISH LANGUAGE VERSION OF THE PROSPECTUS WAS APPROVED  
BY THE SWEDISH FINANCIAL SUPERVISORY AUTHORITY ON OCTOBER 18, 2021.

The validity period for the Swedish Prospectus will expire on October 18, 2022. The obligation to provide 
 supplements to the Swedish Prospectus in the event of new circumstances of significance, factual errors or 

 material inaccuracies will not be applicable when the Swedish Prospectus ceases to be valid.



IMPORTANT INFORMATION
This prospectus (the “Prospectus”) has been prepared in connection with the admission of the shares in Isofol Medical AB (publ)) to trad-
ing on Nasdaq Stockholm’s main market (“Nasdaq Stockholm”). The Prospectus does not contain an offer to subscribe for or otherwise 
acquire shares or other financial instruments in the Company either in Sweden or in any other jurisdiction. In the Prospectus, “Isofol” or 
the “Company” refers to Isofol Medical AB (publ), corporate registration number 556759-8064, or, depending on the context, to the group 
in which Isofol Medical AB (publ) is the parent company. The Group consists of the Parent Company, Isofol Medical AB (publ), and its 
wholly owned subsidiary, Isofol Medical (Incentive) AB, corporate registration number 556894-0133. Refer to the section “Definitions” for 
definitions of these and other terms in the Prospectus. 

Certain figures presented in the Prospectus have been rounded, which means that the tables in the Prospectus do not necessarily tally 
exactly. Moreover, certain percentages presented in the Prospectus have been calculated based on underlying figures that were not 
rounded, which means that they may differ slightly from the percentages calculated based on rounded figures. All financial amounts are 
in Swedish kronor (“SEK”), unless indicated otherwise. “TSEK” indicates thousands of SEK and “SEK million” indicates millions of SEK. 
Except as expressly stated herein, no financial information in this Prospectus has been audited or reviewed by the Company’s auditor. 
Financial information relating to the Company in this Prospectus that is not part of the information audited or reviewed by the Company’s 
auditor as outlined herein originates from the Company’s internal accounting and reporting systems.

The Prospectus has been prepared in connection with the admission of the shares in the Company to trading on Nasdaq Stockholm. A 
Swedish language version of the Prospectus (the “Swedish Prospectus”) has been approved by and registered with the Swedish Financial 
Supervisory Authority (Sw. Finansinspektionen) (the “SFSA”) as competent authority pursuant to the European Union Regulation (EU) 
2017/1129. The SFSA only approves that the Swedish Prospectus meets the standards of completeness, comprehensibility and consistency 
imposed by the prospectus regulation. Further, this approval should not be considered as any endorsement, neither of the issuer referred 
to in the Swedish Prospectus nor of the quality of the securities that are the subject of the Swedish Prospectus, and investors should make 
their own assessment as to the suitability of investing in the securities. The Swedish Prospectus was approved by the SFSA on October 18, 
2021. The validity period for the Swedish Prospectus will expire on October 18, 2022. The obligation to provide supplements to the Swedish 
Prospectus in the event of new circumstances of significance, factual errors or material inaccuracies will not be applicable when the 
Swedish Prospectus ceases to be valid. The Prospectus is governed by Swedish law. The courts of Sweden have exclusive jurisdiction to 
settle any conflict or dispute arising out of or in connection with the Prospectus. In case of any inconsistency between the Prospectus and 
the Swedish Prospectus, the Swedish Prospectus shall prevail.

FORWARD-LOOKING STATEMENTS
This Prospectus contains certain forward-looking statements and opinions. Forward-looking statements are statements that do not 
relate to historical facts and events and such statements and opinions pertaining to the future that, for example, contain wording such as 
“believes”, “estimates”, “anticipates”, “expects”, “assumes”, “forecasts”, “intends”, “could”, “will”, “should”, “would”, “according to estimates”, 
“is of the opinion”, “may”, “plans”, “potential”, “predicts”, “projects”, “to the knowledge of” or similar expressions, which are intended to 
identify a statement as forward-looking. This applies, in particular, to statements and opinions in this Prospectus concerning future finan-
cial results, plans and expectations with respect to the Company’s business and management, future growth and profitability and general 
economic and regulatory environment as well as other matters affecting the Company. 

Forward-looking statements are based on current estimates and assumptions made according to the best of the Company’s 
knowledge. Such forward-looking statements are subject to risks, uncertainties, and other factors that could cause the actual results, 
including the Company’s cash flow, financial position and results of operations, to differ materially from the results or fail to meet 
expectations expressly or implicitly assumed or described in those statements or to turn out to be less favorable than the results 
expressly or implicitly assumed or described in those statements.

Accordingly, prospective investors should not place undue reliance on the forward-looking statements herein, and are strongly advised 
to read the Prospectus, including the following sections: “Summary”, “Risk factors”, “Business overview” and “Operating and financial 
review”, which include more detailed descriptions of factors that might have an impact on the Company’s business and the market in 
which the Company operates. The Company cannot give any assurance regarding the future accuracy of the opinions set forth herein or 
as to the actual occurrence of any predicted developments.

In light of the risks, uncertainties and assumptions associated with forward-looking statements, it is possible that the future events 
mentioned in this Prospectus may not occur. Moreover, the forward-looking estimates and forecasts derived from third-party studies 
referred to in this Prospectus may prove to be inaccurate. Actual results, performance or events may differ materially from those in such 
statements due to: changes in general economic conditions, in particular economic conditions in the markets in which the Company 
operates, changes affecting interest rates, changes affecting currency exchange rates, changes in competition levels and regulatory 
changes. 

After the date of this Prospectus, the Company does not assume any obligation, except as required by law or the Nasdaq Stockholm’s 
Rule Book for Issuers, to update any forward-looking statements or to conform these forward-looking statements to actual events or 
developments.

INDUSTRY AND MARKET DATA
This Prospectus includes industry and market data pertaining to the Company’s business and the market in which Isofol operates. Such 
information is based on the Company’s analysis of several different sources. Isofol is not aware of any comprehensive industry or market 
reports that encompass or are targeted at the market for Isofol’s services. Isofol is of the opinion that the information in the Prospectus 
regarding market sizes and market share constitutes fair and appropriate estimates of the size of the markets in which Isofol operates 
and fairly reflects the Company’s competitive status in these markets. However, the information has not been confirmed by any inde-
pendent party and Isofol cannot guarantee that a third party using other methods for collecting, analyzing or compiling market informa-
tion would arrive at the same conclusions. In addition, certain information is based on estimates made by Isofol.

Industry publications or industry reports generally state that the information they contain has been obtained from sources believed to 
be reliable, but the accuracy and completeness of such information cannot be guaranteed. The Company has not independently verified 
and cannot give any assurances as to the accuracy of industry and market data contained in this Prospectus that were extracted or 
derived from such industry publications or industry reports. Industry and market data are inherently predictive and subject to uncertainty 
and not necessarily reflective of actual market conditions. Such data is based on market research, which itself is based on sampling and 
subjective judgments by both the researchers and the respondents, including judgments about what types of products and transactions 
should be included in the relevant market.

Information from third parties has been reproduced correctly, and as far as the Company is aware and can ascertain from the 
information published by the third parties, no facts have been omitted that would render the reproduced information inaccurate or 
misleading. Other than what is stated above, neither the Company nor its advisers have taken any measures to check the accuracy of 
any of the industry or market data contained in this Prospectus.
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INTRODUCTION AND WARNINGS
Introduction and warnings This summary should be read as an introduction to the Prospectus. Any decision to invest in the 

securities should be based on an assessment of the Prospectus in its entirety by the investor.
Any decision to invest in securities entails risks and an investor may lose all or part of the 

invested capital.
In the event of a lawsuit concerning the information in the Prospectus, the plaintiff investor 

may, under national law, be forced to pay the costs of translating the Prospectus before legal 
proceedings are initiated. Under civil law, only those individuals who have produced the summary, 
including translations thereof, may be enjoined, but only if the summary is misleading, incorrect or 
inconsistent with the other parts of the Prospectus or if it does not, together with other parts of the 
Prospectus, provide key information to help investors when considering whether to invest in the 
securities.

The issuer Isofol Medical AB (publ), corp. reg. no. 556759-8064, Arvid Wallgrens Backe 20,  
SE-413 46 Gothenburg, Sweden. 
Telephone: +46 (0)31 797 22 80
LEI code: 549300MCXYAHG7VBHX75
Ticker: ISOFOL
ISIN code: SE0009581051

Competent authority Finansinspektionen is the Swedish Financial Supervisory Authority (the “SFSA”) and the competent 
authority responsible for approving the Swedish language version of the Prospectus (the “Swedish 
Prospectus”). The SFSA’s visitors address is Brunnsgatan 3 SE-111 38, Stockholm, Sweden. SFSA’s 
postal address is Box 7821, SE-103 97 Stockholm, Sweden. The SFSA may be contacted by phone, at 
+46 8 408 980 00 or by email at finansinspektionen@fi.se. The Swedish Prospectus was approved 
by the SFSA on October 18, 2021.

KEY INFORMATION ABOUT THE ISSUER

Who is the issuer of the securities?

Information about  
the issuer

The issuer of the securities is Isofol Medical AB (publ) AB (publ), corp. reg. no. 556759-8064. The 
Company has its registered office in the municipality of Gothenburg, Sweden. The Company is a 
Swedish public limited liability company founded and incorporated in Sweden under Swedish law. 
The operations are conducted in accordance with the Swedish law. The Company’s form of associ-
ation is governed by the Swedish Companies Act (2005:551). The Company’s LEI code is 
549300MCXYAHG7VBHX75. 

The issuer’s primary 
 operations

Isofol Medical AB (publ) is a biotech company operating in the late clinical development phase that 
is developing a drug candidate, the cancer drug arfolitixorin, initially intended for the treatment of 
colorectal cancer (CRC). Through a global licensing agreement with Merck KGaA in Germany, 
Isofol has sole rights to the development and commercialization of arfolitixorin in oncology. The 
licensing agreement also grants Isofol access to the unique and patented manufacturing process 
for the aforementioned drug candidate.

Major shareholders and 
control over the issuer

On June 30, 2021, including any changes known to the Company after that date, the Company’s 
largest shareholder, whose holding exceeds 5 percent of the number of shares and votes in the 
Company, is Futur Pension, which holds 13,370,843 shares and 8.28 percent of the capital and votes 
in the Company. To the best of the knowledge of the Company, the Company is not directly or indi-
rectly controlled by a single individual.

Key managing directors The Company’s board of directors comprises Pär-Ola Mannefred (chairman), Aram Mangasarian, 
Magnus Björsne, Paula Boultbee, Alain Herrera, Anna Belfrage, Lennart Jeansson and Robert 
Marchesani.

The Company’s management comprises Ulf Jungnelius (CEO), Gustaf Albèrt (CFO and Deputy 
CEO) Roger Tell (CMO and CSO) and Tony Gustavsson (CCO). 

Auditor   KPMG AB has been the Company’s auditor since 2016, with Jan Malm as auditor in charge.

SUMMARY
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Key financial information regarding the issuer

Selected financial 
 information  
in summary

Selected income statement items  

Full-year 
2018

Full-year 
2019

Full-year 
2020

Q2  
2020

Q2  
2021

Amounts in TSEK Audited Audited Audited Unaudited Unaudited
Total revenue 0 107 37,137 0 12,548
Operating result -89,849 -167,804 -186,494 -105,268 -89,402
Result for the period -83,125 -161,583 -188,992 -104,234 -88,055
Earnings per share before  
and after dilution (SEK) -2.60 -5.04 -3.07 -2.66 -0.99

Selected balance sheet items 

Dec 31,  
2018

Dec 31,  
2019

Dec 31, 
2020

Jun 30, 
2020

Jun 30,  
2021

Amounts in TSEK Audited Audited Audited Unaudited Unaudited
Total assets 288,552 146,470 148,130 209,866 559,787
Total equity 265,008 104,908 66,567 151,265 430,829

Selected cash flow items 

Full-year 
2018

Full-year 
2019

Full-year 
2020

Q2  
2020

Q2  
2021

Amounts in TSEK Audited Audited Audited Unaudited Unaudited
Cash flow from operating 
activities -92,458 -147,208 -160,270 -95,548 -83,338
Cash flow from investing 
 activities - -324 - - -
Cash flow from financing 
 activities 5,100 -243 150,013 152,676 497,942
Increase and decrease in  cash 
and cash equivalents -87,358 -147,775 -10,257 57,128 414,604
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Key risks specific to the issuer

Material risk factors 
specific to the issuer

Prior to making any investment decision, it is important to carefully analyze the risk factors that are 
considered to be significant to the future performance of the Company. These risks include the 
following main industry and operations-related risks:

•  The Company’s long-term operations and success are dependent on the results of the ongoing 
development program for the drug candidate arfolitixorin. However, it is not possible to predict 
the outcome of the development program. There is a risk that the ongoing development 
program for arfolitixorin could be negatively impacted to some extent, for example, by the 
ongoing pivotal AGENT study being delayed or suspended for any reason, or if the results of 
the trial do not achieve an acceptable safety profile, which could result in the study, in full or in 
part, not being approved. In the event that the study is not approved, or any other circum-
stances arise that have a negative impact on the development program, Isofol may be forced 
to cease all or parts of its operations. 

•  There is a risk that the Company, any of Isofol’s partners, institutional review bodies and/or 
supervisory authorities could suspend the AGENT study, for example if the results of the study 
do not achieve an acceptable safety profile and display unacceptable side effects or do not 
support the intended treatment efficacy, such as if the study does not achieve all anticipated 
endpoints. If the study is suspended, Isofol may suffer a significant decline in revenue potential 
and could ultimately be forced to cease all or parts of its operations. 

•  There is a risk that the AGENT study could be delayed, for example due to Covid-19 or patients 
not completing the study or if the Company’s suppliers are late in the delivery of materials or 
drugs that are necessary for the implementation of the study. Delays could lead to the 
Company needing to acquire further capital to complete the study.

•  Isofol’s cash flow is mainly expected to be negative until such time as Isofol succeeds in gener-
ating revenue and the Company will continue to require significant capital for research and 
development with the aim of completing the development program for arfolitixorin. If Isofol 
fails to acquire sufficient capital on advantageous terms, or at all, this would lead to Isofol 
needing to accept a more expensive financing solution, share issues at a significant discount 
and substantial dilution, or the Company being forced to restrict its development or cease its 
operations. 

•  To be permitted to sell the drug arfolitixorin, provided that the Company’s development 
program generates a positive result, the Company must undergo a comprehensive registration 
process and obtain the required approval from the relevant authorities. If the requirements 
established in such a registration process are not met, this could result in the recall of products, 
import bans or registration being denied, which could lead to the Company being forced to 
fully or partially cease its operations. 

•  Isofol is responsible for any damages related to the ingredient that may occur during the drug 
trial. In addition, national and international supervisory authorities, such as the FDA or EMA, 
could stop or delay the development of a certain drug on the basis of new data or scientific 
information. The supervisory authorities can also withdraw a drug temporarily or permanently 
from the market after granting approval if the supervisory authority believes that public health 
and safety are threatened. If a participant is injured in conjunction with a trial, this may, in addi-
tion to the suspension of the drug trial, result in major costs, have a negative impact on the 
Company’s reputation and lead to the Company being forced to cease its operations.
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•  Isofol is dependent on a number of key employees for the continued development of the 
Company’s operations and the development program for the drug candidate arfolitixorin. 
There is a risk that one or more of the Company’s employees could terminate their employ-
ment with the Company or that the recruitment of new individuals and consultants with rele-
vant knowledge and expertise could be unsuccessful, which could have a negative impact on 
the development program for the drug candidate arfolitixorin and, at a later stage, the 
commercialization of the drug candidate.

•  There is a risk that the Company’s existing or licensed patents, and future patents, will be 
subject to infringement by other players. There is also a risk that the Company will need defend 
itself against alleged infringements against a third party. If Isofol is forced to defend its intellec-
tual property rights or to defend itself against alleged patent and rights infringements, signifi-
cant legal costs could be incurred by the Company.

•  Isofol’s potential success is dependent on Merck & Cie maintaining its patent protection for the 
technology used to produce arfolitixorin. There is a risk that Merck & Cie will refrain from main-
taining its patent protection or defending the patent in the event of claims of infringement of 
a third-party patent, which could result in the Company’s exclusive license for the use of arfo-
litixorin ceasing to apply, upon which it is highly probable that the Company’s operations would 
be forced to cease. 

•  Isofol currently has no marketing or sales resources. To commercialize the Company’s product, 
providing market approval is obtained, the Company must therefore rely on partnerships  
with external parties, which may involve large costs and uncertainties in terms of the partner-
ship’s success and durability. There is a risk that marketing activities will not lead to success-
ful commercialization of the product, which could have a material negative impact on the 
Company’s operations and financial position. 

•  Provided that market approval is obtained for the Company’s drug candidate arfolitixorin, 
future revenue for the Company will be dependent on its sales volumes, sales price and any 
subsidies. There is a risk that the final price for arfolitixorin, and the reimbursement from public 
authorities and/or insurance companies, will be lower than expected, which could negatively 
impact the Company’s future revenue and earnings and make the commercialization of arfo-
litixorin more difficult. 

•  The Company’s tax situation could deteriorate if the Company’s previous or current handling of 
tax issues is successfully called into question or if there are changes in tax legislation. At the 
close of the 2020 financial year, the Company recognized tax loss carryforwards of approxi-
mately SEK 764 million. Neither the tax loss carryforwards nor the tax effect thereof has been 
taken into consideration in the Company’s balance sheet. If the Company’s tax loss carryfor-
wards were to be canceled or reduced, this could have a material impact on the Company’s tax 
burden and potentially result in tax surcharges.
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KEY INFORMATION REGARDING THE SECURITIES

The main features of the securities

Securities subject to 
 admission to trading

Shares in Isofol Medical AB (publ).                
ISIN code: SE0009581051.
The securities are denominated in SEK.
The nominal value of the shares is SEK 0.030618.

Number of  
securities issued

As of the date of this Prospectus, there were 161,515,440 shares outstanding in the Company.

Rights associated with  
the securities

Each share in the Company entitles the holder to one vote at a general meeting and each share-
holder is entitled to cast votes for all of the shares they hold in the Company. 

Shareholders normally have preferential rights to subscribe for new shares, subscription 
warrants and convertibles in accordance with the Swedish Companies Act, unless the general 
meeting or the board, based on authorization granted by a general meeting, resolves to disapply 
the shareholders’ preferential rights.

All shares give equal rights to dividends and the Company’s assets and possible surpluses in 
the event of liquidation. The shares carry the right to dividends for the first time on the record date 
for dividends that falls after the shares have been admitted to trading. 

The rights associated with shares issued by the Company, including those pursuant to the arti-
cles of association, may only be changed in accordance with the procedures stated in the Swedish 
Companies Act (2005:551).

Dividend and  
dividend policy

Isofol has not paid any dividends and no dividend is planned in the next few years. Dividends may 
be paid in the future when the Company’s results and financial position so permit. 

Where will the securities be traded?

Admission to trading The Company’s shares are currently traded on Nasdaq First North Premier Growth Market. On 
October [15], 2021, Nasdaq Stockholm’s listing committee decided that Isofol meets the require-
ments for the Company’s share to be admitted to trading on the main list of Nasdaq Stockholm. 
The decision is subject to the fulfillment of customary terms and conditions, including approval of 
the Prospectus and registration with FI. The final day of trading on Nasdaq First North Premier 
Growth Market is expected to be October 20, 2021. The Company’s shares will be admitted to trad-
ing on Nasdaq Stockholm on or about October 21, 2021.

What are the key risks specific to the securities?

Material risk factors  
specific to the securities

Any investment in securities is associated with risk. Such risks may cause a considerable decline in 
the price of the Company’s shares and investors risk losing all or part of their investment. Risk 
factors related to the Company’s shares include:

•  The Company’s share price is volatile and, given the fluctuations transaction frequency and 
volume levels in trading of the Company’s share, there is a risk that the share will become illiquid. 
Limited liquidity of the Company’s share could contribute to strengthening fluctuations in the 
share price and lead to problems for individual shareholders in divesting their shares, meaning 
a risk that it will not be possible to sell shares in Isofol at an acceptable price for the holders, or 
at all, at a certain point in time. 

•  Historically, Isofol has not paid a dividend and the current dividend policy states that the 
Company will not pay a dividend in the next few years. There is a risk that the Company will 
never pay a dividend to its shareholders and investors, for example the Company’s drug 
candidate is not developed as the Company intended.

•  The Company has historically financed its operations through new share issues and may need 
to secure additional capital to finance its operations. If the Company raises additional capital, 
for example, through a private placement of shares, there is a risk that the shares held by 
shareholders who are not entitled to subscribe for shares will be diluted and that the share-
holders’ financial interests will be negatively impacted.
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KEY INFORMATION ABOUT ADMISSION TO TRADING ON A REGULATED MARKET

Under what terms and conditions can I invest in these securities and what is the timetable?

Information about 
 admission to trading  
on a regulated market

The Company’s shares are currently traded on Nasdaq First North Premier Growth Market. On 
October [15], 2021, Nasdaq Stockholm’s listing committee decided that Isofol meets the require-
ments for the Company’s share to be admitted to trading on the main list of Nasdaq Stockholm. 
The decision is subject to the fulfillment of customary terms and conditions, including approval of 
the Prospectus and registration with FI. The final day of trading on Nasdaq First North Premier 
Growth Market is expected to be October 20, 2021. The Company’s shares will be admitted to trad-
ing on Nasdaq Stockholm on or about October 21, 2021.

Costs The costs associated with the admission of Isofol’s shares to trading on Nasdaq Stockholm are 
estimated at approximately SEK 4 million. Such costs are primarily attributable to costs for auditors 
and advisers as well as fees listing costs to Nasdaq Stockholm and FI.

Why has this Prospectus been prepared?

Background and reasons The listing on Nasdaq Stockholm is being carried out to further strengthen the Company’s 
position ahead of its continued growth and development. A listing on Nasdaq Stockholm 
will continue to improve the conditions for broadening the Company’s shareholder base 
and give Isofol additional access to Swedish and international capital markets, which is 
expected to promote the Company’s continued development and growth. The board of 
directors believes that the listing of the Company’s shares is a logical and important step 
in Isofol’s development that will further increase awareness of Isofol and its operations 
among existing and potential shareholders, partners, customers and suppliers. For these 
reasons, the Company’s board of directors has submitted a listing application to Nasdaq 
Stockholm.

No new shares or other securities will be issued by the Company in connection with the 
admission of the shares to trading on Nasdaq Stockholm and the Company will therefore 
not receive any issue proceeds.

Conflict of interests Carnegie Investment Bank AB (publ) is Isofol’s financial adviser in connection with the list-
ing on Nasdaq Stockholm. Advokatfirman Vinge KB is the Company’s legal adviser and has 
assisted Isofol in preparing the Prospectus. Neither Carnegie Investment Bank AB (publ) 
nor Advokatfirman Vinge KB have any material conflicting interests in the admission to 
trading, and both will receive customary remuneration for their advisory services to the 
Company in connection with the admission to trading.
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RISKS ASSOCIATED WITH ISOFOL’S DRUG TRIALS AND DRUG DEVELOPMENT

ISOFOL HAS ONLY ONE DRUG CANDIDATE
Isofol conducts research and development in the field of 
cancer treatment, primarily for colorectal cancer (CRC). The 
Company’s business activities mainly comprise the develop-
ment of the drug candidate arfolitixorin. All of Isofol’s long-
term business and success is therefore dependent on the 
results of the ongoing development program for arfolitixorin, 
which comprises, for example, research, preclinical and clinical 
studies, preparation and manufacturing of the drug candidate 
arfolitixorin, internally generated intellectual property rights 
and licensing agreements, and preparatory commercial activi-
ties. It is not possible to predict the outcome of the develop-
ment program. If the ongoing development program for arfo-
litixorin is negatively impacted to any extent, for example, by 
the ongoing pivotal AGENT study being delayed or suspended 
for any reason, or if the results of the trial do not achieve an 
acceptable safety profile and displays undesirable side effects 
or does not support the intended treatment efficacy and is 
therefore not approved, Isofol may be forced to cease all or 
parts of its operations. 

RISKS ASSOCIATED WITH THE RESULTS  
OF ISOFOL’S PIVOTAL AGENT STUDY
Isofol’s business activities mainly comprise the development of 
the drug candidate arfolitixorin. Accordingly, the Company’s 
value and future opportunities are highly dependent on the 
potential of the Company’s drug project. As of the date of this 
Prospectus, the Company’s clinical development plan for arfo-

litixorin is in Phase III, and the ongoing AGENT study (which is 
the Company’s own name for the trial) is intended to form the 
basis for a market approval of arfolitixorin in several markets 
(such as the US, Canada, Europe, Australia and Japan). Drug 
trials are associated with uncertainties and risks, the probable 
outcome of which is not predictable. There is a risk that Isofol’s 
AGENT study will not proceed according to plan, which risks 
having a material negative impact on the Company’s value and 
future potential. There is a risk that Isofol, any partners, institu-
tional review bodies and/or supervisory authorities could 
suspend the drug trial if the results of the trial do not achieve an 
acceptable safety profile and display unacceptable side effects 
or do not support the intended treatment efficacy. In the AGENT 
study, the efficacy and safety of arfolitixorin are being evalu-
ated using, for example, primary and secondary endpoints. 
There is a risk that the AGENT study will not achieve all antici-
pated endpoints, for example, if the AGENT study is not consid-
ered to have an adequate basis and therefore does not achieve 
the secondary endpoint of 300 progression-free survival (PFS) 
events. There is also a risk that supervisory authorities could 
change the basic requirements for trial results, which could 
change the terms for market approval. If the trial is suspended 
or if the results of the trial are not as expected, Isofol may suffer 
a significant decline in revenue potential and could ultimately 
be forced to cease all or parts of its operations.

The results of the AGENT study could also result in the 
Company needing to conduct additional or expanded trials. 
Such trials could result in significantly increased costs, which 

RISK FACTORS

This section contains the risk factors and significant circumstances considered to be material to Isofol’s 
 business and future development. The risk factors relate to Isofol’s business, industry and markets, and 
further include operational risks, legal risks, regulatory risks, tax risks, financial risks, and risk factors related 
to the securities. The assessment of the materiality of each risk factor is based on the probability of their 
occurrence and the expected magnitude of their negative impact. In accordance with Regulation (EU) 
2017/1129 (the “Prospectus Regulation”), the risk factors mentioned below are limited to risks which are 
specific to the Company and/or to the securities and which are material for taking an informed investment 
decision. 

The description below is based on information available as of the date of this Prospectus. The risk factors 
that are currently considered to be the most material are presented first in each category and the subse-
quent risk factors are presented in no particular order.

The risks and uncertainties described below could have a material negative impact on Isofol’s business, 
financial position and/or earnings. They may also cause the shares in the Company to decline in value, 
which could lead to shareholders in the Company losing all or part of their invested capital.
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cannot be predicted because they are dependent on the 
outcome of the AGENT study. The possibility for Isofol to 
finance such trials will be dependent on whether the Company 
can attract sufficient capital. Such trials could involve signifi-
cant delays and result in the Company being forced to focus 
on a more limited indication or the Company refraining from 
commercializing arfolitixorin.

RISKS ASSOCIATED WITH ISOFOL’S INABILITY TO 
APPLY FOR, OBTAIN OR MAINTAIN MARKET APPROVAL
If the trial of arfolitixorin generates a positive result, the 
Company must, in order to sell the drug, undergo a compre-
hensive registration process and be approved by the relevant 
authority in each market, such as the U.S. Food and Drug 
Administration (FDA), the European Medicines Agency (EMA) 
and the Japanese Pharmaceuticals and Medical Devices 
Agency (PMDA). Where applicable, the registration process is 
subject to, for example, requirements regarding development, 
testing, registration, approval, labeling, manufacturing and 
distribution of new drugs. If such requirements, which already 
exist or may be implemented in the future, are not met, this 
could lead to, for example, the recall of products, import bans, 
registration being denied and/or previous registration approv-
als being rescinded. If Isofol’s trial does not generate adequate 
results, the Company will be entirely unable to apply for 
market approval, which in turn could lead to the Company 
being forced to fully or partially cease its operations. Once 
market approval has been obtained, which will thus lead to a 
drug developed by Isofol being registered for commercializa-
tion, there is a risk that Isofol’s drug will not be able to fulfill new 
rules and regulations that could be passed. There is also a risk 
that Isofol will be unable to maintain its registration or, based 
on new rules and regulations, to obtain the corresponding 
licenses for any future drugs. If Isofol is unable to meet new 
rules and regulations, or to obtain the corresponding licenses 
for future drugs, this is likely to result in a significant cost 
increase for Isofol, since Isofol will need to conduct research 
and development to adapt the drug to the new rules. If Isofol is 
entirely unable to fulfill new rules and regulations, Isofol may 
be forced to fully or partially cease its operations.

RISKS ASSOCIATED WITH SAFETY AND DAMAGES
In accordance with the general rules for drug trials, Isofol is 
responsible for any damages related to the ingredient that 
may occur during the drug trial. In addition, national and inter-
national supervisory authorities, such as the FDA, EMA or 
PMDA, could stop or delay the development of a certain drug 
on the basis of new data or scientific information. The supervi-
sory authorities can also withdraw a drug temporarily or 
permanently from the market after granting approval if the 
supervisory authority believes that public health and safety 
are threatened. If a participant is injured in conjunction with a 
trial, this may, in addition to the suspension of the drug trial, 
result in major costs, including damages not covered by the 
Company’s insurance, and have a negative impact on the 
Company’s reputation. It could also lead to the Company being 
forced to cease its operations.  

BUSINESS-RELATED RISKS
RISKS ASSOCIATED WITH DELAYS TO  
THE PIVOTAL AGENT STUDY
There is the risk that the Company’s AGENT study with the drug 
candidate arfolitixorin could be delayed. Delays may arise for 
a number of different reasons. In addition to the risks set out 
below related to Covid-19, delays may occur, for example, if 
patients do not complete a trial, do not return for follow-up or 
do not continue in the study for other reasons, such as the 
patient having undergone surgery. In addition, delays may 
arise due to problems in the supply chain, where a delay in the 
delivery of vital materials or drugs, for example, could result in 
a delay to the trial. As a rule, such delays would cause the trial 
to become considerably more expensive, since the research 
and development costs would continue for a longer time than 
planned. One or more delays could lead to the Company need-
ing to acquire further capital to obtain the required resources 
to complete the trial.

RISKS RELATED TO COVID-19
Since the outbreak of the Covid-19 virus, the Company has 
carefully monitored developments and their impact. The 
Company has conducted a risk analysis regarding the imple-
mentation of the ongoing Phase III trial and the supply of drugs. 
The risk analysis concluded that Covid-19 could impact the trial 
such that the implementation of various activities within the trial 
could take longer than expected due to, for example, local 
restrictions, hospital closures, data collection becoming more 
difficult or individuals within Isofol’s operations or within the trial 
becoming ill with Covid-19. Accordingly, there is a risk that the 
spread of Covid-19 could, by itself or in combination with other 
circumstances, have a negative impact on the Company’s 
possibility to conduct clinical studies and tests, particularly with 
respect to delays to the Company’s AGENT study. 

PARTNERSHIPS AND COMMERCIALIZATION
Isofol’s business model is largely based on its ability to enter 
into agreements with partners for out-licensing or collabora-
tion for the development and commercialization of arfolitixorin, 
for example. As of the date of this Prospectus, Isofol has signed 
two partnership agreements, one for the Japanese market 
and one for the Canadian market. Isofol intends to sign further 
such partnerships. Revenue from agreements with partners 
may comprise payments on signing agreements, milestone 
payments and royalties. In addition, the Company could be 
entitled to compensation for costs during various stages of the 
partnership. All revenue is dependent on the development of 
the drug candidate arfolitixorin and on the results of the 
AGENT study being successful and thus enabling the Company 
to achieve the agreed milestones, and in order to receive royal-
ties, on arfolitixorin being launched and sold in the market. The 
size of future revenue is uncertain and could vary significantly 
for various reasons, such as the results of the AGENT study, 
market approval, pricing of the drug and marketing activities.

There is a risk that expected revenue will decline or that the 
Company will not generate any revenue at all if partnerships 
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cannot be entered into or if the Company’s partners do not 
succeed in bringing the drug candidate to market or otherwise 
do not fulfill their obligations.

If Isofol does not succeed in establishing its own commer-
cial organization and/or in signing partnership agreements for 
the commercialization of the Company’s drug candidate, this 
could have a material negative impact on the Company’s 
opportunities to successfully launch the drug candidate in a 
global market, which could lead to a significant decline in the 
Company’s ability to generate revenue.

ISOFOL IS DEPENDENT ON KEY EMPLOYEES AND 
EXTERNAL CONSULTANTS
Isofol has 15 employees and most of them are key employees, 
on whom Isofol’s business is directly dependent. In addition to 
these key employees, the Company needs to ensure access to 
specific expertise in the form of external consultants, who also 
comprise key individuals for Isofol. The specific expertise and 
knowledge of these key individuals are important to the 
Company when it comes to the continued development of the 
business and the drug candidate arfolitixorin. Isofol’s ability to 
retain and recruit qualified employees and to procure and 
contract external consultants with special competencies is of 
major importance for ensuring the competence level within 
the Company. However, there is a risk that one or more of the 
Company’s employees could terminate their employment with 
the Company or that the recruitment of new individuals and 
consultants with relevant knowledge and expertise could be 
unsuccessful, which could have a negative impact on the 
development program for the drug candidate arfolitixorin and, 
at a later stage, the commercialization of the drug candidate. 
Such a lack of competence or resources ultimately also risks 
leading to a significant increase in costs for the Company.

RISKS ASSOCIATED WITH COMPLIANCE
The Company operates in a strictly regulated market and, 
accordingly, compliance is central to the Company’s business. 
If the Company or its partners do not fulfill the rules or the 
practice established for the Company’s operations, its drug 
development or, ultimately, its future products, sales or 
marketing activities, the Company may be forced to allocate 
considerable financial resources to correct these regulatory 
deviations or defend itself against accusations, or be subject 
to sanctions such as high fees, fines, confiscation of products, 
operational restrictions or criminal penalties. The costs for 
such regulatory deviations cannot be predicted, but if Isofol is 
unable to allocate considerable financial resources, there is a 
risk that such a regulatory deviation could force the Company 
to cease all or parts of its operations. 

Isofol processes sensitive personal data as part of its drug 
trials. On May 25, 2018, a new data protection regulation came 
into force, Regulation (EU) 2016/679 of the European Parlia-
ment and of the Council (“GDPR”). Since that date, GDPR has 
applied to all EU member states and replaced the earlier 
Swedish Personal Data Act. GDPR, which aims to harmonize 
legislation for the processing of personal data within the EU, 
places stricter demands on Isofol regarding the Company’s 

personal data processing. If Isofol’s compliance with GDPR 
were to be incorrect or inadequate, Isofol could be subject to 
sanctions including high fees, fines or criminal penalties. The 
costs of such sanctions and fees cannot be predicted, but 
 ultimately they risk having a material impact on both the 
Company’s financial position and its reputation. 

RISKS ASSOCIATED WITH INTERNAL EXPERTISE  
AND COMPANY SECRETS
Isofol uses non-disclosure agreements to protect its internal 
expertise and company secrets. Nevertheless, unauthorized or 
unintentional proliferation or use of the Company’s information 
may occur. There is a risk that potential competitors and other 
parties will use such information to operate a competing busi-
ness or that the Company will not obtain future patent approval 
as a result of the information being disseminated, which could 
have a material negative impact on the value of the Company’s 
patent portfolio and its outlook. If Isofol is subject to unauthor-
ized or unintentional proliferation or use of the Company’s 
internal expertise and company secrets, the Company could 
be forced to cease all or parts of its operations for commercial 
reasons.

RISKS ASSOCIATED WITH DEVELOPMENT OF 
COMPETING INGREDIENTS FOR DEVELOPMENT  
OF A COMPARATIVE DRUG CANDIDATE
The Company’s drug candidate arfolitixorin is based on a known 
ingredient, [6R]-MTHF (6R-metylentetrahydrofolat). The 
Company licenses a [6R]-MTHF ingredient (a [6R]-MTHF 
hemisulfate (HS) salt) from Merck & Cie that comprises the API 
(active pharmaceutical ingredient) in the drug candidate (the 
name of which is arfolitixorin). The Company has a patent port-
folio comprising patents licensed or owned by the Company, 
which primarily protect the ingredient, formulation, reconsti-
tuted solution and cancer treatment against potential generic 
competitors. The scope and protection of the various patents 
varies in different countries, including the time for which the 
protection can be maintained. The development and commer-
cialization of drugs is a competitive market. It cannot be ruled 
out that competing manufacturers or pharmaceutical compa-
nies will be successful in developing another [6R]-MTHF ingre-
dient (salt form) to be able to develop a comparative compet-
ing drug with the same mechanism of action in the body. 
Major, competing pharmaceutical companies could have 
access to further capital and opportunities to develop such a 
drug or gain broader market acceptance than Isofol’s pharma-
ceutical product. Isofol’s ability to generate revenue could be 
significantly impacted if this were to occur. 

MANUFACTURING PROCESS AND PARTNERS
Merck KGaA and Merck & Cie own the rights and patents to 
arfolitixorin. Isofol has been granted an exclusive worldwide 
license to utilize, develop and commercialize arfolitixorin for 
the treatment of cancer. Merck & Cie has made a commitment 
to Isofol to deliver arfolitixorin for the development program 
with arfolitixorin and for future commercialization. In the event 
that Isofol does not meet its contractual obligations in any 
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significant respect, there is a risk that Merck KGaA and Merck 
& Cie will terminate the agreement and the license, which 
would have a material negative impact on the Company’s 
operations and its possibility to develop and commercialize 
arfolitixorin. This could also lead to the Company being forced 
to cease its operations. 

Isofol and Recipharm have signed an agreement for Reci-
pharm to manufacture the drug on behalf of Isofol and deliver 
it to Isofol for the Company’s clinical development program for 
arfolitixorin as well as in the event of a future commercializa-
tion following market approval. If Recipharm were not to meet 
its obligations or remain within the expected timeframes or fail 
to acquire sufficient material for the production of the drug, 
this would entail a risk of a material negative impact on the 
Company’s operations and its ability to commercialize its 
product. In the event that the agreement with Recipharm were 
to end, there is a risk that the Company would not succeed in 
finding or contracting a new partner on short notice, which 
could cause a delay in the commercialization process and 
significant cost increases for the Company.

DISPUTES AND LEGAL PROCEEDINGS
Isofol operates in an industry in which legal proceedings with 
third parties are frequent occurrences. Legal proceedings within 
the pharmaceutical industry may occur, for example, when 
different parties in the industry initiate legal proceedings relat-
ing to infringements of patents and other intellectual property 
rights. Legal proceedings may also be initiated within the 
framework of reviews of official decisions, such as in regard to 
licenses denied within research and development operations.

Disputes and claims may be time-consuming, disrupt oper-
ations, pertain to significant amounts and result in considera-
ble costs. If Isofol is subject to disputes or claims, there is a risk 
that the Company will need to allocate significant funds to 
manage this, which could lead to increased capital require-
ments. Furthermore, the Company could be forced to cease all 
or parts of its operations, for example, if it is found that Isofol 
has infringed the intellectual property rights of a third party. 

RISKS ASSOCIATED WITH INTELLECTUAL 
PROPERTY RIGHTS
RISK OF PATENT INFRINGEMENTS
There is a risk that Isofol’s existing or in-licensed patents, and 
future patents, will be subject to infringement by other players. 
If Isofol is forced to defend its patent rights, significant legal 
costs could be incurred. The costs resulting from patent 
infringements are associated with significant uncertainty and 
cannot be predicted. 

When Isofol uses or is alleged to use products or methods 
in its own operations that are patent-protected or will be 
patent-protected by another party, the holder of these patents 
could accuse Isofol of patent infringement. Accordingly, there 
is also a risk that Isofol will be drawn into processes or other 
proceedings for alleged patent or rights infringement. The 
uncertainty associated with patent protection means that the 
outcome of such disputes is difficult to predict. In the event of 
a negative outcome of such a process for the Company, Isofol 

could be liable to pay damages, be banned from continuing 
the activity that constituted an infringement and/or be forced 
to obtain a license to continue manufacturing or marketing the 
products and/or methods in question. Such consequences 
could lead to a significant decline in revenue potential for the 
Company and could ultimately also lead to Isofol being forced 
to cease all or parts of its operations.

LICENSED PATENTS
Isofol’s potential success is dependent on Merck & Cie maintain-
ing its patent protection for the technology used to produce 
arfolitixorin. There is a risk that Merck & Cie will refrain from 
maintaining its patent protection or defending the patent in the 
event of claims of infringement of a third-party patent, which 
could result in the Company’s exclusive license for the use of 
arfolitixorin ceasing to apply, upon which it is highly probable 
that the Company’s operations would be forced to cease. 

RISKS ASSOCIATED WITH COMMERCIALIZATION
ABSENCE OF MARKETING AND SALES RESOURCES
Isofol currently has no marketing or sales resources. In order 
to commercialize the product or products that may receive 
market approval, and which Isofol has obtained the right to 
market in one or more markets, the Company must therefore 
rely on partnerships with external parties. Such partnerships 
may involve large costs and uncertainties in terms of the part-
nership’s success and durability. There is a risk that marketing 
activities will not lead to successful commercialization of the 
product. In the event that commercial success is not achieved, 
this could have a material negative impact on the Company’s 
operations and financial position. This could lead to a signifi-
cant decline in the ability of the Company, or of a current or 
future partner of the Company, to generate revenue and the 
Company could be forced to cease all or parts of its operations 
for commercial reasons.  

RISK OF THE MARKET SHARE BEING MISINTERPRETED
Isofol anticipates a certain market share and certain price 
levels if and when arfolitixorin becomes an approved drug and 
estimates the market potential for arfolitixorin at annual sales 
of up to approximately USD 1 billion in the patient population 
being evaluated in the ongoing clinical development program 
with arfolitixorin. The calculation of the future market share is 
based on data from a market survey conducted in 2016–2019, 
which included an analysis of primary data, such as interviews 
with physicians, and secondary data, such as pharmaceutical 
databases. There is a risk that the anticipated market share will 
not be achieved. This could lead to the Company’s actual abil-
ity to generate revenue being lower than expected and share-
holders’ potential profit could be negatively impacted. 

DRUG PRICES AND REIMBURSEMENT SYSTEMS
Provided that market approval is obtained for the Company’s 
drug candidate arfolitixorin, future revenue for the Company 
will be dependent on its sales volumes and sales price. The 
competitive landscape and pricing in the pharmaceutical 
industry is challenging and the general price trend for drugs is 
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outside Isofol’s control. Pricing is impacted by such factors as 
the extent to which the drug is covered by patent protection 
and market or data exclusivity (for example, as a result of 
orphan drug status). In addition, in certain cases, drug prices 
may be determined by public authorities or insurance compa-
nies outside the Company’s control. Accordingly, there is a risk 
that the final price for arfolitixorin, and the reimbursement 
from public authorities and/or insurance companies, will be 
lower than expected, which could negatively impact the 
Company’s future revenue and earnings and make the 
commercialization of arfolitixorin more difficult. 

In many markets, the costs for new drugs are financed 
and/or subsidized through public or private reimbursement 
systems. It is the Company’s view that current systems for the 
financing, subsidizing and pricing of drugs could be changed 
in order to reduce society’s costs for drugs. There is a risk that 
any such changes could impact the extent to which the 
Company’s drug is covered by subsidies or reimbursement 
systems and could have a material impact on demand for 
Isofol’s drug and the Company’s future revenue.

FINANCIAL RISKS
RISKS ASSOCIATED WITH FINANCING AND  
CAPITAL REQUIREMENTS
Since the start of its operations, Isofol has recognized a nega-
tive operating result, and its cash flow is mainly expected to 
remain negative until Isofol succeeds in generating revenue 
from a launched product, or sales or licensing of intellectual 
property, or exclusivity for arfolitixorin in markets where the 
product is expected to be approved. The Company’s develop-
ment program for arfolitixorin entails significant costs and the 
Company’s development of arfolitixorin could be more time 
and cost-consuming than planned. Isofol will also continue to 
require significant capital for research and development with 
the aim of completing the development program for arfolitixo-
rin. Access to, and the terms and conditions for, additional 
financing are influenced by several factors, such as the poten-
tial to enter into partnership agreements, the general availabil-
ity of credit and Isofol’s credit rating and credit capacity. 
Disruptions and uncertainty in the credit and capital market 
could also restrict access to additional capital. It is highly prob-
able that if Isofol fails to acquire sufficient capital on advanta-
geous terms, or at all, this would lead to Isofol needing to 
accept a more expensive financing solution, share issues at a 
significant discount and substantial dilution, or the Company 
being forced to restrict its development or cease its operations.

CURRENCY EXPOSURE IN THE TRIAL
Isofol’s reporting currency and functional currency is SEK. 
Isofol’s earnings are impacted and will be impacted by 
exchange rate fluctuations, mainly since Isofol’s development 
program for arfolitixorin and specifically, the AGENT study, are 
primarily financed in USD and EUR. There is a risk that a nega-
tive change in the USD and EUR exchange rates could lead to a 
significant future increase in costs or a saving for the Company 
For example, a 10-percent exchange rate fluctuation in the USD 
or EUR would currently entail approximately a 10-percent cost 

increase for the AGENT study, which would be a cost that the 
Company was unable to predict or budget for. Correspondingly, 
future exchange rate fluctuations could lead to a decline in 
revenue potential for the Company, since the Company’s future 
sales proceeds can also be expected to be received in such 
international currencies. 

As of the date of this Prospectus, the Company’s principal 
revenue has comprised revenue from licensing agreements 
signed in Japan and Canada. Revenue from licensing agree-
ments in Canada is paid in USD and revenue from the licensing 
agreement in Japan is paid in JPY. Future revenue flows could 
be received in currencies other than SEK. The Company’s oper-
ating costs occur mainly in SEK, USD and EUR.  

RISKS RELATED TO TAX
THE COMPANY’S TAX SITUATION COULD DETERIORATE 
IF THE COMPANY’S PREVIOUS OR CURRENT HANDLING 
OF TAX ISSUES IS SUCCESSFULLY CALLED INTO 
QUESTION OR IF THERE ARE CHANGES IN TAX 
LEGISLATION
The Company conducts its operations in Sweden. The handling 
of tax issues within the Group is based on interpretations of 
the applicable tax legislation and other tax regulations in 
Sweden as well as the decisions of the relevant tax agencies. 
The Company and its subsidiaries are occasionally subject to 
tax audits and reviews. There is a risk that such tax audits or 
reviews will result in additional taxes being charged or that 
deductions made will be denied. 

The Company’s previous and current handling of tax issues 
could be called into question if the Company’s interpretation of 
tax legislation, tax agreements and other tax regulations or 
their applicability is incorrect, if one or more government 
authorities successfully implement negative tax adjustments 
pertaining to a business unit in the Group, or if laws, agree-
ments and regulations in effect or interpretations thereof or 
administrative practice in relation to these were to change 
(including retroactive changes). If the tax authorities were to 
succeed in such claims, this could lead to increased tax costs, 
including tax surcharges and interest.

Tax loss carryforwards may be restricted or canceled as a 
result of future changes to Swedish tax legislation or, in accord-
ance with current regulations, as a result of changes of control 
through which one or more shareholders as per a certain calcu-
lation together hold shares, acquired during a specific time 
frame, representing more than 50 percent of the votes. In the 
event of such a change of control, historical loss carryforwards 
would be canceled insofar as they exceed 200 percent of the 
acquisition cost for the controlling influence (where contribu-
tions and other transfers of value may reduce the purchase 
price in a certain manner). At the close of the 2020 financial 
year, the Company recognized tax loss carryforwards of 
approximately SEK 764 million. Based on a corporate tax rate 
of 21.4 percent, the tax effect of the tax loss carryforwards 
amounts to approximately SEK 164 million. Neither the tax loss 
carryforwards nor the tax effect thereof has been taken into 
consideration in the Company’s balance sheet. If the Company’s 
tax loss carryforwards were to be canceled or reduced, this 



RISK FACTORS

13PROSPECTUS REGARDING THE ADMISSION OF SHARES IN ISOFOL MEDICAL AB (PUBL) TO TRADING ON NASDAQ STOCKHOLM

could have a material impact on the Company’s tax burden 
and potentially result in tax surcharges.

RISKS RELATED TO THE SHARE
RISK THAT AN ACTIVE, LIQUID AND FUNCTIONING 
MARKET FOR ISOFOL’S SHARES WILL NOT EMERGE 
AND THAT THE SHARE PRICE MAY PROVE VOLATILE 
The development of the Company’s share price depends on 
several factors, such as the development of the Company’s 
operations and project portfolio, changes in the Company’s 
results and financial position, changes in market expectations 
regarding earnings, future profit and dividends as well as the 
supply and demand for the Company’s shares. Prior to the list-
ing change to Nasdaq Stockholm, the Company’s share is 
listed on Nasdaq First North Premier Growth Market. During 
2020, the lowest closing share price for the Company’s share 
was approximately SEK 14 per share and the highest closing 
share price was approximately SEK 30 per share. During the 
period January 1, 2021 through June 30, 2021, the lowest clos-
ing share price for the Company’s share was approximately 
SEK 7.8 per share and the highest closing share price was 
approximately SEK 26.1 per share. Accordingly, the share price 
is volatile. The transaction frequency and volume levels in trad-
ing of the Company’s share fluctuate over time and there is a 
risk that the Company’s share will become illiquid, entailing 
that there will not be a fully functioning market for Isofol’s 
share. There is a risk that there will be no buyer if investors sell 
shares in the Company at any given time or that such a sale 
will need to be conducted at a lower price than usual due to 
low demand. The price of Isofol’s share could then become 
even more volatile and could decline considerably without the 
Company announcing any news. Limited liquidity of the 
Company’s share could contribute to strengthening fluctua-
tions in the share price and lead to problems for individual 
shareholders in divesting their shares. There is a risk that it will 
not be possible to sell shares in Isofol at an acceptable price 
for the holders, or at all, at a certain point in time. 

Furthermore, due to the Company’s share being less liquid, 
the price of Isofol’s share could be negatively impacted, for 
example, as a result of a major sale of shares by existing share-
holders, particularly by a major shareholder or by one a share-
holding board member or senior executive. Sales of a large 
number of shares, or the perception that such sales will take 
place, could have a material negative impact on the Company’s 
share price.

HISTORICALLY, ISOFOL HAS NOT PAID A DIVIDEND  
AND FUTURE DIVIDENDS ARE DEPENDENT ON MANY 
DIFFERENT FACTORS
Historically, Isofol has not paid a dividend and, according to 
the Company’s dividend policy, the Company does not intend 
to pay a dividend in the next few years. There is a risk that the 
Company will never be able to pay a dividend, for example, if 
the market for the Company’s drug candidate does not 
develop as the Company intended, if competitors develop a 
better product, or if the Company falls short in its ability to 
commercialize any future products. Accordingly, shareholders 
and investors cannot depend on the Company paying a divi-
dend, either in the near future or further ahead in time. 

FUTURE FINANCING
Historically, Isofol has financed its operations through share 
issues. The financing of the Company’s continued operations 
is dependent on generating revenue from partnerships or by 
conducting new share issues. The Company cannot rule out 
that further capital could be required to meet the Company’s 
needs, for example, in order to finance the Company’s future 
working capital or to finance additional or changed business 
plans. There is a risk that it will not be possible to conduct new 
share issues when the need arises or that it will not be possible 
to conduct new share issues on terms and conditions that are 
acceptable to the Company. If the Company chooses to raise 
additional capital, for example, through a private placement of 
shares supported by the general meeting, there is a risk that 
the shares held by shareholders who are not entitled to 
subscribe for shares will be diluted and that the shareholders’ 
financial interests will be negatively impacted.
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Isofol is a biotech company in the final phase of a pivotal Phase III trial where the Company is developing a drug 
candidate, the cancer drug arfolitixorin, initially intended for the treatment of advanced/metastatic colorectal cancer 
(mCRC). Arfolitixorin is intended to improve the efficacy of standard 5-FU-based chemotherapy primarily for 
advanced CRC by increasing the tumor response (ORR/objective response rate) and Progression Free Survival (PFS) 
and thus improve care for affected patients in the long term.

Arfolitixorin – the most important active metabolite of widely used folate-based drugs – can potentially benefit 
many patients with advanced CRC since, unlike current folate-based prodrugs, it does not require metabolic activa-
tion to impart its effect. Arfolitixorin is currently being studied in the global Phase III AGENT study.

The Phase III AGENT study is a randomized, controlled, multi-center study assessing the efficacy and safety of 
arfolitixorin, [6R]-5,10-methylene-THF acid (MTHF), compared to leucovorin, both used in combination with 5-FU, 
oxaliplatin, and bevacizumab, in first-line mCRC patients. Patients are randomized in a 1:1 ratio and the primary 
endpoint is ORR. The key secondary endpoints are PFS and duration of response (DOR). Other secondary endpoints 
include overall survival (OS), number of curative metastasis resections, safety, and patient reported outcomes such 
as quality of life (QoL). Exploratory endpoints include pharmacokinetic (PK) measurements and level of gene expres-
sion of folate relevant genes in tumor cells. The study is designed to show superiority for arfolitixorin over leucovorin.

The AGENT study is fully recruited and is ongoing at approximately 90 clinics in the US, Canada, Europe, Australia 
and Japan, where Isofol currently has 15 active sites.

In March 2021, the independent data safety monitoring board (“iDSMB”) recommended that the AGENT study be 
concluded according to the original study plan with 440 patients. Isofol considers the iDSMB’s recommendation for 
the continued study without, for example, changes to the protocol to be an important signal that the treatment under 
study is safe and has an increased likelihood of a positive outcome. The patients will continue to be treated, and 
follow-ups and multiple tumor measurements will take place in accordance with the study protocol. After 300 PFS 
events have occurred, either with tumor growth or the death of the patient, the study will be deblinded and the read-
out process will begin with compilation and statistical analysis for the presentation of top-line data and final analysis. 
The Company expects these events to take place in the first and second half of 2022, respectively.

Since the capital the Company raised in June 2020, Isofol has reached important previously established mile-
stones, such as full recruitment to the trial and presentation of the interim results. The Company has also signed a 
licensing agreement with Solasia in Japan and Endo/Paladin in Canada. These licensing agreements are expected 
to have a positive impact on Isofol’s financial position over time. 

Isofol carried out a rights issue and an over-allotment option in June 2021, which raised approximately SEK 452 
million for the Company after transaction costs, to finance the ongoing AGENT study past top-line and final data and 
to complete the application for market registration for the Company’s drug candidate. 

Isofol’s share was admitted to trading on Nasdaq First North Growth Market in 2017. Given the Company’s devel-
opment and to further strengthen the Company’s position ahead of continued growth and development, the 
Company and its board intends to list the Company’s share for trading in a regulated market. Listing the Company’s 
share on Nasdaq Stockholm will improve the Company’s access to Swedish and international capital markets as well 
as providing opportunities for increased institutional ownership, which in turn is expected to support the Company’s 
continued development. Isofol’s board also believes that listing the Company’s share on Nasdaq Stockholm can raise 
awareness of the Company among the public as well as among current and potential partners, customers and 
 opinion makers in the pharmaceutical industry, which is deemed to benefit the Company’s continued development. 
Given the above reasons, Isofol’s board has applied to list the Company’s share on Nasdaq Stockholm.

Isofol’s board of directors is responsible for the contents of this Prospectus. It is hereby assured that all reasonable 
care has been taken to ensure that the information in this Prospectus, as far as the board of directors is aware, 
 corresponds with the actual circumstances and that nothing has been omitted that could affect its meaning.

Gothenburg, 18 october 2021
Isofol Medical AB (publ)
The board of directors

BACKGROUND AND REASONS
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PRIMARY MARKET
CRC1) is the third most common cancer diagnosis and the 
second deadliest.2) There is thus a significant need for new 
treatment options for CRC. Approximately 1.9 million people 
worldwide are diagnosed with CRC annually and the incidence 
of the disease is expected to grow. By 2040, the number of new 
cases is expected to amount to 3.1 million, an increase of 60 
percent.3)

The future primary market for arfolitixorin encompasses 
approximately 370,0004)  patients who suffer from mCRC and 
are being treated in the seven largest markets: the US, the EU 5 
(France, Italy, Spain, the UK and Germany) and Japan in the 
first to third lines of treatment. One of the reasons behind the 
significant need for new treatments is that there are so few 
targeted therapies that work for the majority of patients with 
mCRC. This means that there are fewer target molecules or 
mutations that can be addressed with new drugs such as 
immunotherapies or kinase inhibitors, compared to other 
forms of cancer such as breast or lung cancer. Over the long 
term, the standard treatment for mCRC is expected to be 
based on 5-FU/folate-based chemotherapy.

Given a successful pivotal Phase III trial (AGENT study), 
arfolitixorin is expected to receive market approval for treat-
ment of mCRC. An expansion of use will subsequently require 
contact with registration authorities and potentially further 
clinical studies. At present, Isofol has not made any estimates 
concerning the scope of such studies, or what sales value any 
positive studies could entail.

A few examples of such potential additional markets and 
indications are discussed briefly in the text below.

Other potential markets and indications
Adjuvant therapy within CRC
Treatment of stages II and III CRC, known as adjuvant therapy, 
is a supplementary treatment after surgery to prevent the 
spread of the cancer. In 2020, there were an estimated 240,000 
patient treatments in the 8MM: the US, the EU 5, Japan and 
China. 5-FU in combination with leucovorin (LV), the drug that 
arfolitixorin is intended to replace, is the most common compo-
nent in the treatment regimes given as adjuvant therapy (for 
example, in combinations such as FOLFOX and FOLFIRI)5).

MARKET OVERVIEW

MARKET SIZE
The information in this Prospectus pertaining to market conditions, market trends, growth figures and the 
competitive landscape in the markets and regions where the Company operates is based on data, statistics 
and reports from third parties and/or was prepared by the Company based on internal information and 
information in such third-party reports. Isofol has endeavored to use the latest information available from 
relevant sources such as GlobalData and external consultants such as Deallus, Monocl and Syneos Health. 
Information from third parties has been reproduced correctly, and as far as the Company is aware and can 
ascertain from the information published by the third parties, no facts have been omitted that would render 
the reproduced information inaccurate or misleading. Although the Company believes these sources to be 
reliable, the information has not been independently verified and its accuracy and completeness therefore 
cannot be guaranteed. Some information has been estimated by the Company using averages for the 
industry, while other information has been adjusted for specific regional differences based on the Compa-
ny’s assessment. Examples of such information include: the number of treatments; average frequency of use 
of folates in treatment regimes; the duration of treatment, which can vary among different lines of treat-
ment and regions; and time until the patient’s condition worsens, which can vary among stages, regions and 
treatments.

1) ColoRectal Cancer.
2)  Sung H et al. (2021) CA: A Cancer Journal for Clinicians. Global cancer statistics 2020: GLOBOCAN estimates of incidence and mortality worldwide for 36 cancers 

in 185 countries (https://doi.org/10.3322/caac.21660).
3) Globocan 2020.
4)  Epidemiology (the number of mCRC patients treated) is based on consensus from Globocan 2018–2020 and reports from GlobalData that are based on both 

primary and secondary analyses.
5)  GlobalData - Colorectal Cancer: Market Analysis 2018–2028. Publication Date: April 2020.
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Other indications
In addition to CRC, other solid tumors are also treated with the 
drug combination of 5-FU and leucovorin, including tumors in 
the pancreas and stomach. The total number of treatments 
with leucovorin in these two indications annually is approxi-
mately 63,000 in the US, the EU 5 and Japan6). Arfolitixorin’s 
mechanism of action is the same for these forms of cancer as 
for CRC and the potential advantages of using arfolitixorin 
may be the same. These indications will require specific docu-
mentation programs – meaning further clinical studies – in 
order to secure regulatory approval. It is worth noting that 
arfolitixorin has extensive patent protection, which means it will 
be possible to conduct further clinical study programs and still 
have a significant amount of patent life left at the launch of 
new indications.

Gene expression of relevant folate-related genes
Results from academic studies of patients with CRC that have 
undergone standard treatment with 5-fluorouracil (5-FU), 
leucovorin, with or without the addition of either oxaliplatin or 
irinotecan, show that the majority of patients did not receive 
maximum efficacy from the treatment, but that approximately 
three-quarters of the patients with a low expression of the 
folate-related gene (ABCC3) had a PFS that was 4.7 months 
worse than those who had a high level of gene expression.7) 
This indicates that these patients, with low levels of ABCC3, did 
not receive maximum efficacy from leucovorin, a drug that 
must undergo several metabolic steps in order to be converted 
into the active metabolite [6R]-MTHF. Arfolitixorin is 
[6R]-MTHF, and thus does not need to undergo metabolic 
conversion. It is therefore not dependent on the folate-related 
genes for activation. Arfolitixorin can thereby penetrate the 
tumor cells with very high levels of [6R]-MTHF and, in combi-
nation with 5-FU, can further reduce tumor growth. The results 
from the pivotal AGENT study (ISO-CC-007) will demonstrate 
whether this hypothesis holds.

Isofol further intends to investigate whether the level of 
expression of folate-related genes found in CRC is also similar 
in other cancer diagnoses. If this turns out to be the case, 
tumor diseases where 5-FU, leucovorin, with or without the 
addition of other cytostatics, is the standard therapy will be 
indications of interest for arfolitixorin where there are possibili-
ties of improving the results of a standard 5-FU-based treat-
ment with arfolitixorin, which is not dependent on activation in 
order to impact tumor growth effectively.

Incidence and patient treatments
Incidence of CRC
The total number of new cases of CRC (incidence) in stages I, 
II, III and IV/mCRC was 1.9 million cases globally in 2020. In 
2040, the incidence is expected to be 3.1 million cases. The inci-
dence of different stages of CRC differs among the countries 
in the 8MM: the US, the EU 5, Japan and China. The occur-
rences of stage IV/mCRC are 21 percent in the US, 26 percent 
in the EU 5, 16 percent in Japan and 11 percent in China. The 
number of new cases of CRC in 2018 comprised approximately 
243,000 new cases per year in the EU 5, 135,000 in the US, 
139,000 in Japan and 310,000 in China. Despite the EU 5 having 
double the number of cases than the US, Isofol believes that a 
future launch of arfolitixorin should initially be in the US market. 
The possibilities for early approval and launch are better there, 
and the profitability in the US market is higher due to generally 
higher price levels.

Development of CRC from early to late stages
Of the 827,000 new cases of CRC in the 8MM, approximately 
680,000 are diagnosed as stages I–III8). Among many patients 
who are diagnosed with CRC stages I, II or III, the cancer 
progresses, meaning it develops into stage IV (mCRC). This 
means that, in addition to the patients whose primary diagno-
sis is mCRC, there will be a large number of patients who 
relapse with mCRC.

Factors impacting market size
The occurrence of CRC increases with advancing age. Factors 
such as lifestyle, dietary habits and medical conditions such  
as irritable bowel syndrome (IBS) are also associated with 
increased risk.9)

Based on demographic calculations, it is estimated that 
the annual global incidence of CRC will increase more than  
60 percent by 2040, with over 1.2 million new cases and 0.7 
million deaths.10) Studies show that the increase in incidence 
will mainly occur in low- and median-income countries, while 
the incidence of CRC in high-income countries will remain 
stable or fall.11)

6)  Datamonitor, Gastric Cancer Treatment Tree Summary 2016, Monocl Strategy Services Analys 2016.
7)  Data on file at Isofol. Gustavsson, B, et al. ASCO 2018. Wettergren, Y. et al. AACR 2021.
8) GlobalData 2020.
9)  Alalportal. Wei, E.K., et al. Comparison of risk factors for colon and rectal cancer. Int. J. Cancer, 108, 433 (2004); Chan, A.T., et al. Primary prevention of colorectal 

cancer. Gastroenterol., 138, 2029 (2010).
10) GloboCan 2020.
11)  GlobalData 2017; Arnold M et al Gut 2017.
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ESTIMATED VALUE OF THE MARKET
The following estimates made by Isofol are based on the esti-
mated number of currently existing patients with mCRC, clinical 
practice for treatment times and estimated pricing for arfolitix-
orin. Market penetration is based on market surveys conducted 
by external consultants through interviews with prescribers in 
the US, Japan and the EU 5. 

The total drug market for the treatment of CRC was esti-
mated at approximately USD 7.5 billion in 2018 and is expected 
to grow to about USD 10.6 billion by 202812). The reason for this 
relatively low market growth is that few new drugs have been 
launched or are expected to be launched in the coming years, 
while dominant products such as the biological drug bevaci-
zumab (Avastin) are losing their patent protection. In addition, 
sales of drugs that have been launched recently, or will be 
launched in the near future, are expected to be relatively low 
since these drugs (such as immunotherapies or BRAF inhibitors) 
can primarily help only a smaller subgroup of CRC patients. 

Based on available epidemiological data on the number of 
mCRC patients treated in the first to third lines in the seven 
largest markets (the US, the EU 5 and Japan) as well as market 

penetration based on a primary market survey with prescrib-
ing doctors in the same markets, and clinical practice for treat-
ment time, Isofol has calculated the total market value; refer to 
Figure 1. Pricing is based on an aggregate of three different 
market surveys conducted by three different global consulting 
companies between 2016 and 2019. 

Based on this, and on the fact that Isofol’s primary market 
consists of the first-line treatment of mCRC patients, the 
Company estimates that its annual sales of arfolitixorin could 
amount to approximately USD 1 billion in first-line treatment in 
these markets alone. Moreover, the Company is of the opinion 
that there is a good possibility that regulatory approval could 
also encompass later lines of treatment, which will further 
increase the size of the market.

Isofol has conducted market surveys that have shown that 
in the event of positive trial outcomes, physicians will be very 
interested in prescribing arfolitixorin in the first through third 
lines for patients with mCRC. It is important, however, to point 
out that future regulatory approval will govern which lines of 
treatment are approved for therapy, based on the data that is 
generated from the pivotal Phase III trial (AGENT).

Figure 1: Based on the market surveys conducted by the 
Company, it is believed that arfolitixorin will achieve a market 
share of up to 50 percent in the US, 42 percent in Japan and  
31 percent in the EU 5 in first-line treatment of mCRC. Epidemi-
ology (the number of mCRC patients treated with drugs) is 
based on a consensus from Globocan 2018 and various reports 
from GlobalData that are based on analyses of both primary 
(interview) and secondary (database) data. The market share 
for arfolitixorin is based on physicians who are willing to 
prescribe for patients treated with drugs in every line of treat-
ment (N=34 [US: 12, EU: 16, Asia: 6)). The study was conducted 
by Deallus Consulting and Syneos Health on behalf of Isofol 
and provides a rationale for market penetration and pricing 
assumptions in the model.

Apart from the market for mCRC therapy, the Company is 
of the opinion that there is a potential market for patients with 
CRC in earlier lines of treatment (adjuvant therapy).

It should be added that Figure 1 describes only the US, the 
EU 5 and Japan. There is a significant market potential in 
other EU countries: the population in the other 23 EU countries 
combined corresponds to around 60 percent of the population 
in the EU 5 and likely has a similar occurrence of cancer. There 
is also a large population outside these regions – in China, for 
example – where a large number of patients are diagnosed 
with CRC every year and where the Company has conducted 
market surveys in 2021 in order to assess the market potential.

12)  GlobalData 2020.
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LIMITED COMPETITION IN MCRC
The pipeline of new drug candidates for CRC is extensive, but 
owing to the complexity of the disease few projects have 
historically succeeded in reaching Phase III. The current pipe-
line also includes few late-phase projects. The projects that are 
in the late development phase, Phase III or have recently been 
launched (refer to Figures 2 and 3) focus on narrow patient 
groups with unique characteristics. Immuno-oncological drugs 
such as Keytruda focus on approximately 4 percent of mCRC 
patients and treatment with B-RAF/MEK inhibitors such as 
encorafenib and binimetinib focus on 8-10 percent of second-
line mCRC patients. Alternatively, new drugs are being devel-

oped for the treatment of patients in later treatment lines, 
meaning third to fourth line. Other drug candidates such as 
napabucasin constitute supplements to current 5-FU-based 
cytostatic therapies and will thus be used in combination with 
arfolitixorin if it reaches the market.

Isofol has conducted several competitor analyses 
together with external partners. In its latest analysis of more 
than 400 drug candidates, only six possible threats were iden-
tified, the majority of which were assessed as weak or moder-
ate threats that fall into the groups described below, refer to 
Figures 2 and 3.13)

13)  Adapted from Oncology Resources Group, ONCrg Pipelines Strategies 2019. Deallus Primary Market research 2018.

ARFOLITIXORIN - COMPETITION ANALYSIS

Limited competition
• PD-(L)1 therapies (4% of the population)
•  B-RAF/MEK inhibitors 

(8-10% of the population - second line)
• New chemotherapy project (Phase I)

Screening of 409
candidate drugs in

development for the
treatment of mCRC

Only 6 threats
(small to medium-

sized)could be
identified after an
in-depth analysis

Figure 2: Of the 409 drug candidates that were identified in a 
screening of the literature, only six are considered to be weak 
to moderate threats. If these therapies reach the market, they 
will impact only a minor portion of the target population for 
arfolitixorin.
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Figure 3: In an analysis of potential competitors divided 
according to phase of therapy, the potential competitors are 
of such a nature that those in first-line therapy, which is the 
primary indication for arfolitixorin, constitute an extremely low 
threat that can be used only on an small percentage of the 
target population. More patients could come into question in 
second-line therapy, but the potential competitors in this line 
of therapy are also niched and can be used only on a minority 
of the patients. Arfolitixorin treatment (ARFOX), which is now 
being tested against modified FOLFOX6 treatment, can be 
used on a majority of the patients who have been diagnosed 
with mCRC.

The long-standing standard regimes of 5-FU-based 
chemotherapy, which are the standard treatment for more 
than 70 percent of mCRC patients, are expected to remain the 
standard treatment for the foreseeable future. This is because 
there are no drug candidates under development that are 
intended to replace the current standard treatment.

A strong argument in the future marketing of arfolitixorin 
is that the product can be added without any major changes 

to the treatment strategy since arfolitixorin is intended as a 
direct replacement for the folates, such as leucovorin, that are 
part of the current standard treatment.

Today’s existing treatment options are also largely generic, 
which means they do not have an active sales force and are 
not exposed to competition from patent-protected products. 
As a result, any pressure from potential competitors in the 
market for arfolitixorin is, in the opinion of Isofol, deemed to  
be low.

In the Company’s opinion, Isofol’s patent portfolio – which 
includes long-term ingredient protection for arfolitixorin in  
a stable salt form (the API), composition protection for the 
lyophilized (freeze-dried) product and further extended protec-
tion for various dosage regimes – creates the conditions for a 
long product life cycle. Along with the limited competitive land-
scape, this provides favorable conditions for a launch and sales 
potential in the event of positive data from the AGENT study 
and regulatory approval.

Source: Adapted from Oncology Resources Group , ONCrg Pipelines Strategies 2019
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BUSINESS OVERVIEW

COMPANY DESCRIPTION

INTRODUCTION
OBJECTIVE AND GOALS OF THE COMPANY
Isofol is a biotech company in the final phase of the pivotal 
study and pre-commercialization of a drug candidate: the 
cancer drug arfolitixorin, which is initially intended for the treat-
ment of advanced CRC/mCRC. CRC is the third most common 
form of cancer1) and there is a significant need for more effec-
tive drugs. In treating mCRC, arfolitixorin is administered in 
combination with the cytostatic 5-fluorouracil (5-FU) to 
enhance the tumor-killing effect on cancer cells in a tumor. 
Arfolitixorin consists of the active ingredient [6R]-5,10-methyl-
enetetrahydrofolate ([6R]-MTHF). Currently, the folate-based 
prodrugs leucovorin and levoleucovorin are used in combina-
tion with the cytostatic 5-FU in the treatment of CRC. Isofol 
intends to replace these prodrugs with arfolitixorin, with the 
objective of improving the results of treatment for approxi-
mately 370,000 CRC patients in the US, the EU 5 and Japan2)  
in first- through third-line treatment. In contrast to leucovorin 
and levoleucovorin, which must be converted into [6R]-MTHF 
in the body and tumor in order to be active in the treatment of 
cancer, arfolitixorin consists of the active ingredient [6R]-MTHF 
and no conversion is therefore required. Arfolitixorin thus has 
the potential to achieve a more powerful anti-tumor effect for 
all patients in combination with 5-FU treatment. Through a 
global licensing agreement with Merck KGaA and Merck & Cie, 
Isofol has sole rights to the development and commercializa-
tion of arfolitixorin in oncology. The licensing agreement also 
grants Isofol access to the unique and patented manufactur-
ing process for arfolitixorin. Isofol is focused on making arfo-
litixorin accessible to patients worldwide. The Company 
routinely evaluates various strategic partnerships, and if an 
agreement with a global partner increases the value of arfo-
litixorin, the company will consider it.  

Arfolitixorin – Isofol’s drug candidate
Isofol intends to meet the medical need in mCRC with it’s investi-
gational product arfolitixorin, which is intended for use in combi-
nation with the antimetabolite 5-FU, one of the world’s most 
frequently used cancer drugs. Arfolitixorin is Isofol’s patented 
drug candidate that is being developed to increase the efficacy 
of 5-FU-based chemotherapy for mCRC and is currently being 
evaluated in a global clinical Phase III trial (the AGENT study).

The goal of arfolitixorin treatment for cancer patients is as 
follows:

 ● When treating CRC, arfolitixorin is administered in combina-
tion with 5-FU in order to block DNA replication, thereby 
preventing tumor cell growth and increasing cell death in 
the tumor, which is intended to result in decreased tumor 
volume and potentially to extend survival.

THE COMPANY’S BACKGROUND AND HISTORY
Isofol was established in 2008 based on a research partnership 
between Professor Bengt Gustavsson from Östra Hospital in 
Gothenburg and Merck & Cie, a world leader in the manufac-
ture of folate-based ingredients. Back in the 1970s, researchers 
discovered that folate-based treatment with leucovorin (LV) 
significantly increased the effect of the cytostatic 5-FU, which 
had been the basic standard treatment for CRC since the 
1960s3). As a result of this discovery, the 5-FU/LV combination 
currently represents the foundation for the treatment of all 
CRC and has been incorporated into current treatment recom-
mendations4).

1)  Sung H et al. (2021) CA: A Cancer Journal for Clinicians. Global cancer statistics 2020: GLOBOCAN estimates of incidence and mortality worldwide for 36 cancers 
in 185 countries https://doi.org/10.3322/caac.21660.

2)  Epidemiology (the number of mCRC patients treated) is based on consensus from Globocan 2018–2020 and reports from GlobalData that are based on both 
primary and secondary analyses.

3) Heidelberger, C., et al. Fluorinated pyrimidines, a new class of tumour-inhibitory compounds. Nature, 179, 663-666 (1957).
4)  Van Cutsem, E., et al. ESMO consensus guidelines for the management of patients with metastatic colorectal cancer. Annals of Oncology 27, 1386–1422 (2016).
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GENETIC ABILITY TO CONVERT FOLATES
In treatments with 5-FU alone, it has been historically demon-
strated that approximately 10 percent of patients responded 
to treatment through significant tumor shrinkage5). The addi-
tion of leucovorin more than doubled the response rate to 
nearly 25 percent6), although a majority of patients still did not 
respond to treatment with 5-FU and leucovorin (see Figure 4 
below).

TREATMENT EFFECT (ORR)

Figure 4: Historical improvement of objective response rate 
(ORR) in the treatment of mCRC, and future expected improve-
ments with arfolitixorin.

Professor Bengt Gustavsson formulated the hypothesis that the 
reason a majority of patients did not respond to treatment was 
due to their genetic inability to enzymatically convert leucovorin 
into [6R]-MTHF, which interacts with 5-FU. Despite being 
deemed nearly impossible, since leucovorin had been in the 
market since 1952 without having found a stable form that did 
not instantaneously react with oxygen, Merck & Cie successfully 
synthesized the chemically stable salt [6R]-MTHF hemisulfate 
after a long process of development. The active ingredient in 
this salt, [6R]-MTHF, is what now comprises arfolitixorin.

ISOFOL ESTABLISHED
In order to confirm the original hypothesis, a development 
program was designed in which the active ingredient arfolitixo-
rin could be clinically tested. The program was costly, and to 
finance development and facilitate potential commercializa-
tion, Isofol Medical AB was established. The founders were 
Professor Bengt Gustavsson and Yield Life Science AB (publ). 
The ownership group has grown since then. Up until 2017, over 
one hundred new shareholders were added in the hope of real-
izing the vision of improving the efficacy of, and reducing side 
effects associated with, the treatment of cancer with antime-
tabolites. In 2017, the Company’s shares were listed on Nasdaq 
First North Premier Growth Market in Stockholm, and in 
connection with this, the Company was capitalized with over 
SEK 400 million in order to finance the clinical development 
program for arfolitixorin.

~10%

60%

0%

10%

20%

30%

40%

50%

60%

70%

5-FU 5-FU + leucovorin 5-FU + leucovorin +
oxaliplatin

5-FU + leucovorin +
oxaliplatin + bevacizumab

5-FU + arfolitixorin +
oxaliplatin + bevacizumab

TREATMENT EFFECT (ORR)

+ 1957 + 1978 + 1996

STANDARD TREATMENTS

O
BJECTIVE O

F THE AG
EN

T STU
DY

FUTURE

7

+ 2004

> 40-45%

> 55-60%

> 40-45%

> 20-25%

5)  Hansen, R.M., et al. Phase III study of bolus versus infusion fluorouracil with or without cisplatin in advanced colorectal cancer. J. Natl. Cancer Inst., 88, 668-74 (1996).
6)  Poon, M.A., et al. Biochemical modulation of fluorouracil: evidence of significant improvement of survival and quality of life in patients with advanced colorectal 

carcinoma. J. Clin. Oncol., 7, 1407-1418 (1989); Thirion, P., et al. Modulation of fluorouracil by leucovorin in patients with advanced colorectal cancer: an updated 
meta-analysis. J. Clin. Oncol., 22, 3766-75 (2004).
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HISTORICAL FINANCING
Isofol was originally funded by Yield Life Science, a public 
company that at the time was listed on AktieTorget. Isofol’s 
development and clinical programs were then financed by 
private and informal investors up until the Company’s listing on 
Nasdaq First North Premier Growth Market in 2017. Until the 
listing, Yield Life Science and other investors put approximately 
SEK 200 million into Isofol. In conjunction with Isofol’s listing on 
Nasdaq First North Premier Growth Market, Yield Life Science 
issued shares in Isofol to its shareholders. Upon said listing, the 
Company’s capital increased by SEK 409 million and the 
number of shareholders increased to approximately 4,000. 
Among the investors were some of the Company’s current 
major shareholders including Handelsbanken Fonder, Swed-
bank Robur Fonder, Rhenman & Partners and Peak Fonder. 
During the second quarter of 2020, Isofol conducted a rights 
issue that was oversubscribed, which resulted in the over-allot-
ment option being exercised and generated approximately 
SEK 150 million for the Company after transaction costs. The 
current shareholders, executive management and the board 
of directors participated in the issue, as did new shareholders, 
which broadened the ownership base and brought in institu-
tional investors such as the Fourth Swedish National Pension 
Fund. During the second quarter of 2021, Isofol conducted an 
additional rights issue that was oversubscribed, which resulted 
in the over-allotment option being exercised and generated 
approximately SEK 452 million for the Company after transac-
tion costs. 

THE ROAD TO MARKET APPROVAL FOR 
ARFOLITIXORIN 
Isofol has been able to significantly shorten the development 
time for arfolitixorin by three to four years, and thereby 
reduced its development costs by several hundred million 
Swedish kronor. This was possible because the pharmaceutical 
authorities concerned (the FDA in the US and the EMA in 
Europe) approved Isofol going directly from a Phase I trial to 
the AGENT study, the ongoing global Phase III trial. In 2019, the 
PMDA in Japan and the Therapeutic Goods Administration 
(TGA) in Australia also approved the study being initiated in 
these countries without further pharmacokinetic or side effect 
studies. These studies are now being conducted under the 
Investigational New Drug (IND) program in the US and under a 
Clinical Trial Application (CTA) in Europe. The Company’s ambi-
tion is to conclude the AGENT study in 2022, and thereafter to 
apply for market approval with the FDA and EMA, which could 
result in a potential commercialization of arfolitixorin starting 
as early as 2023.

CAPITAL REQUIREMENTS UP UNTIL MARKET 
REGISTRATION
Isofol is currently conducting a clinical development program 
in CRC that is expected to continue until 2022. The program 
includes two clinical studies being conducted by the Company 
itself. ISO-CC-005 comprised a Phase I trial that established the 
recommended clinical dose of arfolitixorin in combination with 
5-FU and oxaliplatin or irinotecan, and two supplementary 
cohorts (Phase IIa) to ascertain the effect in a patient popula-

A BRIEF HISTORY OF THE COMPANY

Figure 5
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tion that reflected the Phase III population, meaning the first-
line treatment of CRC. This study was concluded in 2020, since 
it had achieved its purpose. The global Phase III AGENT study 
(ISO-CC-007) is ongoing at some 90 hospitals in the US, 
Canada, Europe, Japan and Australia. Recruitment of new 
patients was concluded in December 2020 after the recom-
mendation from the iDSMB (see below). Moreover, an investi-
gator-initiated study is under way of patients who underwent 
surgery for CRC that spread to the liver, a study that Isofol is 
sponsoring with drugs and study grants. 

The global Phase III AGENT study was fully recruited in 
December 2020 and in connection with the interim analysis in 
mid-March 2021, the iDSMB recommended continued obser-
vation and treatment of the 440 patients recruited to the 
AGENT study. Isofol expects to have the 300 PFS events, which 
will form the basis for the final analyses, in late 2021 or early 
2022. The plan is then to submit a New Drug Application (NDA), 
initially to the FDA, in late 2022.

The Company has finished recruiting a total of 56 Japanese 
patients, who have been included in the study under an adden-
dum to the protocol. The Company has thereby reached the 
target of 56 individuals required by the PMDA as a supplemen-
tary basis for registration in Japan. 

There is a need to develop and refine the gene expression 
analysis and to validate it through additional populations in the 
studies that have been conducted and, going forward, to 
include other cancer indications such as breast cancer, ear, 
nose and throat cancer, stomach cancer and pancreatic cancer.

It is also important to continue developing pre-commerciali-
zation activities, for example, by documenting and communi-
cating the medical need in the population being examined in 
the clinical study, supporting experts in the field and increasing 
the scientific understanding of the field through scientific publi-
cations. To increase the value of future licensing business, it is 
important for the Company to continually monitor the competi-
tive landscape for CRC products as well as market size and 
price trends in key markets such as the US, Japan, the EU, the 
UK and China.

In addition to the studies indicated above, a future study is 
being planned with a new 5-FU-based regime (FOLFIRINOX) 
that has become an alternate standard treatment in pancreatic 
cancer but is also being used in other forms of cancer such as 
mCRC. This study will provide Isofol with safety data regarding 
the ARFIRINOX regime, but also substantial efficacy data in 
pancreatic cancer, an indication that over the last several years 
has come to be dominated by 5-FU-based regimes in both first-
line and second-line treatments. This study will be carried out at 
clinics in the US with oncologists who also treat CRC, and the 
Company will thus obtain a better understanding of arfolitixorin 
in general among future prescribers. Provided that it is initiated, 
it is estimated that this study will run for three to four years.

According to the current business plan, the total cost for the 
studies indicated above, development and refinement of the 
gene expression analysis and pre-commercial activities, includ-
ing operating costs and other supplementary activities up until 
market approval, will be between SEK 525 million and SEK 575 
million. This capital requirement is being financed through the 

rights issue conducted in June 2021, which generated approxi-
mately SEK 452 million less issue costs, and through revenue 
from the two licensing agreements signed for Japan and 
Canada. In addition to this, Isofol’s ambition is to finance the 
remaining capital requirement either by further developing 
partnerships with licensees for arfolitixorin or by generating 
the necessary capital through the capital market at a suitable 
point in time.

With regard to the above and the Company’s current condi-
tions, the Company believes that Isofol’s liquidity requirements 
have been met, in any case, up until market approval.

DRUG MANUFACTURING  
Together with its partners Merck & Cie and Recipharm, Isofol 
has quality-assured the manufacturing of arfolitixorin up to a 
commercial level. All manufacturing will be in accordance with 
Good Manufacturing Practice (GMP). Isofol has also ensured 
the drug supply for the ongoing pivotal Phase III AGENT study. 

MERCK & CIE – EXPERTS IN INGREDIENT 
MANUFACTURING  
Isofol has a strategic research and development partnership 
and collaborates closely with Merck & Cie in Schaffhausen, 
Switzerland, which is a subsidiary of Merck KGaA in Darmstadt, 
Germany. The collaboration entails favorable synergies, where 
Isofol possesses specialist knowledge in the use of arfolitixorin 
for the treatment of cancer and Merck & Cie has the knowledge 
to synthesize and analyze the pharmaceutical ingredient 
([6R]-MTHF hemisulfate). Through a global licensing agree-
ment with Merck KGaA and Merck & Cie, Isofol has the sole 
rights to develop and commercialize arfolitixorin in oncology. 
The licensing agreement also grants Isofol access to the 
unique and patented manufacturing process for the ingredient 
[6R]-MTHF/arfolitixorin hemisulfate. 

The GMP-certified production process for arfolitixorin 
hemisulfate has been validated and patented. The manufac-
ture of the active pharmaceutical ingredient (API) was vali-
dated in 2015 in accordance with regulatory guidelines for 
pharmaceutical ingredients. 

RECIPHARM – COMMERCIAL MANUFACTURER OF  
THE PRODUCT
Recipharm manufactures the product, arfolitixorin, for 100 mg 
injections (arfolitixorin DP, “Drug Product”) on behalf of Isofol, 
and a commercially full-scale production process in accord-
ance with GMP standards has been developed at Recipharm’s 
facility in Wasserburg, Germany. Arfolitixorin DP will be sold in 
the form of a freeze-dried powder. Recipharm in Wasserburg 
specializes in freeze-drying technology and has years of expe-
rience in the commercial manufacture of freeze-dried products.

The first full-scale GMP batch of arfolitixorin – approxi-
mately 50,000 vials – was manufactured in March 2017, and 
validation initiatives ahead of a planned commercialization of 
arfolitixorin DP have begun. The initial validation batch was 
manufactured in early 2020. Two further validation batches 
were produced in March 2021 and are now undergoing final 
analysis before certification.
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MANUFACTURING COSTS 
Isofol is expected to have a gross margin of over 90 percent 
for arfolitixorin DP, based on preliminary revenue and cost esti-
mates. This includes the costs for API manufactured by Merck 
& Cie, the finished product manufactured by Recipharm in 
Wasserburg and costs for packaging. 

INTELLECTUAL PROPERTY RIGHTS AND 
AGREEMENTS WITH MERCK KGAA AND  
MERCK & CIE
Isofol has signed an exclusive global delivery and licensing 
agreement with Merck KGaA and Merck & Cie for the develop-
ment and commercialization of arfolitixorin for the treatment of 
cancer. Isofol’s delivery and licensing agreement also covers the 
licensing of all patent and intellectual property rights that Merck 
& Cie has for arfolitixorin, covering both API and the final drug. 

The agreement is valid for as long as any of Isofol’s or Merck  
& Cie’s patents are valid, which run through at least 2038. The 
agreement regulates both the remuneration that Isofol pays 
for the API and the future sale of arfolitixorin. Isofol’s patent 
portfolio consists of licensed patents from Merck & Cie and the 
Company’s own patents, which are based on results from clini-
cal and preclinical research into arfolitixorin. The patent port-
folio consists of a number of types of patents that primarily 
protect ingredients, formulations, reconstituted solutions and 
how arfolitixorin is to be used in treatment.

The adjacent table is a list of the patents owned and 
licensed by Isofol. In addition to these, the active ingredient 
arfolitixorin hemisulfate ([6R]-5,10-methylenetetrahydrofolate 
hemisulfate) is expected to have document protection for new 
drugs for eight years from market approval in Europe and 
Japan, and for five years from market approval in the US.

ISOFOL’S MAIN PATENT

Patent no. Patent
Type of patent 
 requirement Valid Countries Status

US 10,059,710 B2
US 10,336,758 B2
US 10,570,134 B2

Arfolitixorin             
(6R-MTHF)

Ingredient/
Formulation/Use
Pharmaceutical compositions

2037
2037
2037

US Granted

WO 2015/022407
EP 3033344 B2
JP 6617104 B
JP 6735321 B
JP 6764501 B

Arfolitixorin            
(6R-MTHF)

Ingredient 
Pharmaceutical compositions
Use
Processes

2034
2034
2034
2034
2034

Europe, 
Japan,
Canada, etc.

Granted in
Europe (36 coun-
tries), Japan, China, 
Australia, Mexico, 
Israel, South Africa, 
Singapore and 
Hong Kong.
Being processed in 
Canada and 4
other countries

US 9,180,128 B2 Composition with citrate Formulation/Use 2029 US Granted

EP 1641460 B2
JP 4755980 B
CA 2,529,531 B

Composition with citrate Formulation/Use 2024
2024
2024

Europe (12 countries), 
Japan, Canada, 
Australia, China, India, 
South Korea, Mexico, 
Russia, South Africa

Granted in all 
 countries

WO 2018/065445
EP 3446706 B2
US 10,328,078 B2
JP 6734308 B

Dosage regimens Use 2038
2038
2038
2038

US, Europe, Japan, 
Canada + 9 countries

Granted in the US, 
Europe (21 coun-
tries), Japan and 
Korea

WO 2018/065446
EP 3446705 B2
US 11,013,744 B2

Dosage regimens Use 2038
2038
2038

US, Europe, Japan, 
Canada + 9 countries

Granted in the US, 
Europe and Korea

WO 2018/150264
US 10,292,984 B2
US 10,639,311 B2

Enzyme inhibition, 
measurement of 
biomarkers in blood

Use 2038
2038
2038

US, Europe, Japan, 
Canada + 15 countries

Granted in the US

WO 2019/135157 Dosage regime for 
ongoing clinical study 
(the AGENT study)

Use 2039 US, Europe, Japan, 
Canada + 10 countries

Being processed

WO 2015/114099
US 10,487,364 B2

Measurement of gene 
expression prior to 
 clinical treatment

Use 2035
2035

US, Europe, Canada 
and Australia 

Granted in the US, 
“Allowed” in 
Australia 

Table 1
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ORGANIZATIONAL DEVELOPMENT
When the Company was listed on Nasdaq First North Premier 
Growth Market in 2017, the organization comprised six full-time 
employees. Since then, the organization has been developed in 
order to implement the Company’s clinical development plan 
with arfolitixorin and its business strategy of attaining a part-
nership for the future commercialization of arfolitixorin. 

As of the date of this Prospectus, the Company has a total 
of 15 full-time employees, all working at the Company’s head 
office in Gothenburg. In addition, the Company has several 
consultants, the majority of whom are considered to be 
employed on a full-time or nearly full-time basis at Isofol.

PARTNERSHIPS AND CLINICAL NETWORK 
Isofol’s panel of experts 
As support for management and the board of directors,  
Isofol currently has a number of senior advisers who serve  
as a panel of experts consisting of world-leading colorectal 
researchers and oncologists who are at the Company’s 
disposal in its work on the clinical development and study 
plan. A list of Isofol’s primary advisers can be found on Isofol’s 
website,  www.isofolmedical.com. Some of them are presented 
below. 

ORGANIZATION  
MANAGEMENT GROUP

Figure 7
The functions presented above encompass expertise in 
medicine, management of clinical studies, quality assur-
ance, chemistry, manufacturing and controls (CMC), busi-
ness development, finance and legal. All these functions 
are needed in order to maintain continual focus on opti-
mizing the organization and to strive for a high degree of 
efficiency, quality and flexibility.

Isofol possesses competence in the Company’s two 
principal fields, namely management of clinical develop-
ment and commercialization. Partnerships are in place 

for the other areas, including manufacturing of APIs and 
finished drugs, preclinical research, regulatory issues, 
patents and intellectual property rights.

Isofol’s organization comprises employees with a high 
degree of competence. They all have academic degrees in 
fields including medicine, pharmaceutical biosciences, 
analytical chemistry, pharmaceutics, physical chemistry/
surface and colloid chemistry, and molecular biology. As 
of August 23, Isofol had 15 employees, nine consultants 
and three external companies that support the Company.
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Members of the panel of 
experts

Prof.
Heinz Josef Lenz (chairman)

•  Professor of Medicine, deputy head of clinical research and head of the program for gastrointestinal cancer at the USC 
Norris Comprehensive Cancer Center in Los Angeles, California (US). 

•  Section head for gastrointestinal oncology at the Division for Medical Oncology, and head of the colorectal center at the 
Keck School of Medicine at the University of South California in Los Angeles.

•  Principal investigator in a number of studies in mCRC, including for the Company’s pivotal Phase 3 trial (the AGENT study) 
for the hospitals that are taking part in the US.

•  Member of a number of organizations, including the American Association for Cancer Research (AACR), the American 
Gastrology Association and the National Society of Genetic Counselors. 

Prof.
Sebastian Stintzing

•  Professor of Medicine and Head of the Department of Hematology, Oncology and Cancer Immunology at Charité 
Universitäts medizin in Berlin, Germany.

•  Research focus on predictive and prognostic markers with gastrointestinal cancer, above all CRC.

•  Member of several national and international cancer organizations and sits on the Steering Committee for the German work-
group for CRC (AIO). 

Prof.
Takayuki Yoshino

•  Head of Gastrointestinal Cancer, National Cancer Center Hospital East in Chiba, Japan, and head of the clinical researc  
 division.

•  Areas of research are primarily transnational research for potential predictive and prognostic biomarkers in conjunction 
with CRC.

•  Has worked closely with several well-known institutions in the US including the Mayo Clinic, the Dana-Farber Cancer Institute 
and the Vanderbilt-Ingram Cancer Center. 

•  Has authored over 20 publications on CRC in periodicals including Lancet Oncology and The New England Journal of  
 Medicine. 

•  Dr. Yoshino is a member of various organizations that design guidelines for the treatment of CRC on a national or interna-
tional basis: the Japanese Society for Cancer of the Colon and Rectum and the European Society for Medical Oncology 
(ESMO), and also sits on the board of the Japanese Association for Molecular Target Therapy of Cancer.

Dr. Howard Hochster •  Associate Director for Clinical Research and Director, Gastrointestinal (GI) Oncology at Rutgers Cancer Institute, New Jersey 
(US) and Director of Oncology Research at RWJBarnabas Health. 

•  Clinical and research interest in early-phase drug development, clinical pharmacology, and a focus on GI cancer.

•  He has authored more than 150 publications on cancer treatment, drug development and clinical studies. He is involved in 
the NCI National Clinical Trials Network (NCTN) and is the chairman of the SWOG GI Cancer Committee. 

•  He is also Medical Director of the Chemotherapy Foundation.

Other advisers

Prof. Bengt Glimelius • Professor Emeritus and chief physician in oncology at Uppsala University.

•  Between 1998 and 2014, he was also a professor at Karolinska Institutet in Stockholm and chief physician at Karolinska 
University Hospital. 

•  His areas of research primarily concerned tumor biology, GI cancer, malignant lymphoma, radiation treatment and psycho-
social health. 

•  He has participated as both coordinator and co-inspector in a large number of clinical studies, primarily concerning GI 
cancer and malignant lymphoma. 

•  He has authored more than 600 research articles and textbook chapters in his fields of interest and has mentored some  
50 doctoral students up through their theses. 

• He is the editor-in-chief of Acta Oncologica and a member of the editorial boards of a number of scientific periodicals.

• For six years, he was vice chairman of the research committee at the Swedish Cancer Society.

Prof.
Bengt Gustavsson

•  Professor, and long-time director of the surgical oncology program at Sahlgrenska University Hospital/Östra in Gothenburg, 
Sweden. 

•  Founder of Isofol Medical, currently a shareholder of the Company and shareholder of Carmel Pharma.

•  One of the researchers who introduced the “Nordic Schedule of bolus 5-FU/leucovorin” into CRC treatment.

•  Member of several organizations, including the American Society of Clinical Oncology, the European Surgical Society, ESMO 
and the European Organisation for Research and Treatment of Cancer (EORTC), as well as the scientific committee of the 
Swedish Cancer Society.

Table 2: Selection of current members of Isofol’s panel of experts.
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OTHER CLOSE COLLABORATIONS
In addition to its own organization, the Company has estab-
lished a number of partnerships in order to bring arfolitixorin 
to the market. 

SURGICAL ONCOLOGY LABORATORY
The Surgical Oncology Laboratory (SOL) at Östra Hospital in 
Gothenburg conducts research into surgery and oncology. SOL 
has internationally recognized knowledge concerning research 
into folates, particularly with regard to folates and CRC, and 
cutting-edge expertise in molecular biology. Isofol’s founder, 
Professor Bengt Gustavsson, is also the founder of SOL.

CROs – INDEPENDENT CONTRACT RESEARCH 
ORGANIZATIONS WITH EXPERTISE
A contract research organization (CRO) is a company that 
helps with the practical implementation of clinical studies, 
something that is entirely necessary for a company of Isofol’s 
size. A CRO can, for example, help with statistical calculations 
and analyses, may have databases for study data, can work 
with preclinical studies, mark and distribute drugs for studies 
and assist companies when resources and geographic distance 
make it difficult to work directly with hospitals. Isofol partners 
with both international and local CROs such as Envigo, TFS, 
IDDI, LINK Medical Research, Precision for Medicine, Quartz-Bio, 
PK-Expert, Novotech, CMIC Shiftzero K.K., Banook Group, 
Vigipharm, and others. 

PATENT REGISTRATION
Isofol works continually on patenting the Company’s drug 
candidate. This takes place through continual and structured 
initiatives in processes intended to protect the intellectual prop-
erty rights for arfolitixorin, the Company’s drug candidates, in 
close partnership between internal and external resources.

MEDICAL AFFAIRS   
With a potential launch in the US in 2023, educating key opinion 
leaders is extremely important when it comes to the potential 
advantages of arfolitixorin. Medical Science Liaisons (MSLs) fill 
an important function in this regard, and Isofol is planning to 
establish MSLs in the key US market in partnership with compa-
nies such as Syneos Health. The Company will also have the 
possibility to add other medical functions that are necessary 
for a successful launch.

COMMERCIALIZATION
As a result of the Company’s increased focus on pre-commer-
cialization, its partnership with Syneos Health has intensified in 
order to obtain help with future commercialization initiatives. 
Among other areas, the partnership includes updates to previ-
ous market and payer analyses in key markets, mapping  
out the Chinese market and other important aspects on the 
commercialization and launch plan in order to ensure a success-
ful launch. With a large global organization with more than 
24,000 employees, Syneos offers leading integrated clinical and 
commercial solutions and is an efficient, flexible and experi-
enced partner.
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CRC   
CRC, also known as intestinal and rectal cancer, is a form of 
cancer that arises from uncontrolled cell growth in the mucus 
membranes of the intestine.7) 

The course of the disease is often a slow one, lasting for 
several years. It begins as a protruding tissue growth, called a 
polyp, that starts out in the mucus membrane and then grows 

into the intestinal cavity. Polyps can be cancerogenic, meaning 
they can develop into a cancer if they are not removed. Even-
tually, the cancer can break through the intestinal wall and 
spread to other organs. This is known as metastasized colorec-
tal cancer, or mCRC.8) 

THE CAUSES ARE BOTH ENVIRONMENTAL AND 
HEREDITARY
As with most other forms of cancer, there is no single known 
triggering factor for CRC. However, the occurrence of CRC 
increases with advancing age. Hereditary factors and medical 
conditions such as IBS are also associated with increased risk.11)  
Similarly, habits such as smoking and high salt intake and 
conditions such as obesity also entail an increased risk.12) 

HIGH MORTALITY
Despite improvements to the prognosis for patients with CRC 
over the past decade, the prognosis for survival is worse 
compared to patients with breast or prostate cancer. Globally, 
CRC is the second most common cause of cancer-related 
mortality after lung cancer. The prognosis for survival is better 
with an early diagnosis. Screening helps with early detection of 
CRC, which reduces mortality. Patients in later stages, when the 
cancer has spread to other organs – known as metastases – 
have a worse prognosis and significantly higher mortality. Only 
10 percent of patients with mCRC are still alive five years after 
diagnosis.13) 

7) Ewing, I., et al. The molecular genetics of colorectal cancer. Frontline Gastroenterol., 5, 26-30 (2014).
8) Vogelstein, B., et al. Genetic alterations during colorectal-tumor development. N. Engl. J. Med., 319, 525-532 (1988).
9)  Modulation of fluorouracil by leucovorin in patients with advanced colorectal cancer: an updated meta-analysis. J. Clin. Oncol., 22, 3766-75 (2004). google.com/site/

contemplatingcoloncancer/home/characteristics-of-colorectal-cancer;, https://www.medicinenet.com/colon_cancer/article.htm#what_are_the_treatments_
for_colon_cancer;, http://www.advmodoncolres.com/index.php/AMOR/announcement/view/47;, http://www.beseengetscreened.com/blog/colon-cancer-
stages; och https://www.cancernetwork.com/colorectal-cancer/can-metastatic-colorectal-cancer-be-cured.

10) GloboCan 2020.
11) The Cancer Market Outlook to 2016, Business Insights, 2011.
12)  Alalportal. Wei, E.K., et al. Comparison of risk factors for colon and rectal cancer. Int. J. Cancer, 108, 433 (2004); Chan, A.T., et al. Primary prevention of colorectal 

cancer. Gastroenterol., 138, 2029 (2010).
13) Siegel, R., et al. Colorectal cancer statistics. C.A. Cancer J. Clin., 64, 104–117, (2014).

Figure 89): CRC is the third most common, and second deadliest, form of cancer that affects both men and women. The global incidence – the number 
of new patients who are diagnosed with this form of cancer annually – is approximately 1.9 million patients a year.10)

Stage Description Treatment 5-year survival rate

94%

82%

67%

11%

Surgery
Chemotherapy/
Biologics

Palliative/
BSC

20% - 50%

Only the innermost layers of the colon or rectum 

Extension through the wall of the colon or rectum

Spread to distant organs / lymph nodes

Spread of the cancer to local lymph nodes

with stage II or III disease will 
progress to stage IV

~25%
of patients have stage IV 
disease at presentation

I

II

III

IV

Staging of the disease4-6

Progression of the disease

Colorectal cancer is the third most common type of cancer and the second leading cause of mortality.
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mCRC – INITIAL AREA OF TREATMENT
With a diagnosis of mCRC, when the cancer has spread beyond 
the intestines, surgery is often avoided as it does not positively 
impact the prognosis. Surgery is performed in cases where, for 
example, the tumor is mechanically blocking the intestinal 
passage. Cytostatics (including 5-FU, oxaliplatin and irinotecan) 
are the primary treatments and are intended to relieve symp-
toms and extend patient survival.14),15) Other forms of therapy 
such as biological drugs (for example, bevacizumab)16) are 
sometimes also used, and lately immunotherapies as well.17) 
Even though recently developed drugs have been introduced 
to supplement existing combinations and to improve the 
results of treatment, according to Isofol and the Company’s 
international clinical experts, the 5-FU/folate-based treatment 
combination is also expected to be a cornerstone in the treat-
ment of CRC in the future. Despite additional treatment alter-
natives being introduced, this combination has made the larg-
est contribution to increased survival over time; see Figure 8 
showing the different stages of CRC.

Radiation treatment, which plays a prominent role in the 
treatment of many forms of tumors, is used primarily for 
tumors in the rectum, or rectal cancer.18)

Immunotherapy uses the patient’s own immune system to 
inhibit the tumor disease. Immunotherapeutic drugs, which 
have recently garnered considerable attention, have to date 
had limited clinical value for patients with CRC. At present, 
immunotherapy is primarily applicable within small, well-de-
fined groups of CRC patients, meaning patients with microsat-
ellite instability-high or deficient mismatch repair (MSI-H/
dMMR) mutations, which means that only a small portion 
(4–10 percent) of patients with mCRC benefit from treatment 
with current immunotherapies.19)

ARFOLITIXORIN – A DRUG CANDIDATE 
FOR THE TREATMENT OF CRC
With its drug candidate arfolitixorin in combination with 5-FU 
(5-fluorouracil), one of the world’s most commonly used 
cancer drugs, Isofol intends to meet the significant medical 
need for improved treatment of advanced CRC.

5-FU has been the standard treatment for CRC for many 
years and is administered to 70 percent of patients20) – read 
more about the disease on page 29. Currently, the 5-FU-based 
cytostatic treatment is administered in combination with leuco-
vorin and cytostatics (oxaliplatin or irinotecan, for example) as 
well as biological drugs such as Avastin (bevacizumab) and 
Erbitux (cetuximab).21) Professor Bengt Gustavsson, the founder 

of Isofol, was one of those who discovered the positive effect 
that the combination of 5-FU and leucovorin had on efficacy 
and safety in the treatment of CRC. Despite this combination 
treatment with several drugs, fewer than half of the patients 
respond to the treatment and the five-year expected survival 
rate is only 10 percent. There is thus a significant need to 
improve the current standard treatment for patients with 
mCRC.

THE GOAL OF ARFOLITIXORIN TREATMENT IS TO 
INCREASE TREATMENT EFFICACY
When arfolitixorin is administered together with 5-FU, as in the 
treatment of CRC, the objective is to strengthen the tumor-kill-
ing effect so that more cancer cells die.

LEUCOVORIN, A PRODRUG THAT MUST BE CONVERTED 
IN THE BODY TO ACHIEVE AN EFFECT
The current 5-FU enhancement drugs are known as prodrugs, 
meaning drugs that are inactive in the form in which they are 
administered. This means they must be converted in the body 
into the active form, [6R]-MTHF.

THE CAPACITY FOR ASSIMILATING LEUCOVORIN IS 
INDIVIDUAL
The conversion from the prodrugs leucovorin and levoleucov-
orin to the active ingredient [6R]-MTHF is a biochemical 
process that occurs in several steps. The capacity for conver-
sion is genetically determined, and research indicates that a 
majority of patients have a limited capacity for this conversion.

A research group at Östra Hospital in Gothenburg, with 
which Isofol has partnered, conducted several genetic studies in 
patients with mCRC, who were treated with 5-FU and leucovorin. 
The studies showed that approximately three quarters of these 
patients with a low expression of the gene ABCC3 (a gene linked 
to folate metabolism) had significantly worse PFS compared to 
patients with a high expression of ABCC3. Isofol’s hypothesis is 
that patients with a low expression of ABCC3 have an insuffi-
cient capacity for converting leucovorin and levoleucovorin, 
which results in suboptimal treatment and thus impaired PFS. 
Refer to the results from the genetic studies in Figure 9 below, 
which are based on an analysis of over 150 mCRC patients 
treated with 5-FU/LV. The majority of patients did not receive 
maximum efficacy from the treatment, and approximately 
three quarters of the patients with a low expression of the 
folate-related gene (ABCC3) had a PFS that was 4.7 months 
worse than those who had a high level of gene expression.22) 

14)  De Gramont, A., et al. Leucovorin and fluorouracil with or without oxaliplatin as first-line treatment in advanced colorectal cancer. J. Clin. Oncol., 18, 2938-2947 (2000).
15)  Goldberg, R.M., et al. A randomized controlled trial of fluorouracil plus leucovorin, irinotecan, and oxaliplatin combinations in patients with previously untreated 

metastatic colorectal cancer. J. Clin. Oncol., 22, 23-30 (2004).
16)  Saltz, L.B., et al. Bevacizumab in combination with oxaliplatin-based chemotherapy as first-line therapy in metastatic colorectal cancer: A randomized phase III 

study. J. Clin. Oncol., 26, 2013-2019 (2008).
17) Ganesh, K. et al. Immunotherapy in colorectal cancer: rationale, challenges and potential. Nature Reviews. Gastroenterol. & Hepatol., 16, 361–375 (2019).
18)  Häfner, M.F., Debus, J. Radiotherapy for Colorectal Cancer: Current Standards and Future Perspectives. Visc. Med., 32, 172–177 (2016).
19)  Samstein, R. M., et al. Tumor mutational load predicts survival after immunotherapy across multiple cancer types. Nat. Genet., 51, 202-206 (2019); Chan, T. A., et al. 

Development of tumor mutation burden as an immunotherapy biomarker: utility for the oncology clinic. Ann. Oncol., 30, 44-56 (2019).
20)  Monocl Strategy Services analysis 2016.
21)  Van Cutsem, E. et al. ESMO consensus guidelines for the management of patients with metastatic colorectal cancer. Annals of Oncol., 27, 1386–1422 (2016).
22)  Data on file at Isofol. Wettergren, Y., et al. AACR 2021, Gustavsson, B., et al ASCO 2018.



BUSINESS OVERVIEW

31PROSPECTUS REGARDING THE ADMISSION OF SHARES IN ISOFOL MEDICAL AB (PUBL) TO TRADING ON NASDAQ STOCKHOLM

This indicates that these patients, with low levels of ABCC3, did 
not receive maximum efficacy from leucovorin, a drug that 
must undergo several metabolic steps in order to be converted 
into the active metabolite [6R]-MTHF. Arfolitixorin is [6R]-MTHF, 
and thus does not need to undergo metabolic conversion. It is 

therefore not dependent on the folate-related genes for activa-
tion. Arfolitixorin can thereby penetrate the tumor cells with 
very high levels of [6R]-MTHF and, in combination with 5-FU, 
can further reduce tumor growth.

Figure 9: Gene expression studies indicate that arfolitixorin could increase PFS in patients with CRC.

BACKGROUND

 ● Low expression of the ABCC3 gene has been 
linked to poor conversion of leucovorin into 
[6R]-MTHF and associated with potentially 
worse clinical outcome.

GENE EXPRESSION DATA based on  
commercially validated method

PFS is dependent on ABCC3 expression
 ● High ABCC3 expression: 11,4 months
 ● Low ABCC3 expression:       6.7 months

Hypothesis confirmed
 ● 75% of patients with low expression of ABCC3 do 

not optimally benefit from LV optimization of 
5-FU efficacy and correlates with worse PFS 
vis-à-vis high gene expression.

Results from the phase III AGENT study will confirm 
the Hypothesis that arfolitixorin substitution of 
leucovorin results in significant better efficacy, 
with those with low gene expression having the 
most benefit 

Fig. 1 & 2.  Kaplan-Meier Curves showing PFS when patients with synchronous mCRC 
were categorised based on ABCC3 expression
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ARFOLITIXORIN IS THE FIRST DRUG CANDIDATE THAT CONSISTS OF MTHF  
AND REQUIRES NO CONVERSION

Figure 11: 
Arfolitixorin requires no metabolic conversion since it consists of 
the active ingredient [6R]-MTHF, and thus eliminates the conse-
quences of the individual genetic incapacity to convert leucov-
orin or levoleucovorin. Significantly more patients could thus 
assimilate [6R]-MTHF via arfolitixorin than those who are 
treated with the prodrugs leucovorin and levoleucovorin. Isofol’s 
objective with the development of arfolitixorin is to address the 
problem of administering leucovorin and levoleucovorin to 

patients who are incapable of assimilating treatment and 
providing all patients with maximum benefit from combination 
treatment with 5-FU. 

In a comparative clinical study (ISO-CC-002), Isofol demon-
strated statistically that CRC patients had at least three to four 
times higher levels of [6R]-MTHF in the tumor from arfolitixorin 
treatments compared with levoleucovorin treatments (see 
Figure 12).

[6R]-MTHF LEVELS IN COLORECTAL TUMOR TISSUE

Figure 12: 
PK/PD historical data from the ISO-CC-002 study with signifi-
cantly higher levels of [6R]-MTHF in tumors from CRC alongside 
a comparison of arfolitixorin with levoleucovorin.

Significantly higher levels of [6R]-MTHF in the tumor after 
arfolitixorin treatment create the conditions for an increased 
tumor-killing effect of 5-FU. Isofol has set an objective of conclu-
sively verifying this in the ongoing AGENT pivotal study (ISO-CC-
007).
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ADMINISTRATION AND EXTENSION OF  
TREATMENT TIME 
Arfolitixorin is administered to patients every other week, twice 
on the first day as an intravenous bolus push injection in 
conjunction with an intravenous bolus push injection of 5-FU. 
This process, which Isofol has patented, yields extremely high 
intracellular levels of [6R]-MTHF/arfolitixorin while the bolus 
push injection of 5-FU blocks the key enzyme DPD, which breaks 

down 5-FU; high intracellular levels of F-dUMP are attained, 
which together with [6R]-MTHF/arfolitixorin blocks thymidylate 
synthase, a key enzyme for DNA replication, which leads to 
blocked tumor growth and cell death. In the first-line treatment 
of patients with mCRC, where supplementary treatment with 
oxaliplatin and bevacizumab is administered, it is estimated that 
the treatment time with arfolitixorin in combination with 5-FU 
will increase from an average of nine months to over 11 months.

MECHANISM OF ACTION

Figure 13
dUMP: Deoxyuridine 5’-monophosphate
dTMP: Deoxythymidine 5’-monophosphate
TS: Thymidylate synthase
MTHF: [6R]-5,10-methylenetetrahydrofolate

In normal cells:
[6R]-MTHF is a key component in cell division in healthy cells. 
The [6R]-MTHF molecule interacts with two other molecules, 
dUMP and TS, in a protein complex that forms one of the build-
ing blocks of DNA (thymidine-dTMP) that is necessary for cell 
division, DNA synthesis, and the repair of damaged DNA.

In normal cells:  
MTHF is a key component of cell division in healthy cells
The MTHF molecule interacts with two other molecules in a 
protein complex that forms one of the building blocks of DNA 
(thymidine dTMP) needed for cell division (DNA synthesis) 
and repair of DNA damage. 
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In tumor cells:
In cytostatic treatments, [6R]-MTHF (arfolitixorin) works 
together with 5-FU, which leads to enhanced anti-tumor effi-
cacy. The objective is to halt cell division in the tumor, and 
thereby tumor growth in a cancer patient. Treatment with the 
cytostatic 5-FU blocks the conversion to thymidine (dTMP), one 
of the building blocks of DNA that is necessary for cell division. 
By increasing the concentration of [6R]-MTHF molecules – 
currently done with leucovorin (LV) – the ambition is to further 
increase the efficacy of 5-FU so that the production of the 
building block thymidine decreases. The objective is for more 
tumor cells to die by starving them of new building blocks for 
DNA. Since normal cells divide far less frequently and more 
slowly than cancer cells, they are less affected by thymidine 
starvation. The side effects of treatment with 5-FU are there-
fore relatively mild. Arfolitixorin treatment has demonstrated 
levels of [6R]-MTHF in the tumor that are at least three to four 
times higher than in comparable treatment with leucovorin, 
which creates the conditions for substantially increased efficacy 
of 5-FU. This in turn means that significantly more patients will 
respond to treatment.

INCREASED TREATMENT EFFICACY  
WITH A RETAINED SAFETY PROFILE
Isofol’s pivotal AGENT study is investigating the efficacy of 
arfolitixorin in combination with the cytostatics 5-FU, oxaliplatin 
and the biological drug bevacizumab (Figure 16). The objective 
of this combination is to generate better treatment efficacy 
compared with the now prevalent standard treatment consist-
ing of 5-FU, LV, oxaliplatin and bevacizumab that was intro-
duced back in 2004. The goal is for more than 55–60 percent of 
patients to respond to the treatment through decreased tumor 
volume compared to the prevailing standard treatment, where 
approximately 40–45 percent of patients respond to treatment 
in an unselected cohort of inoperable patients (Table 4).23) If 
this can be demonstrated through the pivotal study, it will be a 
major advance in the treatment of patients with mCRC. In addi-
tion to the tumor-shrinking effect measured through ORR, the 
pivotal study is intended to demonstrate an improvement of 
PFS. This means that the patient can live longer without tumor 
growth, which correlates to extended OS.

As of August 2021, Isofol had treated over 400 patients with 
a total of nearly 5,000 doses of arfolitixorin in the Company’s 
various clinical studies. This took place at two different dosage 
levels, and also in combination with other drugs. Isofol was able 
to do this while retaining a strong safety profile and has no 
indications of an increase in reported side effects.

Figure 14
dUMP: Deoxyuridine 5’-monophosphate
dTMP: Deoxythymidine 5’-monophosphate
TS: Thymidylate synthase
MTHF: [6R]-5,10-methylenetetrahydrofolate
5-FU: 5-fluorouracil

23)  Marques, R. P., et al. Triplet (FOLFOXIRI) versus doublet (FOLFOX or FOLFIRI) as backbone chemotherapy as first line treatment for metastatic colorectal cancer:  
A systematic review and meta-analysis. Crit. Rev. Oncol. Hematol., 118, 54-62 (2017).

In tumour cells:  
In cell poisoning treatment, MTHF (arfolitixorin) interacts 
with 5-FU, resulting in an anti-tumour effect
The goal is to stop cell division in the tumour, and thereby 
tumour growth in a cancer patient. By treating with the 5-FU 
cytotoxin, the conversion is blocked to one of the building 
blocks of DNA needed for cell division (thymidine - dTMP). By 
increasing the concentration of MTHF molecules, which is now 
done with the help of leucovorin, the effect of 5-FU is in-
creased, and the production of the building block Thymidine 
is reduced. The result is that more tumour cells die when the 
cells are starved of new building blocks of DNA. Since normal 
cells divide much more than  cancer cells, they are less affect-
ed by this thymidine starvation, and the side effects are 
therefore relatively mild in 5-FU treatment. Arfolitixorin 
treatment has shown at least 3-4 times higher levels of MTHF 
than comparable treatments with leucovorin, creating the 
conditions for a significantly increased effect of 5-FU and 
significantly more patients responding to treatment.
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24)  Bailey et al., 2009.
25) Yang et al., 2014.

PRECLINICAL STUDIES
Using arfolitixorin in combination with other cancer drugs such 
as 5-FU and pemetrexed, for example, is based on the experi-
ence from the MTHF prodrugs leucovorin and levoleucovorin 
alongside the knowledge of how folates, and MTHF in particu-
lar, enhance TS inhibition. Refer to the description of the mech-
anism above. 

The pharmacodynamics of arfolitixorin and leucovorin, 
which investigates the effects of these drugs in the body, were 
studied in both preclinical studies (on animals) and clinical stud-
ies. Moreover, several specific efficacy studies in mice using 
xenograft models (human tumor cells transplanted into a 
mouse) were conducted, with varying results. It is worth noting 
that folate metabolism varies significantly between different 
animal species.24),25) This makes animal studies with folates, 
especially those conducted on rodents, less predictable.

In summary, the xenograft studies in mice confirm the 
anti-tumor activity of arfolitixorin when used together with 
several different cancer drugs including 5-FU, pemetrexed 
and cetuximab.

CLINICAL STUDIES
In addition to the preclinical studies, Isofol has conducted 
several clinical safety and tolerance studies with arfolitixorin in 
accordance with the guidelines that regulatory authorities in the 
US, Europe and Japan require in order to be able to register a 
new cancer drug. These previously conducted studies include:

 ● ISO-MC-091: Extended Phase I/II study of arfolitixorin and 
pemetrexed (Alimta) as a neoadjuvant treatment of patients 
with operable rectal cancer. This study has been concluded.

 ● ICO-CC-002: PK and pharmacodynamic investigation of 
levels of arfolitixorin in plasma, tumor and adjacent mucosa 
in patients with colon cancer. This study has been concluded.

 ● ICO-CC-005: Phase I/II study with arfolitixorin in combination 
with 5-fluorouracil alone or together with oxaliplatin or irino-
tecan in CRC. This study has been concluded. The results are 
being summarized. 

For other concluded and ongoing studies as well as more 
detailed information, refer to Table 3 below.

1)  Total of six study arms, with doses between 30 and 240 mg/m2 MTHF in combination with 5-FU alone, or with 5-FU plus irinotecan or oxaliplatin ± bevacizumab  

Table 3: Ongoing and concluded clinical studies in osteosarcoma and CRC.

* Results available at clinicaltrials.gov

NCT ID Study ID Start End Phase Patients enrolled Interventions Status Results

Osteosarcoma

Colorectal/Rectal Cancer

01987102 ISO-MTX-003 12/2013 03/2017 I/II 18 Completed Final reportHDMTX+[6R]-MTHF

03750786 ISO-CC-007 12/2018 N/A III >440 Ongoing N/AArm 1: [6R]-MTHF+5-FU+oxaliplatin+bevacizumab
Arm 2: LV+5-FU+oxaliplatin+bevacizumab

01681472 ISO-CC-002 09/2012 08/2013 I/II 32 Completed* PublishedArm 1-2: LLV
Arm 3-4: [6R]-MTHF

03203564 ISO-FF-001 06/2017 08/2017 I 33 Completed Final reportArm 1: [6R]-MTHF (3 dose levels)
Arm 2: Placebo

01397305 ISO-MC-091 04/2011 11/2014 I/II 24 Completed PublishedArm 1: Pemetrexed+[6R]-MTHF

02244632 ISO-CC-005 09/2014 01/2020 I/IIa 105 Completed Initial results
Arm 1-6: [6R]-MTHF+5-FU, [6R]-MTHF+5-

FU+Irinotecan, [6R]-MTHF+5-
FU+Oxaliplatin±bevacizumab, [6R]-MTHF+5-

FU+Irinotecan1)
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EXTENDED PHASE I/IIA STUDY, ISO-CC-005,  
YIELDS MORE DATA
The Phase I/IIa study, ISO-CC–005, investigated the safety and 
efficacy of arfolitixorin in patients with mCRC. The main objec-
tive was to establish a safe and effective dosage for future 
studies and clinical practice. The dose definition portion, includ-
ing combination treatment with bevacizumab prior to the start 
of the AGENT study, encompassed some 60 patients and was 
concluded in March 2018.

In order to generate additional safety data and early effi-
cacy data that can be published before data from the Phase III 
AGENT pivotal study (ISO-CC-007) is available, Isofol chose on 
its own initiative to expand and extend the ISO-CC-005 study 
with the objective of having another 40 patients undergo first-
line treatment for mCRC. The patients were treated with 5-FU  
in combination with arfolitixorin in doses of 120 mg/m2 (corre-
sponding to 200 mg for an adult male), which is also the dosage 

used in the AGENT pivotal study. In addition, the patients also 
received oxaliplatin or irinotecan. The patients were monitored 
over eight weeks to measure tolerance and early signs of tumor 
response. After the initial eight weeks, the patients were offered 
the possibility of continuing the study for continued evaluation. 
Promising data from the first 19 patients could be presented 
back in early 2019. After treatment for up to 32 weeks in some 
patients, the data indicated an ORR/tumor shrinkage, defined 
as a decrease equal to or greater than 30 percent, in 58 percent 
of the patients, meaning 11 out of 19 patients with an advanta-
geous safety profile, and in total there was a disease control 
rate (DCR) of approximately 90 percent. Updated data 
presented in 2020 showed that the ARFOX arm yielded results 
pertaining to ORR in 59 percent of patients who were monitored 
for at least 16 weeks. The study was concluded in January 2020, 
and the results are being summarized for study reports and 
publications (see also Figure 15 below; Isofol, data on file).

Figure 15: Efficacy data from the Phase I/IIa study (ISO-CC-005) for patients treated with ARFOX and at least 16 weeks of monitoring.

Overall Response Rate (≥-30%) in 31 first line patients in ISO-CC-005 (Cohort I & II)
- Results 16 weeks and beyond of treatment with 120 mg/m2 Arfolitixorin + 5-FU + irinotecan or oxaliplatin (ARFIRI/ARFOX)
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PHASE III AGENT STUDY
Isofol’s Phase III AGENT pivotal study (ISO-CC-007) was initiated 
in December 2018 in the US, Canada and Europe, and in 2019 in 
Japan and Australia. The primary objective is to recruit 440 
patients to the study to undergo first-line treatment for mCRC. 
The AGENT study has two treatment arms. The first group is 
being treated with arfolitixorin and the second with leucovorin, 
the current folate-based treatment. Both groups are being 
treated in combination with the cytostatics 5-FU with oxaliplatin 
and bevacizumab. The study first measures the proportion of 

patients who display tumor shrinkage, also known as ORR. 
Second, the study measures PFS, which is the time until which 
the tumor begins to grow again or the patient dies. The objec-
tive is to demonstrate tumor shrinkage in 55–60 percent of  
the patients. Isofol has discussed the study design, including  
the end goals defined by the protocol, with leading cancer 
researchers and has firm support for the choice of endpoints 
such as ORR as the primary response evaluation of the study; 
refer to Table 4.

Figure 16: The design of the AGENT study with future key events over the coming years.

Table 4:  The regulatory requirements for approval are specified in the table, as is the Company’s goal,  
which is to exceed the regulatory requirements.  

Target Product Profile
arfolitixorin Minimal acceptable results Ideal Results Arfolitixorin could

Primary Product Indication

Patient Population

ORR (%)

PFS (months)*

Incidence of Grade III/IV AEs 
(%)

For the treatment of 
1st line   mCRC 

in combination with 5-FU

For the treatment of 
advanced colorectal cancer                 

in combination with 5-FU

1st line mCRC

Similar frequency to current SOC

1st line mCRC

>55% -  >10% improvement 
compared to current SOC

>60% - >15% improvement 
compared to current SOC

>12,5 months – 
>2,5 months improvement 
compared to current SOC

Similar frequency to current SOC

>11,8 months – 
>1,8 months improvement 
compared to current SOC

Improve efficacy 

•    with no additional toxicity

•    by a proven concept

•    no change in clinical practice required for 
     use

•    low hurdles for incorporation into current 
     treatment practice

* FDA requires a positive trend in PFS as the lowest hurdle 

Interim analysis March 2021
330 patients have been treated for 16 weeks

Arfolitixorin + 5-FU + oxaliplatin + bevacizumab

Leucovorin + 5-FU + oxaliplatin + bevacizumab

mCRC
First line treat-

ment

2022 2022 2023 2023

Top-line result & 
Final result

Application Approval Launch

Primary effect meas-
urement

Objective tumour response, 
ORR

(Objective response rate)

Secondary efficacy 
Progression Free Survival, 

PFS
(Progression-free survival)

Estimated submission 
of marketing authorisa-

tion
USA, Europe and Japan

Estimated notification 
of approval 
from FDA, USA

Expected launch
of arfolitixorin

 in the USA

440 patients
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The tables below present selected financial information taken from Isofol’s annual reports for the 2018, 2019 
and 2020 financial years and the unaudited interim report for the half year ending June 30, 2021, including 
comparative figures for the corresponding period in 2020. Unless expressly stated, no financial information 
in the Prospectus has been audited or reviewed by the Company’s auditor, KPMG AB.

The annual reports and the interim reports presented in this section have been prepared in accordance 
with the International Financial Reporting Standards as endorsed by the EU (“IFRS”). Certain figures 
presented in the Prospectus have been rounded, which means that the tables in the Prospectus do not 
necessarily tally exactly.

The financial information presented in this section should be read together with the section “Capital struc-
ture, indebtedness and other financial information” and the Company’s financial information, with accompa-
nying notes, which has been incorporated in the Prospectus through reference. 

CONDENSED FINANCIAL 
INFORMATION

CONDENSED INCOME STATEMENT

TSEK 2018 2019 2020 Q2 2020 Q2 2021
Audit Audited Audited Audited Unaudited Unaudited
Accounting standard IFRS IFRS IFRS IFRS IFRS

OPERATING REVENUE
Net revenue - - 37,119 - 12,548
Other operating revenue - 107 18 - -
Total operating revenue - 107 37,137 - 12,548

OPERATING COSTS
Other external costs -71,906 -137,817 -199,535 -93,781 -89,193
Personnel costs -17,576 -28,469 -22,740 -9,877 -11,111
Depreciation, amortization and impairment -157 -1,554 -1,770 -881 -799
Other operating revenue and operating costs -210 -71 413 -729 -847
Total operating costs -89,849 -167,911 -223,631 -105,268 -101,950
Operating result -89,849 -167,804 -186,494 -105,268 -89,402

FINANCIAL ITEMS
Other interest income 7,362 6,404 4 1,601 1,397
Interest expense -638 -183 -2,501 -566 -51
Total financial items 6,724 6,221 -2,497 1,035 1,346
Result after financial items -83,125 -161,583 -188,991 -104,234 -88,055

Result before tax -83,125 -161,583 -188,991 -104,234 -88,055

Tax on result for the year – – -1 – –

Result for the year -83,125 -161,583 -188,992 -104,234 -88,055
Attributable to:  
Parent Company’s shareholders  -83,125 -161,583 -188,992 -104,234 -88,055
Earnings per share  
Before dilution (SEK) 
After dilution (SEK)

-2.60
-2.60

-5.04
-5.04

-3.07
-3.07

-2.66
-2.66

-0.99
-0.99

There are no amounts to be recognized as Other comprehensive income,  
which is why the Result for the year corresponds to Comprehensive income for the year.



CONDENSED FINANCIAL INFORMATION

39PROSPECTUS REGARDING THE ADMISSION OF SHARES IN ISOFOL MEDICAL AB (PUBL) TO TRADING ON NASDAQ STOCKHOLM

CONDENSED BALANCE SHEET

TSEK Dec 31, 2018 Dec 31, 2019 Dec 31, 2020 Jun 30, 2020 Jun 30, 2021
Audit Audited Audited Audited Unaudited Unaudited
Accounting standard IFRS IFRS IFRS IFRS IFRS

ASSETS
Intangible fixed assets
Concessions, patents, licenses, brands 193 94 – 44 –
Tangible fixed assets
Equipment, tools, fixtures and fittings 132 4,434 3,258 4,099 2,459
Financial fixed assets        
Other long-term receivables 3,767 4,923 5,031 5,096 5,009
Total fixed assets 4,092 9,451 8,289 9,239 7,468

Current assets
Accounts receivable – – 2,318 – –
Other receivables 10,076 8,665 8,740 13,512 9,405
Prepaid expenses and accrued income 1,487 1,371 12,390 1,405 12,231
Cash and cash equivalents 272,897 126,983 116,393 185,709 530,682
Total current assets 284,460 137,019 139,841 200,627 552,319
Total assets 288,552 146,470 148,130 209,866 559,787

EQUITY AND LIABILITIES
EQUITY
Share capital 981 981 2,552 2,552 4,945
Ongoing new share issue – – – – –
Other contributed capital 617,520 619,003 768,083 768,023 1,218,007
Retained earnings -270,368 -353,493 -515,077 -515,077 -704,069
Result for the year -83,125 -161,583 -188,992 -104,234 -88,055
Total equity 265,008 104,908 66,567 151,265 430,829

LIABILITIES
Long-term lease liability – 2,761 1,439 2,356 769
Accounts payable 12,353 10,247 20,889 15,805 42,344
Other liabilities 1,297 3,534 5,724 8,649 11,127
Accrued expenses and deferred income 9,894 25,020 53,511 31,791 74,719
Total liabilities 23,544 41,562 81,563 58,601 128,958
Total equity and liabilities 288,552 146,470 148,130 209,866 559,787
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KEY FIGURES 
The Prospectus contains certain alternative performance measures that are not defined in accordance with IFRS or BFNAR (“Alterna-
tive Performance Measures”). Isofol believes that these Alternative Performance Measures are used by certain investors, securities 
analysts and other stakeholders as supplementary measurements of the earnings trend and financial position. Unless stated other-
wise, these Alternative Performance Measures have not been audited and are not to be considered either individually or as an alterna-
tive to the key figures that have been prepared in accordance with IFRS or BFNAR. Moreover, the Alternative Performance Measures, 
as defined by Isofol, are not to be compared with other key figures with similar names used by other companies. This is because these 
Alternative Performance Measures are not always defined in the same way and because other companies may not calculate them in 
the same way as Isofol.

2018 2019 2020 Q2 2020 Q2 2021
Audit Audited Audited Audited Unaudited Unaudited
Accounting standard IFRS IFRS IFRS IFRS IFRS

KEY FIGURES DEFINED BY IFRS OR BFNAR
Number of employees 10 14 12 12 13
Number of shares 32,054,802 32,054,802 83,365,966 83,365,966 161,515,440

ALTERNATIVE PERFORMANCE MEASURES NOT DEFINED BY IFRS OR BFNAR
Solvency (%) 91.8% 71.6% 44.9% 72.1% 77.0%

CONDENSED CASH FLOW STATEMENT 

TSEK 2018 2019 2020 Q2 2020 Q2 2021
Audit  Audited Audited Audited Unaudited Unaudited
Accounting standard IFRS IFRS IFRS IFRS IFRS
OPERATING ACTIVITIES
Result after financial items -83,125 -161,583 -188,991 -104,234 -88,055
Adjustments for non-cash items -10,975 4,160 3,958 -717 -757
Income tax paid – – -1 – –
Cash flow from operating activities before 
changes in working capital -94,100 -157,423 -185,033 -104,951  -88,812

Changes in working capital 
Increase (-)/decrease (+) in operating receivables -3,660 -3,617 -14,050 -5,456 1,778
Increase (+)/decrease (-) in operating liabilities 5,302 13,832 38,813 14,859 3,696
Cash flow from changes in working capital 1,642 10,215 24,763 9,403 5,474
Cash flow from operating activities -92,458 -147,208 -160,270 -95,548 -83,338

INVESTING ACTIVITIES 
Acquisition of tangible fixed assets – –324 – – –
Cash flow from investing activities – –324 – – –

FINANCING ACTIVITIES  
Change in lease liability – -1,290 -1,553 -768 -767
Subscription warrants, proceeds received – 1,047 308 136 55
New share issue 5,100 - 151,258 153,308 498,655
Cash flow from financing activities 5,100 -243 150,013 152,676 497,942

Cash flow for the period -87,358 -147,775 -10,257 57,128 414,604
Cash and cash equivalents  
at the beginning of the year 357,331 272,897 126,983 126,983 116,393
Exchange rate difference 2,924 1,861 -334 1,598  -315
Cash and cash equivalents at the end of the year 272,897 126,983 116,393 185,709 530,682

DEFINITIONS OF KEY FIGURES
Number of shares
Number of shares outstanding at the end of the period.

Number of employees
Average number of full-time employees during the period.

Solvency
Equity divided by total assets at the end of the period. Solvency is 
stated since the Company considers it to be a measure of the Compa-
ny’s financial position commonly used by certain investors, securities 
analysts and other stakeholders. The Company believes that solvency 
aids understanding of the Company’s financial position at the end of 
the period.
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The information presented below is to be read together with the section “Condensed financial information”, 
“Capital structure, indebtedness and other financial information” and the Group’s audited financial state-
ments and the interim report for the six-month period ending June 30, 2021, which have been prepared in 
accordance with IFRS.

The information below contains forward-looking statements that are subject to a variety of risks and 
uncertainties. The actual outcome for the Company may differ materially from what is stated in these 
forward-looking statements due to various factors, including, but not limited to, those described in the 
section “Risk factors” and elsewhere in the Prospectus. 

OPERATING AND  
FINANCIAL REVIEW

OVERVIEW
Isofol is a biotech company in the final phase of a pivotal Phase 
III study that is developing a drug candidate, the cancer drug 
arfolitixorin, initially intended for the treatment of advanced 
CRC/mCRC. The drug candidate, arfolitixorin, is intended to 
improve the efficacy of standard 5-FU-based chemotherapy 
primarily for advanced CRC by increasing the tumor response 
and PFS and thus to improve care for affected patients in the 
long term.

Arfolitixorin – the most important active metabolite of 
widely used folate-based drugs – can potentially benefit many 
patients with advanced CRC since it does not require metabolic 
activation to impart its effect unlike current folate-based prod-
rugs. Arfolitixorin is currently being studied in the global Phase 
III AGENT study.

The Phase III AGENT study is a randomized, controlled, 
multi-center study assessing the efficacy and safety of arfolitix-
orin, [6R]-5,10-methylene-THF acid (MTHF), compared to 
leucovorin, both used in combination with 5-FU, oxaliplatin, and 
bevacizumab, in first-line mCRC patients. Patients are rand-
omized in a 1:1 ratio and the primary endpoint is ORR. The key 
secondary endpoints are PFS and DOR. Other secondary 
endpoints include OS, number of curative metastasis resections, 
safety, and patient reported outcomes such as QoL. Explora-
tory endpoints include PK measurements and level of gene 
expression of folate relevant genes in tumor cells. The study is 
designed to show superiority for arfolitixorin over leucovorin.

The AGENT study was fully recruited in December 2020 
with 440 patients and is ongoing at approximately 90 clinics in 
the US, Canada, Europe, Australia and Japan, where Isofol 
currently has 15 active sites.

The primary market of Isofol’s drug candidate arfolitixorin 
is a global and growing market in CRC, the third most common 
cancer diagnosis and the second deadliest. The future primary 
market for arfolitixorin encompasses approximately 370,0001) 

patients who suffer from mCRC. One of the reasons behind 
the significant need for new treatments is that there are so 
few targeted therapies that work for the majority of patients 
with mCRC. 

Given a successful pivotal Phase III trial (AGENT study), 
arfolitixorin is expected to receive market approval for treat-
ment of mCRC. An expansion of use will subsequently require 
contact with registration authorities and potentially further 
clinical studies. At present, Isofol has not made any estimates 
concerning the scope of such studies, or what sales value any 
positive studies could entail.

KEY FACTORS AFFECTING ISOFOL’S  
OPERATING RESULT AND CASH FLOW
Isofol’s operating result has been impacted, and will probably 
continue to be impacted, by a number of factors, some of 
which are outside the Company’s control, both now and in the 
future.  This section includes the key factors that Isofol 
believes have impacted the Company’s operating result and 
financial development during the period encompassed by the 
financial information in the Prospectus and the factors 
expected have an impact in the future. For a more detailed 
description of the risks attributable to the Company’s opera-
tions, refer to the section “Risk factors” above.

R&D
Isofol conducts research and development with the aim of 
producing a drug candidate that can result in a new drug for 
CRC. A decisive factor for Isofol’s operating result and ability to 
generate value for its shareholders in the future is how well the 
Company can conduct its clinical studies and thereby generate 
commercially marketable data. 

As of the date of this Prospectus, Isofol’s drug candidate 
arfolitixorin is in the final stage of the pivotal Phase III study – 
AGENT. The patients will continue to be treated, and follow-ups 

1)  Epidemiology (the number of mCRC patients treated) is based on consensus from Globocan 2018–2020 and reports from GlobalData that are based on both 
primary and secondary analyses.
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and multiple tumor measurements will take place in accord-
ance with the study protocol. After 300 PFS events have 
occurred, either with tumor growth or the death of the patient, 
the study will be deblinded and the read-out process will begin 
with compilation and statistical analysis for the presentation of 
top-line data and final analysis. The Company expects these 
events to take place in the first and second half of 2022, 
respectively.

Factors that could impact future operating results include, 
but are not limited to, potential delays to the study, cost over-
runs and unsatisfactory clinical results. The development of 
pharmaceuticals is associated with a high level of risk and thus 
it is not possible to exactly determine future costs or revenue 
for the Company’s development projects until a finished prod-
uct is ready.

COMMERCIAL STRATEGY
Isofol’s commercial strategy is based on assuming responsibil-
ity for the development of its drug candidate until an indication 
of clinical activity has been obtained, after which the objective 
is to enter into a partnership with a third party to take Isofol’s 
drug candidate to market. If Isofol fails to find a suitable part-
ner or secure alternative financing on favorable terms for the 
Company, this could have a negative impact on future operat-
ing results and thus the Company’s ability to generate value 
for its shareholders.

INTELLECTUAL PROPERTY RIGHTS
Isofol’s operations are dependent on the Company’s ability to 
protect its drug candidate and innovations. Accordingly, the 
Company’s efforts to protect current and future patents are of 
major importance to the Company’s ability to generate returns 
for its shareholders. For more information about Isofol’s 
patents, refer to the section “Business overview”.

REGULATORY CONDITIONS
The pharmaceutical industry is regulated by comprehensive 
laws and rules in such areas as clinical studies, production, 
permits, safety, efficacy and quality. If Isofol were to fail in its 
compliance with the regulations that affect its operations, this 
could have a negative impact on future operating results. In 
addition, changes to current legal regulations that govern the 
Company’s operations could have a negative impact on the 
Company’s potential revenue and results.

GROWTH AND TRENDS IN ISOFOL’S MARKET
While an extensive number of new drug candidates for CRC 
exists, few projects have historically succeeded in reaching 
Phase III and ultimately the market due to the complexity of 
the disease. There are currently few projects that have reached 
a final phase. If new drugs or patient treatments focusing on 
the same group of patients were developed or launched, it 
could affect the Company’s ability to generate revenue and 
operating results. For more information about Isofol’s patents, 
refer to the section “Market overview”.

CURRENCY FLUCTUATIONS
Isofol’s operating result is impacted by fluctuations in 
exchange rates since large portions of the Company’s costs 
are paid in USD or EUR and other international currencies, and 
the Company’s revenue from licensing agreements and any 
future sales proceeds may be received in international curren-
cies. There is a risk that a negative change in the USD and EUR 
exchange rates could lead to a significant future increase in 
costs or a saving for the Company. For more information, refer 
to the section “Financial risks – currency exposure in the study”.

KEY ITEMS IN THE INCOME STATEMENT
NET REVENUE
Isofol’s net revenue is attributable to revenue from licensing 
agreements for the licensing rights to Isofol’s intellectual prop-
erty. Revenue from licensing agreements may comprise 
one-off payments, licensing fees, royalties and milestone 
payments for the use of Isofol’s intellectual property. Isofol 
may also be entitled under its licensing agreements to receive 
reimbursements for costs incurred for the execution of service 
assignments.

OTHER EXTERNAL COSTS
The Company’s other external costs comprise costs for clinical 
studies (the ongoing AGENT study, Phase I/IIa 005 study, 
Modelle study), business development, investor relations, insur-
ance, rent for premises, etc.

PERSONNEL COSTS
The costs for the Company’s personnel primarily comprise 
salaries, variable remuneration, employer’s contributions, 
pensions and other costs directly related to the Company’s 
personnel. 

DEPRECIATION, AMORTIZATION AND IMPAIRMENT  
OF TANGIBLE AND INTANGIBLE FIXED ASSETS
This item primarily comprises depreciation of tangible fixed 
assets, lease assets and office equipment as well as amortiza-
tion of intangible fixed assets, patents.

OTHER OPERATING REVENUE AND  
OPERATING COSTS
This item comprises exchange rate difference in the operations.

OPERATING RESULT (EBIT)
Operating result before net financial costs and tax.

FINANCIAL REVENUE AND COSTS
This item comprises exchange rate difference on financial fixed 
assets and liabilities as well as derivative instruments.

TAX COSTS
Tax costs comprise current tax, where applicable
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RESULT FOR THE PERIOD
Refers to result for the period after tax.

COMPARISON BETWEEN THE SIX-MONTH PERIODS ENDING JUNE 30, 2021 AND JUNE 30, 2020
The table below shows Isofol’s result from the operations in SEK million and the percentage change between both periods.

SEK million
Jan–Jun  

2021
Change,  

SEK million
Change,  

%
Jan–Jun  

2020
Net revenue 12.5 12.5 ∞ –
Other external costs -89.2 4.6 4.9% -93.8
Personnel costs -11.1 -1.2 -12.1% -9.9
Depreciation/amortization -0.8 0.1 11.1% -0.9
Other operating revenue and operating costs -0.8 -0.1  -14.3% -0.7
Operating result -89.4 15.9 15.1% -105.3
Financial revenue 1.4 -0.2 -12.5% 1.6
Financial costs -0.1 0.5 83.3% -0.6
Tax charged to result for the year – – – –
Result for the period -88.1 16.1 15.5% -104.2

NET REVENUE
Isofol’s net revenue amounted to SEK 12.5 million (0) for the 
first half of 2021. Revenue was attributable to the licensing 
agreement in Japan and comprised cost reimbursements for 
the AGENT study in Japan.

OTHER EXTERNAL COSTS
The Company’s other external costs amounted to SEK -89.2 
million (-93.8), corresponding to a decrease of SEK 4.6 million. 
Operating costs decreased compared with the year-earlier 
period, mainly due to fewer patient visits to the AGENT study 
sites, lower costs for business development and licensing 
agreements, and the lack of costs for regulatory preparations 
in Japan.

PERSONNEL COSTS
The Group’s personnel costs amounted to SEK -11.1 million 
(-9.9), corresponding to an increase of SEK 1.2 million, which 
was attributable to the higher number of employees during 
the year.

DEPRECIATION, AMORTIZATION AND IMPAIRMENT 
Depreciation, amortization and impairment of tangible and 
intangible fixed assets during the period amounted to SEK -0.8 
million (-0.9).

OTHER OPERATING REVENUE AND  
OPERATING COSTS
Other operating revenue and operating costs for the period 
amounted to SEK -0.8 million (-0.7).

OPERATING RESULT (EBIT)
The operating result amounted to SEK -89.4 million (-105.3), 
meaning that the loss reduced by SEK 15.9 million.

FINANCIAL REVENUE AND COSTS
Financial revenue for the period amounted to SEK 1.4 million 
(1.6), while financial costs were SEK -0.1 million (-0.6).

TAX
The Company had no tax costs since there was no profit in the 
comparative periods. 

RESULT FOR THE PERIOD
The result for the period amounted to SEK -88.1 million (-104.2), 
meaning that the loss reduced by SEK 16.1 million.
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COMPARISON BETWEEN 2020 FINANCIAL YEAR AND 2019 FINANCIAL YEAR
The table below shows Isofol’s result from the operations in SEK million and the percentage change between both periods.

SEK million 2020
Change,  

SEK million
Change,  

% 2019
Net revenue 37,1 37,1 ∞ –
Other external costs -199,5 -61,7 -44,8% -137,8
Personnel costs -22,7 5,8 20,4% -28,5
Depreciation/amortization -1,7 -0,1 -6,3% -1,6
Other operating revenue and operating costs 0,4 0,5 500% -0,1
Operating result -186,5 -18,7 -11,1% -167,8
Financial revenue 0 -6,4 -100% 6,4
Financial costs -2,5 -2,3 -1150% -0,2
Tax charged to result for the year 0 0 ∞ –
Result for the period -189 -27,4 -17,0% -161,6

NET REVENUE
Net revenue amounted to SEK 37.1 million (0) for the period. 
Revenue for the period comprised revenue attributable to 
licensing agreements for Japan and Canada with initial remu-
neration of SEK 27.4 million and reimbursement of SEK 9.7 
million for the AGENT study in Japan. 

OTHER EXTERNAL COSTS
The Company’s other external costs amounted to SEK -199.5 
million (-137.8), corresponding to an increase of SEK 61.7 million. 
The cost increase compared with the year-earlier period was 
due to the ongoing AGENT clinical study, the recruitment of 
patients, regulatory preparations for studies in Japan, costs 
associated with licensing agreements in Japan and Canada, 
and investor relations.

PERSONNEL COSTS
The Group’s personnel costs amounted to SEK -22.7 million 
(-28.5), corresponding to a decrease of SEK 5.7 million. There 
were 12 (12) employees at the end of December 2020. Last 
year’s personnel costs included a non-recurring item of SEK 4.5 
million due to severance pay and benefits for the outgoing 
CEO. Adjusted for costs for the outgoing CEO, the change 
corresponds to an SEK 1.3 million decrease in costs.

DEPRECIATION, AMORTIZATION AND IMPAIRMENT
Depreciation, amortization and impairment of tangible and 
intangible fixed assets during the period amounted to SEK -1.8 
million (-1.6).

OTHER OPERATING REVENUE AND OPERATING COSTS
Other operating revenue and operating costs for the period 
amounted to SEK 0.4 million (-0.1).

OPERATING RESULT (EBIT)
The operating result amounted to SEK -186.5 million (-167.8), 
meaning that the loss increased by SEK 18.7 million. 

FINANCIAL REVENUE AND COSTS
Financial revenue for the period amounted to SEK 0.0 million 
(6.4), while financial costs were SEK -2.5 million (-0.2).

TAX COSTS
The Group’s tax costs for the period amounted to SEK -0 
million (0) and were attributable to the Company not reporting 
any profit.

RESULT FOR THE YEAR
The result for the period amounted to SEK -189.0 million (-161.6), 
meaning that the loss increased by SEK 27.4 million.
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COMPARISON BETWEEN 2019 FINANCIAL YEAR AND 2018 FINANCIAL YEAR
The table below shows Isofol’s result from the operations in SEK million and the percentage change between both periods.

SEK million 2019
Change,  

SEK million
Change,  

% 2018
Net revenue – – – –
Other external costs -137.8 -65.9 -91.7% -71.9
Personnel costs -28.5 -10.9 -61.9% -17.6
Depreciation/amortization -1.6 1.4 700% -0.2
Other operating revenue and operating costs -0.1 0.1 50% -0.2
Operating result -167.8 -78.0 -86.9% -89.8
Financial revenue 6.4 -1.0 -13.5% 7.4
Financial costs -0.2 0.4 66.7% -0.6
Tax charged to result for the year – – – –
Result for the period -161.6 -78.5 -94.5% -83.1

OTHER EXTERNAL COSTS
The Company’s other external costs amounted to SEK -137.8 
million (-71.9), corresponding to an increase of SEK 65.9 million. 
The cost increase compared with the year-earlier period was 
due to the ongoing AGENT clinical study, costs for commercial-
ization, regulatory preparations for studies in Japan and 
Australia, investor relations and marketing.

PERSONNEL COSTS
The Group’s personnel costs amounted to SEK -28.5 million 
(-17.6), corresponding to an increase of SEK 10.9 million, of which 
SEK 4.5 million was attributable to severance pay and benefits 
for the outgoing CEO and the higher number of employees. 
There were 12 (11) employees at the end of December 2019.

DEPRECIATION, AMORTIZATION AND IMPAIRMENT 
Depreciation, amortization and impairment of tangible and 
intangible fixed assets during the period amounted to SEK -1.6 
million (-0.2). The increase was attributable to the implementa-
tion of IFRS 16, which led to depreciation of SEK -1.4 million on 
the lease asset.

OTHER OPERATING REVENUE AND OPERATING COSTS
Other operating revenue and operating costs for the period 
amounted to SEK -0.1 million (-0.2).

OPERATING RESULT (EBIT)
The operating result amounted to SEK -167.8 million (-89.8), 
meaning that the loss increased by SEK 78.0 million. 

FINANCIAL REVENUE AND COSTS
Financial revenue for the period amounted to SEK 6.4 million 
(7.4), while financial costs were SEK -0.2 million (-0.6).

TAX COSTS
The Company had no tax costs since there was no profit in the 
comparative periods.

RESULT FOR THE YEAR
The result for the period amounted to SEK -161.6 million (-83.1), 
meaning that the loss increased by SEK 78.5 million
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CASH FLOW
The following table presents the Company’s cash flows for the six-month periods ending June 30, 2021 and June 30, 2020,  
and the 2018–2020 financial years.

SEK million
Jan–Jun  

2021
Jan–Jun  

2020 2020 2019 2018
Cash flow from operating activities -83.3 -95.5 -160.3 -147.2 -92.5
Cash flow from investing activities – – – -0.3 –
Cash flow from financing activities 497.9 152.7 150.0 -0.2 5.1
Cash and cash equivalents at the beginning of 
the year/period 116.4 127.0 127.0 272.9 357.3
Closing cash and cash equivalents for the 
year/period 530.7 185.7 116.4 127.0 272.9

CASH FLOW FROM OPERATING ACTIVITIES
The negative cash flow from operating activities was essen-
tially attributable to the Company’s clinical development activi-
ties. In 2020 and 2021, the Company received revenue from 
licensing agreements, which reduced the negative cash flow 
from operating activities to a limited extent. Differences 
between cash flow from operating activities and changes in 
working capital were due to natural changes in receivables 
and accounts payable.

CASH FLOW FROM FINANCING ACTIVITIES
The difference in cash flow from financing activities during the 
various periods was due to the new share issues that took 

place. In June 2021, a new share issue of SEK 500 million was 
implemented, which provided the Company with SEK 452 
million after transaction costs; in June 2020, a new share issue 
of SEK 180 million was implemented, which provided the 
Company with SEK 151 million after transaction costs; and in 
January 2018, the Company received SEK 5 million from the 
redemption of the warrant program that was initiated in 2012. 

LIQUIDITY AND FINANCIAL POSITION
On June 30, 2021, the Company’s available liquidity was SEK 
530.7 million, comprising cash balances and cash and cash 
equivalents. 

INVESTMENTS
The following table presents the Company’s investments in the 2018–2020 financial years and for the six-month period ending  
June 30, 2021.

SEK million
Jan–Jun  

2021 2020 2019 2018
Acquisition of tangible fixed assets – – -0.3 –
Total – – -0.3 –

ONGOING AND FUTURE INVESTMENTS
Besides its planned studies, the Company has no ongoing or 
planned material investments.

TANGIBLE FIXED ASSETS
On June 30, 2021, the Company held tangible fixed assets 
valued at SEK 2.5 million, primarily comprising lease assets of 
SEK 2.2 million and equipment, tools, fixtures and fittings of 
SEK 0.3 million. Isofol does not have any mortgages or liens on 
the Company’s assets.

INTANGIBLE FIXED ASSETS
On June 30, 2021, the Company held intangible fixed assets 
valued at SEK 0 million, primarily related to patents that have 

been fully amortized. The Company’s costs for applying for 
and maintaining patents are expensed continuously.

OFF-BALANCE-SHEET ITEMS
The Company had no off-balance-sheet items, as defined by 
IFRS, on June 30, 2021.

SIGNIFICANT CHANGES SINCE JUNE 30, 2021
[No significant changes have taken place to Isofol’s financial 
position or results since June 30, 2021.]
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EQUITY AND LIABILITIES
The table below provides a summary of Isofol’s capital struc-
ture as of July 31, 2021. The table only includes interest-bearing 
liabilities.

KSEK Unaudited
Total current liabilities 1,613
For which guarantees have been issued –
Against other security –
Without secutity 1,613

Total long-term liabilities 687
Guaranteed –
With security –
Without guarantee/security 687

Equity 413,972
Share capital 4,945
Other contributed capital 1,217,607
Retained earnings -809,581

Total 416,272

NET INDEBTEDNESS
The table below provides a summary of Isofol’s net indebted-
ness as of July 31, 2021. The table only includes interest-bearing 
liabilities. 

KSEK Unaudited
(A) Cash and cash equivalents 483,906
(B) Other cash and cash equivalents –
(C) Other financial fixed assets –
(D) Liquidity (A) + (B) + (C) 483,906

(E) Current financial liabilities (including debt 
instruments, but excluding the current 
portion of long-term financial liabilities) 1,613

(F) Current portion of long-term financial 
liabilities –

(G) Current financial indebtedness (E + F) 1,613

(H) Net current financial indebtedness (G - D) -482,293

(I) Long-term financial liabilities (excluding 
current portion and debt instruments)

687

(J) Debt instruments –
(K) Long-term accounts payable and other 

liabilities
–

(L) Long-term financial debt (I + J + K) 687

(M) Total financial indebtedness (H + L) -481,606

CAPITAL STRUCTURE, 
INDEBTEDNESS AND OTHER 
FINANCIAL INFORMATION
The tables in this section describe the Company’s capitalization and indebtedness at Group level as of 
July 31, 2021. The information presented in this section is to be read together with the section “Condensed 
financial information” and the Company’s financial information, with accompanying notes, which has 
been incorporated in the Prospectus through reference.
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STATEMENT REGARDING WORKING CAPITAL
The Company believes that the existing net working capital  
is sufficient to meet the Company’s needs over the coming 
12-month period after the date of the Prospectus. Working 
capital refers to Company’s ability to access cash and cash 
equivalents to meet its payment obligations as they fall due 
for payment.

INVESTMENTS
Material investments since the latest published annual 
accounts
The Company has not made any material investments from 
the end of 2020 until the date of the Prospectus.

Ongoing material investments and commitments for 
future investments
Besides its planned studies, the Company has no ongoing or 
planned material investments.

PREREQUISITES FOR PROFITABILITY
Isofol is a drug company operating in the late clinical develop-
ment phase. The ongoing pivotal Phase III AGENT study for 
arfolitixorin is fully recruited and the final results are expected 
in the first half of 2022, with potential market registration in 
2023. Isofol aims to sell or out-license the product to a major 
company to release it to market, which is expected to create 
the prerequisites for profitability. If and when Isofol achieves 
profitability is dependent on market approval of arfolitixorin, 
sales volumes, the sales price and the Company’s cost base.

KEY TRENDS
Isofol’s expenses have increased during the latest financial 
year in line with the increase in clinical activity for the ongoing 
pivotal Phase III AGENT study for arfolitixorin, which is expected 
to continue as Isofol completes the clinical development plan 
for arfolitixorin and initiates preparations for market registra-
tion and a potential market launch.

Since the outbreak of the Covid-19 virus, the Company has 
carefully monitored developments and their impact. The 
Company has taken measures to protect its clinical studies. 
The Company believes that these measures were necessary 
to ensure continuity in the global Phase III AGENT study. The 
Company has conducted a risk analysis regarding the imple-
mentation of the ongoing global Phase III AGENT study and the 
supply of drugs. The risk analysis concluded that the Covid-19 
situation is not deemed to impact the implementation of the 
trial in any other way than that the completion of various activ-
ities within the trial could take longer than anticipated due to 
local restrictions and hospital closures. The Company’s assess-
ment is that access to drugs is secured to carry out and 
complete the study.

The Company continues to carefully follow developments 
and has implemented safety measures and is following the 
recommendations of the authorities to minimize the risk for 
patients and healthcare staff and the risk that the study will be 
impacted by Covid-19. The ongoing global Phase III AGENT 
study was fully recruited in December 2020 with 440 patients. 
Provided that the current Covid-19 crisis does not result in 
further restrictions, the Company does not expect its ability to 
carry out and complete the clinical study will be affected to 
any greater degree than in 2020.

Other than what is stated in the Prospectus, the board is 
unaware of any trends, uncertainties, potential claims or other 
requirements, undertakings or events that could be expected 
to have a material impact on the Company’s future prospects.

Isofol is not otherwise aware of any measures regarding 
public, financial, fiscal or monetary policy, or other political 
actions that, directly or indirectly, have had or could have a 
material impact on the Company’s operations. However, the 
Company’s operations are associated with risks. The section 
“Risk factors” presents a number of overarching risk factors 
that are believed to be significant for Isofol’s operations, 
 financial position and future prospects.

In addition to the information described above and in the 
sections “Risk factors”, “Business overview” and “Significant 
changes since June 30, 2021”, as of the date of this Prospectus 
there are no other trends, uncertainties, potential claims or 
other requirements, undertakings or events known to the 
Company that could be expected to have a material impact 
on the business prospects for Isofol over the current financial 
year. Other than what is stated in the section “Risk factors” and 
above, the Company is not aware of any measures regarding 
public, financial, fiscal or monetary policy, or other political 
actions that, directly or indirectly, have had or could have a 
material impact on Isofol’s operations.
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BOARD OF DIRECTORS
The Company’s board of directors consists of eight (8) ordinary members, including the chairman of the board, with no deputy 
board members, all of whom are elected for the period up until the 2022 annual general meeting. The board of directors has its 
registered office in Gothenburg, Sweden. The table below shows the members of the board of directors, when they were first elected 
and whether they are considered to be independent of the Company and/or major shareholders.

Independent in relation to

Name Position Member since
The Company and  

executive management Major shareholders
ANNA BELFRAGE Board member 2019 Yes Yes
ALAIN HERRERA Board member 2018 Yes Yes
MAGNUS BJÖRSNE Board member 2018 Yes Yes
PAULA BOULTBEE Board member 2018 Yes Yes
PÄR-OLA MANNEFRED Chairman of the board 2019 Yes Yes
ROBERT MARCHESANI Board member 2019 Yes Yes
ARAM MANGASARIAN Board member 2020 Yes Yes
LENNART JEANSSON Board member 2021 Yes Yes

BOARD OF DIRECTORS,  
SENIOR EXECUTIVES AND  
AUDITORS

Name Anna Belfrage
Born 1962.  
Board member since 2019.

Alain Herrera
Born 1950.  
Board member since 2018.

Magnus Björsne
Born 1964.  
Board member since 2018.

Education: MBA, Lund University. Licensed medical practitioner. PhD in organic chemistry, Stockholm 
University. MBA, Henley Management 
College, UK.

Other current 
assignments 

Board member of Anna Belfrage Creative 
Consulting AB, Ellevio AB, Mycronic AB 
(publ), NOTE AB (publ), Elopak Group AS, 
CINT Group AB (publ), Ellevio Holding 2 
AB, Ellevio Holding 3 AB, Ellevio Holding 1 
AB and Ellevio Holding 4 AB. 

Board member of IDDI, Nanobiotix, PDC 
Line Pharma, ErVaccine, Onward Thera-
peutics SA and EMERCell. Various manage-
ment positions at Alain Oncologie Consult-
ing and AD Bio Consulting.

Board member of Global Compact 
Network Sweden. Deputy board member 
of Anivator AB. CEO of AstraZeneca 
BioVentureHub AB.

Previous assignments 
(past five years):

Board member of CeDe Group AB (bank-
ruptcy proceedings were initiated in 
February 2019 and concluded in April 
2020), CEDEFT Intressenter AB, Serneke 
Group AB (publ), Trivselhus Aktiebolag, 
Södra mark & hus AB, Södra Skogs-
ägarna TH Holding AB, Södra Mark Hold-
ing AB, Södra Silva Holding AB and Södra 
Skogsägarna Aktiebolag.

Deputy board member of Berg & Berg  
i Kungälv AB (now Mor Gerd AB) and 
Brodersen Automation Aktiebolag.

External signatory at Södra Skogsägarna 
ekonomisk förening. 

Chief Financial Officer for Södra 
Skogsägarna ekonomisk förening.

Alain has been directly involved in a 
number of registration processes, includ-
ing for the drug oxaliplatin. Prior to work-
ing as an expert adviser in oncology, Dr. 
Herrera was Vice President of the Depart-
ment of Global Oncology Business Strat-
egy and Development at Sanofi, where he 
previously held the role of Head of the 
Global Oncology Franchise. In addition,  
Dr. Herrera was also chairman of Chiron 
Therapeutics Europe, CEO of Pierre Fabre 
Oncology Laboratories and held an exec-
utive position at PharmaEngine Europe.

Chairman of Termino C 2915 AB. Board 
member of Beactica Therapeutics AB 
and SwedenBIO Service AB.

Magnus has held various executive posi-
tions, including responsibility for business 
development at AstraZeneca AB.

Shareholding in the 
Company: 5,250 shares. – –
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Name Paula Boultbee
Born in 1958.  
Board member since 2018.

Robert Marchesani
Born in 1961.  
Board member since 2019.

Pär-Ola Mannefred
Born in 1961.  
Chairman of the board since 2019.

Education: RN, Mälardalens University. BA in journalism and PR, Indiana Univer-
sity. MBA, marketing/marketing 
management, University of Indianapolis.

Studies in economics and law, and Execu-
tive Master of Business Administration, 
School of Business, Economics and Law at 
the University of Gothenburg. 

Other current 
assignments 

– Director, Proventur Consulting LLC. Execu-
tive career mentor, Butler University. 

Chairman of Geijers Vind AB, Residenset 
Partners AB, Örgyte Park AB, Örgryte 
Parken Ekonomisk Förening and Bostads-
rättsföreningen Geijersgatan 4.

Board member of Aktiebolaget Äpplet, 
Johanneberg Science Park AB, Residenset 
AB and Radio Innovation Sweden AB 
(publ). CEO of Aktiebolaget Äpplet.

Previous assignments 
(past five years):

President of the Max Foundation 
Non-For-Profit Global Health 
 Organization. 

Executive Vice President, Sales and 
Marketing at Pharmacyclics. Has also 
held executive positions with at compa-
nies such as Pharmacia (Pfizer), Novartis, 
Amgen, and Proteolix (Onyx), served as 
CCO of Oncopeptides AB and acting as a 
consultant for Enlive Theraputic.

Held executive positions at Eli Lilly  
& Company.

Chairman of AB Liseberg Skår 40:17, 
Gruppbostäder i Sverige Aktiebolag, 
Gruppbostäder i Sverige Förvaltnings 
Aktiebolag, Hotell Liseberg Heden 
Aktiebolag, Högkullen Akvarell AB (now 
LSS Bostäder Sverige AB), Högkullen LSS 
Gotland AB, Högkullen Omsorgsfastigheter 
AB, Högkullen Singoalla AB, Högkullen 
Sätra AB, Korsaröds Fastighets AB (now 
Högkullen Omsorgsfastigheter AB), 
Lingonet i Västervik Fastighetsaktiebolag 
(now Högkullen Omsorgsfastigheter AB), 
Liseberg Aktiebolag, Lisebergs Gäst 
Aktiebolag, LSS Bostäder Sverige AB and 
Seniorbostäder i Sverige Aktiebolag. 
Board member of AB Liseberg Skår 40:17, 
AEVS LSS 2 AB, Aktiebolaget Högkullen 
(publ), Basildon Investment AB, Bygga 
Hem i Göteborg AB, Fjölebro Fastighets-
förvaltning AB, Greijers Vind AB, 
Gruppbostäder i Sverige Aktiebolag, 
Göteborgs Egnahems Aktiebolag, 
Gruppbostäder i Sverige Förvaltnings 
Aktiebolag, Göteborg & Co Kommun-
intressent Aktiebolag (now Göteborg & Co), 
Göteborg & Co AB, Hotell Liseberg Heden 
Aktiebolag, Högkullen Fastighetsservice 
AB (now Residenset AB), Högkullen Oldco 
Fastighets AB, Högkullen Omsorgsfastig-
heter AB, Highhill Intressenter AB, 
Investment AB Mollopp, Jebose Investment 
AB (now Residenset AB), Liseberg 
Aktiebolag, Lisebergs Gäst Aktiebolag, 
Lisebergs Restaurantaktiebolag (now 
Liseberg Aktiebolag), Odalen Fastigheter 
AB, Residenset Stockholm AB (now 
Residenset AB), Residenset Holding AB 
(now Residenset AB), Residenset Partners 
AB, Scandinavian Trainpartner AB, 
Seniorbostäder i Sverige Aktiebolag, 
Småland LSS AB, Stretered Förvaltning AB, 
Stretereds Omsorgshus AB, Tulebo 
Fastighets AB (now Högkullen Omsorgs-
fastigheter AB), and Äppelkartet AB (now 
Residenset Holding AB). 
Deputy board member of Affärsmäklaren 
i Borås AB, Rikshem Brovård AB and 
Rikshem Brågarp AB. Liquidator at 
Affärsmäklaren i Borås AB. 
CEO of Aktiebolaget Högkullen (publ) and 
Residenset AB.

Shareholding in the 
Company: – 5,000 shares. 194,448 shares1).

1)  Of which 4,081 shares are owned indirectly through Aktiebolaget Äpplet.
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Name Aram Mangasarian
Born 1969.  
Board member since 2020.

Lennart Jeansson
Born 1941.  
Board member since 2021.

Education: BS in biochemistry and molecular biology, 
University of Wisconsin-Madison, US; PhD 
in biology, UC San Diego, US; MBA, 
INSEAD, France.

MEcon, University of Gothenburg.

Other current 
assignments 

CEO and board member of Noxxon 
Pharma, Berlin.

Board member and CEO of AB Windar. 
Board member of Stena Sessan AB and 
Clean Motion AB. 

Deputy board member of Dahliaqomit AB. 

Previous assignments 
(past five years):

Has over 20 years of experience in the 
biotechnology industry. Aram has held 
senior positions in biotechnology compa-
nies such as C10 Pharma in Norway, 
Novexel in France and Exonhit Therapeu-
tics in France and has worked on raising 
capital in public companies and negotiat-
ing licensing and sales agreements with 
leading pharmaceutical companies such 
as Roche, Merck & Co and AstraZeneca.

Chairman of the board of Stena Aktie-
bolag and Stena Sessan Investment Aktie-
bolag. Board member of Stena Metall 
Aktiebolag and Cellbes AB.

Shareholding in the 
Company:

– 953,750 shares2).

Name Ulf Jungnelius
Born 1951.  
Chief Executive Officer (CEO) since 2019. 

Gustaf Albèrt
Born in 1968.  
Chief Financial Officer since 2017, 
Deputy Chief Executive Officer since 
2019.

Roger Tell
Born 1965.  
Senior Vice President, Chief Medical 
Officer and Chief Scientific Officer  
since 2019.

Education: Licensed medical practitioner. Oncology 
specialist, Karolinska Institutet.

Master of Science in International 
Accounting and Auditing, School of 
 Business, Economics and Law at the 
University of Gothenburg.

MD and PhD in experimental oncology, 
Karolinska Institutet. Specialist physician 
in oncology, Karolinska University 
Hospital. 

Other current assignments Board member of Biovoca International 
AB, Carponovum AB, Oncopeptides AB 
and Ryvu Therapeutics S.A. as well as a 
consultant at NOXXON Pharma N.V.

Deputy board member of Isofol Medical 
Incentive AB.

–

Previous assignments (past 
five years):

CEO of Isofol since November 2019 and 
prior to that a board member of Isofol 
from 2010 to 2019, serving as the 
company’s clinical and regulatory 
expert. Board member of Monocl AB, 
2013 to 2020. He has held senior posi-
tions at US companies such as Noxxon 
Pharma, Vaxxon Pharma, Celgene, 
Takeda, Pfizer and Eli Lily.

Board member and CEO of Elanders 
Sverige AB and Falköping Karlavagnen 
6 AB (now Elanders Infologistics AB).

Vice President of Clinical Development 
at Aprea Therapeutics AB. International 
Clinical Project Manager at Servier 
Oncology.

Shareholding in the 
Company:

408,338 shares and  
250,000 subscription warrants.

35,359 shares,  
176,300 subscription warrants

5,000 shares,  
176,300 subscription warrants

SENIOR EXECUTIVES

2)  Owned indirectly through AB Windar.
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Name TONY GUSTAVSSON
Born 1965.  
Chief Commercial Officer since 
 November 2020.

Education: BCom, Lund University.

Other current assignments –

Previous assignments (past 
five years):

Tony comes from Astra Zeneca, where he 
held a number of senior commercial roles, 
most recently as head of the global 
 Pricing and Market Access function for 
the company’s cardiovascular, renal and 
metabolic therapeutics area.

Shareholding in the 
Company: 117,534 subscription warrants.

OTHER INFORMATION ABOUT THE BOARD OF 
DIRECTORS AND SENIOR EXECUTIVES
There are no family ties between any of the board members or 
senior executives.

There are no conflicts of interest or potential conflicts of 
interest between the obligations of board members and senior 
executives of the Company and their private interests and/or 
other undertakings.

Board member Anna Belfrage was a board member of 
CeDe Group AB until July 2018. CeDe Group AB was declared 
bankrupt in February 2019 by the Malmö City Court. The above 
bankruptcy proceedings were concluded in April 2020. Aside 
from these instances, during the past five years no board 
member or senior executive has been: (i) sentenced for any 
fraud-related offenses; (ii) the representative of a company 
which has been declared bankrupt or filed for liquidation 
(except voluntarily), or been subject to administration under 
bankruptcy; (iii) been bound by and/or issued penalties by a 
regulatory or supervisory authority (including recognized 
professional bodies) for any offense; or (iv) prohibited by a 
court of law from becoming a member of an administrative, 
management or supervisory body, or from holding an execu-
tive or overarching position at any company. No specific agree-
ments have been made for post-employment remuneration to 
board members or senior executives. Isofol has not recorded 
any provisions or accrued amounts for pensions and benefits 
or similar post-employment benefits for board members or 
senior executives. All board members and senior executives  
can be reached via the Company’s address, Arvid Wallgrens 
Backe 20, SE-413 46 Gothenburg, Sweden.

AUDITOR
KPMG AB, Norra Hamngatan 22, SE-404 39 Gothenburg, has 
been the Company’s auditor since the extraordinary general 
meeting on December 21, 2016 and was re-elected at the 2021 
annual general meeting for the period until the next annual 
general meeting. Jan Malm is the auditor in charge. Jan Malm, 
born 1960, is an authorized public accountant and a member  
of FAR, the Swedish professional body for public accountants.
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LEGISLATION AND REGULATIONS
Isofol is a Swedish public limited liability company. Prior to the 
listing on Nasdaq Stockholm, corporate governance in the 
Company was based on Swedish law, internal rules and 
instructions, the Swedish Corporate Governance Code (“the 
Code”) and Nasdaq First North Premier Growth Market’s Rule 
Book for Issuers. When the Company is listed on Nasdaq 
Stockholm, the Company will comply with Nasdaq Stockholm’s 
Rule Book for Issuers (instead of Nasdaq First North Premier 
Growth Market’s Rule Book for Issuers). 

Since July 2017, the Company has applied the Code, which 
is to be applied by all Swedish companies whose shares are 
traded on a regulated market. The Code aims to provide guid-
ing rules for sound corporate governance and supplements 
legislation in a number of areas since it sets higher require-
ments. However, in accordance with the “comply or explain” 
principle, it is possible for companies to deviate from the Code 
and choose other solutions that are deemed better suited to 
the circumstances of the individual case, provided that the 
company openly reports any such deviation, describing the 
chosen solution and stating the reasons behind it.

In the Company’s corporate governance reports for the 
2018 and 2019 financial years, Isofol announced that the 
Company had chosen to deviate from the Code, which was 
considered reasonable and justifiable considering the Compa-
ny’s size and operations. In addition to the Company’s former 
chairman of the board Ulf Jungnelius, the remuneration 
committee comprised former board members Jonas Pedersén 
and Bengt Gustafsson. Bengt Gustafsson is not independent in 
relation to the Company and the remuneration committee 
therefore did not meet the Code’s requirement concerning 
board members’ independence. In conjunction with the annual 
general meeting on 3 May 2019, a new remuneration committee 
was appointed that does not deviate from the Code.

The Company did not report any deviations from the Code 
for the 2020 financial year and does not expect to report any 
deviations from the Code in the next corporate governance 
report for the 2021 financial year.

GENERAL MEETINGS
According to the Swedish Companies Act (2005:551), the 
general meeting is the Company’s ultimate decision-making 
body. At the general meeting, the shareholders exercise their 
voting rights on key issues, such as the adoption of income 
statements and balance sheets, appropriation of the Compa-
ny’s earnings, discharge from liability of board members and 
the CEO, election of board members and auditors, and remu-
neration to board members and auditors.

The annual general meeting must be held within six months 
from the end of the financial year. In addition to the annual 
general meeting, extraordinary general meetings may also be 
convened. According to the articles of association, general 

meetings are convened by publishing the convening notice in 
the Swedish Official Gazette (Sw. Post- och Inrikes Tidningar) 
and on the Company’s website. An announcement that notice 
has been served is to be published in Dagens Industri on the 
same date.

RIGHT TO PARTICIPATE IN GENERAL MEETINGS
Shareholders who wish to participate in the proceedings of a 
general meeting must be registered in the share register main-
tained by Euroclear Sweden on the day falling six banking days 
prior to the meeting and notify the Company of their participa-
tion not later than the day stipulated in the notice convening the 
meeting. Shareholders may attend the general meeting in 
person or by proxy and may be accompanied by a maximum 
of two assistants. Usually, it is possible for a shareholder to 
register for the general meeting in several different ways as 
indicated in the notice convening the meeting. Shareholders 
may vote for all shares in the Company held by the shareholder.

SHAREHOLDER INITIATIVES
Shareholders who wish to have a matter brought before the 
general meeting must submit a written request to the board of 
directors. Such a request must normally be received by the 
board of directors no later than seven weeks prior to the 
general meeting.

NOMINATION COMMITTEE
Companies applying the Code are to have a nomination 
committee. According to the Code, the general meeting is to 
appoint the members of the nomination committee or resolve 
on procedures for appointing the members. Pursuant to the 
Code, the nomination committee is to consist of at least three 
members, of whom a majority are to be independent in rela-
tion to the Company and the group management. In addition, 
at least one member of the nomination committee is to be 
independent of the largest shareholder in terms of voted or  
of a group of shareholders acting in concert regarding the 
management of the Company.

The Company has, in accordance with the Code, estab-
lished a nomination committee and prepared principles for  
the nomination committee. The nomination committee’s duties 
are to prepare and draft proposals for the election of board 
members, the chairman of the board, the chairman of the 
general meeting and auditors. The nomination committee is, 
additionally, to recommend the fees payable to board 
members and auditors.

At the annual general meeting on June 23, 2021, it was 
resolved that the nomination committee shall consist of at 
least four board members, of whom one is to constitute the 
chairman of the board provided that they do not represent  
a major shareholder/shareholder group (“Largest Owners”)  
in the Company. The other three board members are to be 
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appointed by the Company’s three Largest Owners in terms of 
voting rights by the end of September on the basis of a share 
register provided by Euroclear Sweden and other reliable infor-
mation. An additional member of the nomination committee 
may be appointed by a minority owner representing at least  
10 percent of the votes based on the share register provided  
by Euroclear Sweden and other reliable information.

If any of the Largest Owners waives their right to appoint  
a member, this right to appoint such a committee member is 
transferred to the next largest shareholder in terms of voting 
rights. The chairman of the nomination committee is to be the 
nomination committee’s largest shareholder in terms of voting 
rights at the given time, unless the nomination committee are 
in agreement otherwise, and may not be the chairman of the 
board or another board member. The chairman of the board  
is to convene the first meeting of the nomination committee.

The composition and contact information of the nomination 
committee must be announced on the Company’s website no 
later than six months prior to the annual general meeting. A 
majority of the members must be independent of the Company 
and its executive management. At least one member is to be 
independent of the Company’s largest shareholder in terms of 
votes or of a group of shareholders acting in concert regarding 
the management of the Company. No remuneration shall be 
paid to members of the nomination committee. The Company 
is to bear any reasonable costs that the nomination committee 
may incur in its work. The nomination committee’s mandate 
period is to extend until a new nomination committee has been 
appointed.

The composition of the nomination committee can be 
changed if (i) a member wishes to resign prematurely, where-
upon such a request should be sent to the chairman of the 
nomination committee (or in the event that the chairman 
wishes to resign, to another member of the nomination 
committee) and the acceptance of which means that the 
request has been carried out, (ii) a nominating shareholder 
wishes to replace their representation in the nomination 
committee with another person, whereupon such a request 
(containing the two names in question) is to be sent to the 
chairman of the nomination committee (or in the event that 
the chairman is to be replaced, to another member of the 
nomination committee) and the acceptance of which means 
that the request has been carried out, or (iii) there are owner-
ship changes in the Company before January 1 that result in a 
nominating shareholder no longer belonging to the three larg-
est shareholders that may nominate a member to the nomina-
tion committee, whereupon such a member is deemed to have 
resigned from the nomination committee automatically.

If a member leaves the nomination committee before its 
works is complete, the nomination committee is to appoint a 
new member in accordance with the above principles, but 
based on Euroclear Sweden’s transcript of the share register 
together with any other reliable information available as soon 
as possible after the member has left their post. Changes to 
the composition of the nomination committee must be 
announced immediately on the Company’s website.

BOARD OF DIRECTORS
The board of directors is the second-highest decision-making 
body of the Company after the general meeting. According to 
the Swedish Companies Act, the board of directors is responsi-
ble for the Company’s organization and management, which 
means it is responsible for, inter alia, setting targets and strate-
gies, devising procedures and systems to evaluate set targets, 
continuously assessing the Company’s financial position and 
performance, and evaluating the operational management. 
The board of directors is also responsible for ensuring that the 
annual report and interim reports are prepared in a timely 
manner. The board of directors also appoints the Company’s 
CEO.

The board members are generally appointed by the 
annual general meeting for the period until the end of the next 
annual general meeting. According to the Company’s articles 
of association, the part of the board of directors elected by the 
general meeting is to consist of not less than three and not 
more than nine members with no deputies.

According to the Code, the chairman of the board of direc-
tors is to be elected by the annual general meeting. The chair-
man’s main role is to lead the work of the board of directors 
and to ensure that the board of directors’ work is well-organ-
ized and conducted efficiently. 

The board of directors applies written rules of procedure 
that are revised annually and adopted by the statutory board 
meeting every year. Among other things, the rules of proce-
dure govern the practice and functions of the board of direc-
tors as well as the division of work between the board 
members and the CEO. In conjunction with the statutory board 
meeting, the board of directors also adopts instructions for the 
CEO, including instructions for financial reporting. 

The board of directors meets according to an annually 
predetermined schedule. In addition to these meetings, addi-
tional board meetings can be convened to address issues that 
for various reasons cannot or should not be postponed until the 
next ordinary board meeting. In addition to the board meetings, 
the chairman of the board and the CEO continuously discuss 
the management of the Company. 

Currently, the Company’s board of directors consists of 
eight (8) ordinary members elected by the general meeting, 
who are presented in the section “Board of directors, senior 
executives and auditors”.

AUDIT COMMITTEE
The Company has an audit committee consisting of two 
members: Anna Belfrage and Pär-Ola Mannefred. Without it 
affecting the responsibilities and duties of the board of direc-
tors, the audit committee is tasked with, among other things, 
monitoring the Company’s financial reporting and the effi-
ciency of the Company’s internal controls and risk manage-
ment, staying informed about the audit of the annual accounts 
and the consolidated financial statements, monitoring the 
management of related-party transactions, reviewing and 
monitoring the impartiality and independence of the auditors 
and paying particular attention to whether the auditors  
are providing other services besides audit services to the 
Company, and assisting in preparations for the purchase of 
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auditing services as well as preparations for the general meet-
ing’s decision on the election of auditors. The audit committee 
applies written rules of procedure that are adopted by the 
board and revised and established annually by the statutory 
board meeting.

REMUNERATION COMMITTEE
The Company has a remuneration committee consisting of 
three members: Robert Marchesani, Pär-Ola Mannefred and 
Lennart Jeansson. The remuneration committee is to present 
proposals to the board on remuneration principles, remunera-
tion and other terms of employment for the Company’s senior 
executives. 

CEO AND OTHER SENIOR EXECUTIVES
The CEO is subordinated to the board of directors and is 
responsible for the everyday management and operations of 
the Company. The division of work between the board and the 
CEO is set out in the rules of procedure for the board of direc-
tors and the CEO’s instructions. The CEO is also responsible for 
preparing reports and compiling information from executive 
management for board meetings and for presenting such 
materials at board meetings.

According to the instructions for financial reporting, the 
CEO is responsible for the Company’s financial reporting and 
consequently must ensure that the board of directors receives 
adequate information to be able to continuously evaluate the 
Company’s financial position. 

The CEO must continuously keep the board of directors 
informed of the performance of the Company’s operations 
and sales, the Company’s financial performance and position, 
liquidity and credit status, important business events and all 
other events, and circumstances or conditions that may be of 
material significance to the Company’s shareholders.

The CEO and senior executives are presented in the section 
“Board of directors, senior executives and auditors”.

REMUNERATION TO BOARD MEMBERS,  
THE CEO AND SENIOR EXECUTIVES
REMUNERATION TO BOARD MEMBERS
Fees and other remuneration to the board members, including 
the chairman, are resolved on by the general meeting. At the 
annual general meeting held on June 23, 2021, it was resolved 
that the fee to the chairman of the board would be SEK 
550,000 and that the fee to the other non-executive board 
members would be SEK 250,000 each. Furthermore, it was 
resolved that board members (in addition to expense allow-
ance for travel and accommodation) domiciled in Europe, but 
outside the Nordic region, are to receive remuneration of SEK 
7,500 per physical board meeting and board members domi-
ciled in North America are to receive remuneration of SEK 
15,000 per physical board meeting. Board members are not 
entitled to any benefits following termination of their assign-
ments as board members.

In addition, it was resolved at the annual general meeting 
held on June 23, 2021 that the fee to the chairman of the audit 
committee would be SEK 75,000 and that the fee to other 
committee members would be SEK 40,000. It was also resolved 

that the fee to the chairman of the remuneration committee 
would be SEK 50,000 and that the fee to other committee 
members would be SEK 25,000. 

Benefits paid during the 2020 financial year
The table below presents an overview of remuneration for  
the 2020 financial year to the board members elected by the 
general meeting.

Board member Position

Board fees/Base 
salary (SEK 

rounded to the 
nearest thousand)

Pär-Ola Mannefred Chairman of the board 615,000
Anna Belfrage Board member 325,000
Magnus Björsne Board member 225,000
Alain Herrera Board member 233,000
Paula Boultbee Board member 225,000
Robert Marchesani Board member 265,000
Aram Mangasarian Board member 117,000
Total 2,004,000

GUIDELINES FOR REMUNERATION TO THE CEO AND 
OTHER SENIOR EXECUTIVES
The general meeting on June 24, 2020 resolved to adopt 
guidelines on remuneration and other terms of employment 
for the CEO and other senior executives. The remuneration 
policy is presented below. 

Scope
These guidelines encompass executive management for Isofol 
Medical AB (publ) (“Isofol” or “the Company”) and the Compa-
ny’s board members to the extent that remuneration other 
than that resolved by the annual general meeting is paid to 
board members. Executive management refers to the CEO, 
Deputy CEO and other members of executive management. 
Other members of executive management refer to individuals 
who are included in the management group and managers 
who report directly to the CEO. In the Company’s case, manag-
ers who report directly to the CEO are the Chief Financial 
Officer, Chief Medical Officer, Chief Commercial Officer and 
Chief Scientific Officer. 

The guidelines are forward-looking and are to be applied 
for agreed remuneration and changes made to already 
agreed remuneration, after the guidelines were adopted by 
the 2020 annual general meeting. The guidelines do not cover 
remuneration resolved on by the general meeting. 

For employment terms that fall under regulations other 
than Swedish regulations, appropriate adaptations may be 
made to comply with such regulations or fixed local practice, 
whereby the overall aim of the guidelines should be met as far 
as possible. 

The guidelines’ promotion of the Company’s business 
 strategy, long-term interests and sustainability 
Isofol’s business concept is to help extend life and improve the 
quality of life for cancer patients by offering the drug arfolitixo-
rin globally, which will be achieved through the targets to i) 
ensure a successful pivotal study, ISO-CC-007, in CRC, ii) ensure 
market approval for the drug candidate arfolitixorin initially in 
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the US, Europe and Japan, and iii) establish a solid commerciali-
zation plan for the successful launch of arfolitixorin. 

The successful implementation of the Company’s business 
strategy and the safeguarding of the Company’s long-term 
interests, including its sustainability, requires the Company to 
be able to recruit and retain qualified employees. For this, Isofol 
is required to offer competitive total remuneration. Total remu-
neration must be market-based and competitive and must be 
in line with the individual’s responsibilities and powers. 

Any variable cash remuneration covered by these guide-
lines must also aim to promote the Company’s business strat-
egy and long-term interests, including its sustainability. 

Remuneration to senior executives
Forms of remuneration, etc.  
Isofol must offer total market-based remuneration that ensures 
that senior executives can be recruited and retained. Remuner-
ation within Isofol must be based on principles related to perfor-
mance, competitiveness and fairness. 

The remuneration must be market-based and consist of 
the following components: fixed salary, any variable salary 
pursuant to a separate agreement, pension and other benefits. 
In addition, the general meeting may, if it so decides, make an 
offer of long-term incentive programs such as share- or share 
price-based remuneration or incentive programs. Such long-
term incentive programs are decided by the general meeting 
and are therefore not covered by these guidelines. 

 
Fixed salary 
Fixed salary consists of a fixed cash salary, which is reviewed 
annually. Fixed salary reflects the demands placed on the 
position regarding competence, responsibility, complexity and 
how the position is expected to help achieve the Company’s 
objectives. Furthermore, fixed salary must be individual and 
differentiated and reflect predetermined and achieved perfor-
mance targets. 

Variable salary 
In addition to a fixed salary, the CEO and other members of 
executive management may, in accordance with a separate 
agreement, receive variable salary when they meet predeter-
mined criteria. Any variable salary consists of annual variable 
cash remuneration and may not exceed 50 percent of the fixed 
annual salary for the CEO and 33 percent for other senior 
executives. 

The variable salary must be linked to one or more predeter-
mined and measurable criteria and must aim to promote the 
Company’s business strategy and long-term interests, including 
its sustainability – for example, by having a clear link to the 
business strategy or by furthering the long-term development 
of the executive. The criteria can be both financial and non- 
financial. The criteria can also be individualized quantitative or 
qualitative goals. By linking the remuneration to senior execu-
tives to the Company’s earnings and sustainability, the goals 
promote the implementation of the Company’s business strat-
egy, its long-term interests and its competitiveness. The criteria 
must apply for one financial year at a time. The fulfillment of 
criteria for the payment of variable salary is assessed annually. 

This assessment determines how well the criteria are met. The 
remuneration committee is responsible for the assessment of 
variable cash remuneration to the CEO. The CEO is responsible 
for the assessment of the variable cash remuneration to other 
executives. Financial targets must be assessed on the basis of 
the latest financial information published by the Company. 
When the measurement period for fulfilling the criteria for the 
payment of variable remuneration is completed, the extent to 
which the criteria are met must be determined. The remunera-
tion committee is responsible for this assessment. As far as 
financial targets are concerned, the assessment is based on 
the latest financial information published by the Company. 

The board of directors must be able to recover, in full or in 
part, variable remuneration paid for incorrect reasons in 
accordance with the law or an agreement and with the restric-
tions that may result therefrom. 

Pensions  
For the CEO, pension benefits, including health insurance, are to 
be defined contribution and the premiums must not exceed 20 
percent of the fixed annual salary. For other members of execu-
tive management, pension benefits, including health insurance, 
are to be defined contribution unless the executive is covered 
by a defined benefit pension in accordance with mandatory 
collective agreement provisions. The premiums for defined 
contribution pensions must not exceed 30 base amounts annu-
ally. Variable cash remuneration must not be pensionable. 

Other benefits 
Other benefits, which may include a company car, travel 
expenses and health insurance, are market-based and consti-
tute a limited portion of the total remuneration. Premiums and 
other costs arising from such benefits may amount to a maxi-
mum of 10 percent of the fixed annual salary. 

Terms and conditions of termination 
The CEO is subject to a notice period of six months in the event 
of resignation. In the event of termination by the Company, a 
notice period of a maximum of six months applies. In the event 
of termination by the Company, severance pay may be paid 
up to an amount corresponding to a maximum of 12 months’ 
fixed salary and without deductions if the CEO receives remu-
neration from a new employment or assignment. The notice 
periods for other senior executives are normally three to six 
months. In the event of termination by the Company, a notice 
period of a maximum of six months applies. No severance pay 
has been agreed with other senior executives. 

Remuneration to board members 
Board members are entitled to receive only such remuneration 
as is decided by the general meeting. In special cases, board 
members can be remunerated for services within their respec-
tive areas of expertise or competence, provided that the service 
performed is beyond what can be regarded as a customary 
assignment as a board members For these services (including 
services performed by a company wholly owned by a board 
member), a market-based fee is to be paid provided such 
services contribute to the implementation of Isofol’s business 
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strategy and the safeguarding of the Company’s long-term 
interests, including its sustainability. Such consultancy fees may 
not exceed the annual board fees for each board member and 
must be regulated in a consultancy agreement approved by 
the board (subject to the Swedish Companies Act’s disqualifica-
tion rules). 

Salary and terms of employment for employees 
When preparing the board’s proposal for these remuneration 
guidelines, the salaries and terms of employment for the 
Company’s employees have been taken into account, mean-
ing that information on employees’ total remuneration, the 
components of the remuneration and the rate of increase and 
increase over time has been included in the remuneration 
committee’s and the board’s decision in evaluating the 
reasonableness of the guidelines and the limitations that 
follow. 

Preparation and decision-making process 
The board of directors has established a remuneration 
committee consisting of the chairman of the board and two 
board members. The members of the remuneration committee 
must be independent in relation to the Company and executive 
management. The committee’s tasks include preparing the 
board’s decision on proposals for guidelines on remuneration 
to senior executives. The board must draw up a proposal for 
new guidelines at least every four years and submit the 
proposal for resolution at the annual general meeting. 

The guidelines apply until new guidelines have been 
adopted by the general meeting. The remuneration committee 
monitors and evaluates programs for variable remuneration to 
executive management, the application of guidelines for remu-
neration to senior executives, current remuneration structures 
and remuneration levels within the Company. The remunera-

tion to the CEO is decided within the framework of the princi-
ples approved by the board after preparation and recommen-
dation by the remuneration committee. The remuneration to 
other senior executives is decided by the CEO within the frame-
work of established principles and in consultation with the 
remuneration committee. The CEO and other members of 
executive management do not participate in the board’s 
processing of and decisions on remuneration-related matters 
insofar as they are affected by the matters. 

Deviating from the guidelines  
The board of directors may decide to deviate from the guide-
lines in whole or in part if there are specific reasons to do so in 
individual cases and a departure is necessary to meet the 
Company’s long-term interests, including its sustainability, or 
to ensure the Company’s financial viability. As stated above, 
part of the remuneration committee’s tasks involves preparing 
the board’s decisions on remuneration matters, which includes 
decisions on deviations from the guidelines. 

Information about agreed remuneration that is not yet due 
for payment 
On June 10, 2019, new regulations were introduced to the 
Swedish Companies Act, including regulations concerning the 
format of remuneration guidelines. In accordance with transi-
tional arrangements for the new regulations, proposals for 
remuneration guidelines are to contain information about 
previously agreed remuneration that is not yet due for 
payment. Aside from the commitments to continuously pay 
remuneration such as salary, pensions and other benefits, 
there is no previously agreed remuneration to any senior exec-
utive that is not yet due for payment. For more information 
about remuneration to senior executives, refer to Isofol’s 2019 
annual report.

REMUNERATION TO AND EMPLOYMENT CONTRACTS FOR BOARD MEMBERS, THE CEO AND SENIOR EXECUTIVES 
Decisions regarding the current remuneration levels and other 
terms of employment for the CEO and other senior executives 
have been taken by the board of directors. 

The table below presents remuneration to the CEO and 
other senior executives for the 2020 financial year. The 
amounts are presented in SEK.

Name Base salary  
Variable  

remuneration
Other  

benefits Pensions Total
Ulf Jungnelius,  
CEO 3,283,720 990,000 123,167 671,000 5,067,887
Gustaf Albèrt,  
Deputy CEO and CFO 1,921,239 426,030 81,091 436,133 2,864,493
Other senior executives  
(2 individuals) 3,870,190 565,250 158,832 918,399 5,512,671

In addition to a fixed salary, the CEO and other members of 
executive management may, in accordance with a separate 
agreement, receive variable salary when they meet predeter-
mined criteria. Any variable salary consists of annual variable 
cash remuneration and may not exceed 50 percent of the fixed 
annual salary for the CEO and 33 percent for other senior 
executives. Variable remuneration is not pensionable.

For the CEO, pension benefits, including health insurance, 
are defined contribution and the premiums must not exceed 20 
percent of the fixed annual salary. For other members of exec-
utive management, pension benefits, including health insur-
ance, are to be defined contribution unless the executive is 
covered by a defined benefit pension in accordance with 
mandatory collective agreement provisions. The premiums for 
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defined contribution pensions must not exceed 30 base 
amounts annually. Variable cash remuneration must not be 
pensionable.

Employment contracts with senior executives (not includ-
ing the CEO) stipulate a mutual notice period of three (3) to six 
(6) months. The contract for the CEO stipulates a mutual notice 
period of six (6) months. In the event of termination of the CEO 
by the Company (with the exception of a serious contractual 
breach), severance pay of twelve (12) monthly salaries applies. 

Incentive programs
For a description of the Company’s incentive programs, refer 
to the section “Share capital and ownership structure – 
 Incentive programs”.

AUDIT
The auditor is to review Isofol’s annual reports and accounting 
as well as the management of the board of directors and the 
CEO. Following each financial year, the auditor is to submit an 
audit report and a consolidated audit report to the annual 
general meeting. 

Pursuant to the Company’s articles of association, the 
Company is to have at least one (1) and not more than two (2) 
auditors. A registered public accounting firm can also be 
employed as auditor. The Company’s auditor is KPMG AB, with 
Jan Malm as auditor in charge. The Company’s auditor is 
presented in greater detail in the section “Board of directors, 
senior executives and auditors”. 

INTERNAL CONTROL AND RISK MANAGEMENT
The framework for internal control is governed by the Swedish 
Companies Act and the Code. Internal control is a process 
implemented by the board, the audit committee, the CEO, 
senior executives and other employees that is intended to 
ensure, in a reasonable way, that the Company’s goals are met 
with regard to effective and efficient operations, reliable 
reporting and compliance with applicable laws and regulations. 
Internal control regarding financial reporting is an integrated 
aspect of the overarching internal control. Examples of control 
activities are the division of functions, reconciliation, approval, 
protection of assets and monitoring of information systems. 
Internal control regarding financial reporting is designed to 
create a reasonable assurance of reliability in external finan-
cial reporting and to ensure that external financial reporting is 
prepared in accordance with the law, applicable accounting 
standards and other requirements for listed companies. 

The board is ultimately responsible for the internal control 
of scientific data, pharmaceutical supplies and financial report-
ing. Internal control is formally established through a number 
of written policies and governing documents that regulate 

financial reporting and written rules of procedure that define 
the board’s responsibility and how the responsibility is divided 
between board members, committees and the CEO. The board 
has thus prepared a special authorization procedure and a 
finance manual that contains principles, guidelines and 
process descriptions for accounting and financial reporting. 
The board continually monitors the Company’s financial posi-
tion, the efficiency of the Company’s internal control and risk 
management. The board also has procedures for remaining 
informed about the audit of the annual accounts and consoli-
dated accounts and reviewing and monitoring the objectivity 
and independence of the auditor. Responsibility for the contin-
uous work on internal control regarding financial reporting is 
delegated to the audit committee. The audit committee reports 
to the board on an ongoing basis in accordance with estab-
lished instructions and the instructions for financial reporting. 

The audit committee is responsible for the quality, monitor-
ing and control of Isofol’s internal control and risk manage-
ment, in particular concerning issues of regulatory compliance 
and financial reporting. For more information on the tasks of 
the audit committee, refer to the section “Corporate govern-
ance – Audit committee” earlier in this section. 

Isofol identifies, evaluates and manages ongoing risks 
based on the Company’s operations. The Company’s manage-
ment group has a special risk evaluation document in which 
risks are identified and evaluated and the management of 
these risks is analyzed. The risk evaluation document is to be 
presented to the board annually. 

The purpose of the Company’s information and communi-
cation channels is to promote the accuracy of the financial 
reporting and facilitate reporting and feedback from the oper-
ations to the board and management, for example, by making 
all governing documents and instructions available and ensur-
ing the relevant employees are familiar with them. The board 
has also adopted an information policy that regulates the 
Company’s provision of information. By having a uniform strat-
egy for external communication, the risk of misinformation, 
rumors and misunderstanding is reduced. 

Compliance and the efficiency of internal control are 
continuously followed up. The audit committee ensures that 
the board regularly receives reports on the performance of the 
Company’s operations, including the performance of the 
Company’s earnings and financial position, and information on 
key events. The audit committee also reports on these issues 
at every board meeting. The Company’s compliance with 
applicable policies and governing documents is assessed 
annually. The results of these assessments are compiled by 
the audit committee and reported to the board. 
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GENERAL INFORMATION
According to the Company’s articles of association, the share 
capital shall be not less than SEK 2,250,000 and not more than 
SEK 9,000,000, and the number of shares shall be not less than 
74,500,000 and not more than 298,000,000. As of the date of 
this Prospectus, the Company’s share capital amounts to SEK 
4,945,252.061914 divided between a total of 161,515,440 shares. 
Each share has a nominal value of SEK 0.0306181).

The shares in the Company are of the same class, have 
been issued in accordance with Swedish law and are denomi-
nated in Swedish kronor (SEK). The shares are fully paid and 
freely transferable. 

The shares in the Company are not subject to a mandatory 
offering, redemption rights or sell-out obligation. No public 
takeover bid has been made for the Company’s shares during 
the current or preceding financial year

CERTAIN RIGHTS ASSOCIATED WITH THE SHARES
The shares in Isofol have been issued pursuant to the Swedish 
Companies Act (2005:551) and the rights associated with 
shares issued by the Company, including those pursuant to 
the articles of association, can only be amended in accord-
ance with the procedures set out in this Act.

VOTING RIGHTS
Each share entitles the holder to one (1) vote at the Company’s 
general meeting. Every shareholder who is entitled to vote may 
vote at general meetings for the total number of shares they 
own and represent. 

PREFERENTIAL RIGHT TO NEW SHARES, ETC.
Shareholders normally have preferential rights to subscribe for 
new shares, subscription warrants and convertibles in accord-
ance with the Swedish Companies Act, unless the general meet-
ing or the board, based on authorization granted by a general 
meeting, resolves to disapply the shareholders’  preferential rights.

RIGHTS TO DIVIDENDS AND SURPLUS IN THE EVENT 
OF LIQUIDATION
All shares carry equal rights to the Company’s assets and 
profit. In the event of liquidation of the Company, shareholders 
are entitled to a portion of the surplus in relation to the number 
of shares held by the shareholder. 

Decisions regarding dividends are made by the general 
meeting and dividends are paid through Euroclear Sweden. 
Dividends may only be paid in an amount that ensures there is 
full coverage for the Company’s restricted equity after the divi-
dend is paid and provided that the dividend appears to be justi-
fied taking into consideration (i) the demands with respect to 
the size of equity which are imposed by the nature, scope and 
risks associated with the operations, and (ii) the Company’s 

and the group’s need to strengthen its balance sheet, liquidity 
and financial position in general (known as the prudence rule).  
As a general rule, the shareholders are not permitted to take 
 decisions regarding dividends in an amount that exceeds the 
amount proposed or approved by the board.

The right to dividends applies to shareholders who are 
registered as shareholders in the share register maintained by 
Euroclear Sweden on the record date for dividends decided  
by the general meeting. If a shareholder cannot be reached  
for the receipt of dividends, the shareholder’s claim on the 
Company remains and is limited solely through regulations 
governing the statute of limitations. Should the claim become 
barred by the statute of limitations, the entire amount is 
forfeited to the Company. 

The Company does not apply any restrictions or special 
procedures for the payment of cash dividends to shareholders 
domiciled outside Sweden. With the exception of possible restric-
tions imposed by banking and clearing systems, payment is to 
be made in the same manner as to shareholders domiciled in 
Sweden. However, tax legislation in the investor’s home country 
may impact any income received from shares in the Company; 
refer to the section “Important information about taxation”.

INFORMATION RELATED TO TAKEOVER BIDS  
AND REDEMPTION OF MINORITY SHARES  
After admission to trading on Nasdaq Stockholm, Isofol’s shares 
will be admitted to trading on a regulated market. According 
to the Swedish Stock Market (Takeover Bids) Act (2006:451), 
anyone who does not hold any shares or holds shares that 
represent less than three-tenths of the voting rights for all 
shares in a Swedish limited liability company, for which shares 
are traded on a regulated market (the “Target Company”), and 
through the acquisition of shares in the Target Company, alone 
or together with an affiliated party, achieves a shareholding 
that represents at least three-tenths of the votes for all shares in 
the Target Company, must immediately publish the size of his or 
her shareholding in the Target Company, and within four weeks 
thereafter submit a public takeover offer with regard to the 
remaining shares in the Target Company (mandatory offering). 

A shareholder who personally, or through a subsidiary, 
holds more than 90 percent of the shares in a Swedish limited 
liability company has the right to redeem the remaining shares 
in the company. A shareholder whose shares can be redeemed 
has the right to have their shares redeemed by the majority 
shareholder. The formal procedure for redeeming minority 
shares is regulated in the Swedish Companies Act.

DIVIDEND POLICY
Isofol is a growth company and there are no plans to pay divi-
dends in the next few years. Dividends may be paid in the future 
when the Company’s results and financial position so permit. 

SHARE CAPITAL AND  
OWNERSHIP STRUCTURE

1) The nominal value of the share is calculated by dividing the Company’s share capital of SEK 4,945,252.061914 by the number of shares in the Company, 161,515,440.
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SHARE CAPITAL DEVELOPMENT
The following table shows the historical development of the Company’s share capital during the period stated for the historical 
financial information in the Prospectus.

Share capital (SEK)

Date Event

Price  
(SEK per 

share)

Change  
in number  
of shares  

and votes

Total number 
of shares  

and votes 
after the 

transaction Change Total 

Nominal 
value  
(SEK)

2018

Exchange of  
subscription warrants 

to shares 17 450,302 32,054,802 13,787 981,448.4 0.03

2020

New share issue  
(rights issue and 

over-allotment option)1 3.50 51,311,164 83,365,966 1,571,036.5 2,552,484.9 0.03

2021

New share issue  
(rights issue and 

over-allotment option)2 6.40 78,149,474 161,515,440 2,392,767.2 4,945,252.1 0.03

Note: (1) The registration of the new share issue comprised three part-registrations with the Swedish Companies Registration Office.
Note: (2) The registration of the new share issue comprised three part-registrations with the Swedish Companies Registration Office.

ONVERTIBLES, SUBSCRIPTION WARRANTS, ETC.
When the Company’s shares are listed on Nasdaq Stockholm, 
there will be no subscription warrants, convertibles or any 
other equity-related financial instruments in the Company 
outstanding, other than what is stated in the section “Incentive 
programs” below.

INCENTIVE PROGRAMS
WARRANT PROGRAM 2018
An extraordinary general meeting on December 17, 2018 
resolved to introduce a subscription warrant-based incentive 
program (Warrant Program 2018) for all employees of the 
Company and future key employees through a directed issue 
of a total maximum of 1,461,698 subscription warrants, of 
which a maximum of 730,849 warrants are Series 2018/2022 
and a maximum of 730,849 warrants are Series 2018/2023,  
to the wholly owned subsidiarity Isofol Medical (Incentive) AB 
(“Incentive”). Incentive has the right and an obligation to 
 transfer the warrants as follows: 
(i) The CEO may acquire 128,219 subscription warrants in 

Series 2018/2022 and 128,219 subscription warrants in 
Series 2018/2023. 

(ii) The category of “Other members of Group management” 
(five individuals) may acquire 80,137 subscription warrants 
in Series 2018/2022 and 80,137 subscription warrants in 
Series 2018/2023. 

(iii) The category of “Other key employees” (six individuals) 
may acquire 25,644 subscription warrants in Series 
2018/2022 and 25,644 subscription warrants in Series 
2018/2023.

(iv) The category of “Support personnel” (three individuals) 
may acquire 16,027 subscription warrants in Series 
2018/2022 and 16,027 subscription warrants in Series 
2018/2023.

Each warrant entitles the holder to subscribe for a new share 
in the Company during the period from May 15, 2022 to July 15, 
2022 for Series 2018/2022, and the period from May 15, 2023 
to July 15, 2023 for Series 2018/2023. For Series 2018/2022, the 
subscription price for the shares subscribed for using the 
subscription warrants has been set at 200 percent of the aver-
age volume-weighted price of the Isofol share during the 
measurement period from December 17, 2018 to January 3, 
2019, and for Series 2018/2023, the subscription price has been 
set at 300 percent of the average price of the Isofol share 
during the measurement period from December 17, 2018 to 
January 3, 2019. The subscription price, calculated in accord-
ance with the terms of each series and recalculated due to the 
Company’s new share issues carried out in 2020 and 2021, for 
shares subscribed for using the Series 2018/2022 subscription 
warrants amounts to SEK 28.3 and the subscription price for 
shares subscribed for using the Series 2018/2023 subscription 
warrants amounts to SEK 42.5. The subscription price is to be 
paid in cash.

1,260,136 subscription warrants have been acquired by the 
participants at a subscription price corresponding to the 
market price of the warrant calculated through an independ-
ent valuation using the Black & Scholes model, which gener-
ated SEK 1,482,674 in warrant premiums. All senior executives 
and employees chose to participate in Warrant Program 2018.

The aim of the incentive program and the reason for disap-
plying the shareholders’ preferential rights is that the program 
is expected inter alia to help raise the motivation and commit-
ment of the participants, strengthen the bond between the 
employees and the Company, increase interest in the opera-
tions and the earnings trend of the Company, and improve 
opportunities for recruiting and retaining competent and 
 experienced employees.

In early February 2020 and in May 2020, 207,287 subscrip-
tion warrants were repurchased by Isofol. These subscription 
warrants were attributable to individuals who had terminated 
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their employment with Isofol. The repurchase took place at 
market value, calculated according to the Black & Scholes 
model. The market valuation was performed by an external 
valuation consultant. Of the total number of warrants, approxi-
mately 408,000 subscription warrants remained that had not 
been transferred or repurchased by participants whose 
employment with the Company had ended. In conjunction with 
the 2020 annual general meeting, all outstanding subscription 
warrants in Warrant Program 2018 that were not allotted to a 
holder were canceled.

Based on the number of shares as of the date of this 
Prospectus, the warrant program entails, on full exercise of the 
subscription warrants, a full dilution corresponding to 1.46 
percent of the total number of shares outstanding and votes 
in the Company.

WARRANT PROGRAM 2020
The annual general meeting on June 24, 2020 resolved to 
introduce a subscription warrant-based incentive program 
(Warrant Program 2020) for the Company’s CEO through a 
directed issue of a total maximum of 250,000 subscription 
warrants to the wholly owned subsidiarity Incentive. 

Each warrant entitles the holder to subscribe for a new 
share in the Company during the period from May 15, 2023 to 
July 15, 2023. The subscription price for the shares, after recal-
culation due to the Company’s new share issue that took place 
in 2021, was set at SEK 30.3 per share. The subscription price is 
to be paid in cash.

As of the date of this Prospectus, all 250,000 subscription 
warrants had been acquired by the Company’s CEO at a 
subscription price of SEK 0.24 per subscription warrant, which 
generated SEK 60,000 in warrant premiums. The subscription 
warrants were transferred at market value.

The aim of the incentive program and the reason for 
disapplying the shareholders’ preferential rights is that the 
program is expected to, inter alia, help raise the motivation and 
commitment of the CEO and strengthen the bond between the 
CEO and the Company. Such commitment is expected to 
increase interest in the operations and the earnings trend of 
the Company and improve opportunities for retaining the 
competence and experience of the CEO.

Based on the number of shares on the date of this Prospec-
tus, the warrant program entails, on full exercise of the subscrip-
tion warrants, a full dilution corresponding to 0.28 percent of the 
total number of shares outstanding and votes in the Company.

Total dilution  
The total dilutive effect for all of the outstanding incentive 
programs in the Company amounts to 2.32 percent of the total 
number of shares outstanding and votes in the Company.

OWNERSHIP STRUCTURE  
On June 30, 2021, including any changes known to the Company 
after that date, the Company’s largest shareholder, whose hold-
ing exceeds 5 percent of the number of shares and votes in the 
Company, is Futur Pension, which holds 13,370,843 shares and 
8.28 percent of the capital and votes in the Company. To the 
best of the knowledge of the Company, the Company is not 
directly or indirectly controlled by a single individual. 

SHAREHOLDER AGREEMENTS
To the best of the knowledge of the Company’s board, there 
are no shareholder agreements between the Company’s 
shareholders that are intended to jointly influence the 
Company. Nor is the Company’s board aware of any agree-
ments or similar arrangements that could lead to changes  
in control over the Company.

CENTRAL SECURITIES DEPOSITORY
The Company’s shares are registered in a central securities 
depository register in accordance with the Swedish Central 
Securities Depositories and Financial Instruments Accounts Act 
(1998:1479). The register is maintained by Euroclear Sweden AB, 
Box 191, SE-101 23 Stockholm, Sweden. No share certificates 
have been issued for the Company’s shares.

APPLICATION FOR LISTING ON NASDAQ 
STOCKHOLM
The Company’s shares have been listed on Nasdaq First North 
Premier Growth Market since April 4, 2017, under the ticker 
ISOFOL and with ISIN code SE0009581051. On October [15], 
2021, Nasdaq Stockholm’s listing committee decided that Isofol 
meets the requirements for the Company’s share to be admit-
ted to trading on the main list of Nasdaq Stockholm. The deci-
sion is subject to the fulfillment of customary terms and condi-
tions, including approval of the Prospectus and registration 
with FI. The final day of trading on Nasdaq First North Premier 
Growth Market is expected to be October 20, 2021. The Compa-
ny’s shares will be admitted to trading on Nasdaq Stockholm 
on or about October 21, 2021. In connection with this, the shares 
will be traded under the same ticker, ISOFOL, and the same 
ISIN code SE0009581051.
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Article 1 Business name
The Company’s business name is Isofol Medical AB (publ).

Article 2 Registered office
The board of directors shall have its registered office in the 
municipality of Gothenburg.

Article 3 Operations
The object of the Company’s operations is to conduct research 
and development of medical devices and drugs, to conduct 
consulting operations within the pharmaceutical and medical 
device industry, and to engage in associated activities.

Article 4 Share capital
The share capital shall amount to no less than SEK 2,250,000 
and no more than SEK 9,000,000.

Article 5 Shares
The number of shares shall amount to no less than 74,500,000 
and no more than 298,000,000.

Article 6 Board of directors
The board of directors is to consist of no fewer than three (3) 
and no more than nine (9) members, aside from individuals 
who by law can be appointed in a different order

Article 7 Auditor
The Company shall have one or two authorized public 
accountant(s) or one registered public accounting firm as  
its auditor.

Article 8 Notice to attend
Notice of a general meeting shall be published in the Swedish 
Official Gazette (Sw. Post- och Inrikes Tidningar) and on the 
Company’s website. An announcement that notice has been 
issued shall be published in Dagens Industri.

To participate in a general meeting, shareholders must 
notify the Company not later than on the day specified in the 
notice convening the meeting. This may not be a Sunday, 
public holiday, Saturday, Midsummer Eve, Christmas Eve or 
New Year’s Eve, and may not fall less than five working days 
prior to the meeting. At a general meeting, shareholders may 
be accompanied by one or two assistants, although only if the 
shareholder has given notification of this to the Company as 
specified above.

The board of directors may resolve that a person who is 
not a shareholder, on terms and conditions determined by  
the board of directors, shall attend or otherwise observe the 
proceedings at the general meeting.

Article 9 Business at annual general meetings
The following items shall be addressed at the annual general 
meeting:

 1. Election of a chairman of the meeting.
 2. Preparation and approval of the voting list.
 3. Approval of the agenda.
 4.  Election of one or two persons, together with the chairman, 

to verify the minutes.
 5.  Determination of whether the meeting has been duly 

convened.
 6.  Presentation of the annual report and the audit report 

and, where applicable, the consolidated accounts and the 
audit report on the consolidated accounts.

 7.  Resolution regarding adoption of the income statement 
and balance sheet and, where appropriate, the consoli-
dated accounts and consolidated balance sheet.

 8.  Resolution regarding allocation of the Company’s profit  
or loss in accordance with the adopted balance sheet.

 9.  Resolutions regarding the discharge from liability for the 
board members and the CEO.

 10.  Determination of the number of board members, 
appointed by the meeting.

 11.  Resolution regarding remuneration of the board of direc-
tors and, if applicable, remuneration of the auditors.

 12.  Election of board members and, where appropriate, audi-
tor(s) or, where appropriate, a public accounting firm.

 13.  Determination of guidelines for remuneration to senior 
executives.

 14.  Other business to be addressed by the meeting in accord-
ance with the Swedish Companies Act or the articles of 
association

Article 10 Record date provision  
The Company’s shares shall be registered in a central securi-
ties depository register in accordance with the Swedish Central 
Securities Depositories and Financial Instruments Accounts Act 
(1998:1479).

Article 11 Financial year
The Company’s financial year is to be from January 1 to 
December 31.

ARTICLES OF ASSOCIATION
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GENERAL, LEGAL GROUP STRUCTURE
The Company’s business name and its commercial name  
is Isofol Medical AB (publ), and the Company’s LEI code is 
549300MCXYAHG7VBHX75. The Company’s corporate identity 
number is 556759-8064 and the registered office of the board 
of directors is in the municipality of Gothenburg. The Company 
is a Swedish public limited liability company, an affiliate of 
Euroclear Sweden AB and its legal form of business entity is 
regulated by the Swedish Companies Act. The Company’s 
address is Arvid Wallgrens Backe 20, SE-413 46 Gothenburg, 
Sweden. The Company was founded on May 23, 2008 and 
registered with the Swedish Companies Registration Office  
on June 16, 2008.

The Company is the parent company of a wholly owned 
Swedish subsidiary, Isofol Medical (Incentive) AB, corporate 
identity number 556894-0133, that was founded on May 23, 
2012 and registered with the Swedish Companies Registration 
Office on the same date. 

THE COMPANY’S OPERATIONS
According to the Company’s articles of association, the object 
of the Company’s operations is to conduct research and devel-
opment of medical devices and drugs, to conduct consulting 
operations within the pharmaceutical and medical device 
industry, and to engage in associated activities.

IMPORTANT INFORMATION ABOUT TAXATION
Tax legislation in the investor’s home country and in Sweden 
may impact any revenue received from shares in the Company.

The taxation of any dividends as well as capital gains taxa-
tion and rules concerning capital losses on the divestment of 
securities depend on the specific situation of each individual 
shareholder. Special tax rules apply to certain categories of 
taxpayers and certain types of investment forms. Each share-
holder and subscription right holder should therefore consult a 
tax adviser for information on the specific implications that may 
arise in an individual case, including the applicability and effect 
of foreign tax rules and tax treaties.

MATERIAL AGREEMENTS
Apart from the material agreements that have been signed as 
part of the ongoing business operations, the Company has no 
material agreements other than those described below.  

Licensing agreement with Merck KGaA and Merck & Cie
The Company signed a development, licensing and delivery 
agreement with Merck KGaA and Merck & Cie on May 14, 2013. 
Under the agreement, Isofol has an exclusive worldwide license 
to utilize, develop and commercialize arfolitixorin for the treat-

ment of cancer. Furthermore, Merck & Cie has, pursuant to the 
agreement, undertaken to work together on the commerciali-
zation of arfolitixorin and to manufacture and deliver arfolitixo-
rin during the Company’s preclinical and clinical studies, and 
during future commercialization. Isofol’s license is conditional 
on fulfilling clinical, regulatory and commercial milestones. 
The agreement regulates the remuneration that Isofol pays 
both for the active pharmaceutical ingredient (API) and for 
future sales of arfolitixorin.

Manufacturing agreement with Recipharm 
On June 14, 2014, the Company signed an agreement with 
Recipharm under which Recipharm is contracted by Isofol to 
manufacture and deliver the drug once it has been approved 
for commercialization. The agreement is valid until Isofol and 
Recipharm’s manufacturing subsidiary sign an agreement 
under which Recipharm’s manufacturing subsidiary receives 
the exclusive right to manufacture and deliver arfolitixorin or 
when Recipharm or its manufacturing subsidiary confirms 
that it is unable to supply the product on market terms, or 
declines to manufacture the product or to sign the exclusive 
manufacturing agreement on what can be considered to be 
market terms. 

Quality-assurance agreement with  
Merck & Cie and Recipharm
The Company, Merck & Cie and Recipharm signed an agree-
ment on February 13, 2018 regulating each party’s responsibil-
ity in the manufacturing process of arfolitixorin. This agree-
ment is part of the quality assurance under good manufactur-
ing practice (GMP) that the parties must comply with when 
arfolitixorin is manufactured for the treatment of patients.

Licensing agreement with Solasia Pharma K.K
On August 13, 2020, the Company entered into a licensing 
agreement with Solasia Pharma K.K under which Solasia 
Pharma K.K receives the exclusive right to certain patents 
(including patents owned by Isofol and Merck) to develop, 
import, sell and market a product containing arfolitixorin for 
the treatment of cancer in Japan. According to the agreement, 
Isofol is to deliver and manufacture the product for Solasia 
Pharma K.K. Under the terms of the agreement, Isofol will 
receive a total amount of approximately USD 100 million 
(approximately SEK 890 million) as upfront, development, 
regulatory and sales-based milestone payments and clinical 
development cost. Solasia Pharma K.K has also undertaken to 
fully finance the expansion of the AGENT study in Japan. In 
addition, Isofol will receive tiered royalties on net sales in solid 
double-digit figures.

LEGAL CONSIDERATIONS AND 
SUPPLEMENTARY INFORMATION
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Licensing agreement with Endo Ventures Limited
On October 31, 2020, the Company entered into a licensing 
agreement with Endo Ventures Limited (“Endo Ventures”) 
under which Endo Ventures and Paladin Labs Inc., an operating 
company of Endo Ventures, receive the exclusive right to 
certain patents (including patents owned by Isofol and Merck) 
to apply for regulatory approval in Canada to import, sell, 
market and distribute a product containing arfolitixorin for the 
treatment of mCRC. According to the agreement, Isofol is to 
deliver and manufacture the product for Endo Ventures. Under 
the terms of the agreement, Isofol will receive a total amount 
of approximately USD 23.05 million (approximately SEK 205 
million) as upfront, development, regulatory and sales-based 
milestone payments. In addition, Isofol will receive tiered royal-
ties on net sales in solid double-digit figures.

INTELLECTUAL PROPERTY RIGHTS
Description of patent rights under the licensing 
agreement with Merck KGaA and Merck & Cie
The Company has licensed a patent from Merck that covers 
the API [6R]-5,10-methylenetetrahydrofolate (arfolitixorin 
hemisulfate). The patent application was submitted in 2014 and 
has now been approved in all significant markets, such as the 
US (via a special grace period application), Europe, Japan and 
China. The granted patent expires in 2037 in the US and 2034  
in other countries.1) The patent granted in the US also includes 
patent requirements for the pharmaceutical preparations and 
the associated process. A (divisional) use patent for a number 
of forms of cancer was also granted in the US. In Europe, 
requirements have been set for pharmaceutical preparations 
and use in treating cancer. Divisional patent applications for 
the intravenous preparation form and associated process were 
subsequently submitted in Europe and several other countries, 
and in several cases these patents were also granted.

Merck also has an older portfolio of patents comprising 
two patent families that cover the process for producing the 
pure active stereoisomerism of tetrahydrofolic acid. These 
patents, which expired in 2020 may be considered to mark 
Merck’s advanced global position in the field of folates and 
in particular chemical production in this area.

The active ingredient [6R]-5,10-methylene-tetrahydrofolic 
acid hemisulfate is expected to enjoy documentary protection 
for new drugs for ten years from market approval in Europe, 
and for five years from market approval in the US.

Isofol has also licensed another patent from Merck that 
covers, inter alia, a pharmaceutical preparation of the active 
ingredient [6R]-5,10-methylene-tetrahydrofolic acid and 
related salts. The patent application was submitted in 2004 
and has now been approved in most significant markets, such 
as the US, Europe, Japan and China. The granted patents 
expire in 2024, except for the US patent, which expires in 2029 
due to a patent term adjustment (PTA).

Patents owned by Isofol
In October 2016, Isofol submitted a patent application for 
dosage regimes for arfolitixorin, based on the ongoing clinical 

ISO-005 study. The application was divided into two different 
application series in August 2017 and was strengthened with 
positive clinical treatment data. One of the series contains the 
most widely used dosage regime today with a double injection 
of arfolitixorin and resulted in a clinical use patent being granted 
in the US in June 2019. Additional patent grants subsequently 
took place in, for example, Europe and Japan. A later dosage 
regime application, specifically targeted to Isofol’s ongoing 
Phase III AGENT study (with double injections of arfolitixorin), 
was submitted in April 2018, an international application was 
submitted in January 2019 and the application was nationalized 
in 2020 in 14 countries (including the European Patent Office 
(EPO), which is considered to be a country in this context). The 
patents granted under these dosage regime applications are 
expected to expire in October 2038 and 2039 at the earliest.

In February 2017, Isofol also submitted a patent application 
for a “method using arfolitixorin on cancer patients to inhibit the 
Tymidylat-Syntas (TS) enzyme” (which is essential for DNA 
synthesis) and for measuring this inhibition by determining the 
blood concentration of the 2’-deoxyuridine (dUrd) biomarker in 
patents.” Isofol was granted two clinical use patents from this 
patent family in the US in May 2019 and May 2020. In addition, 
applications have been submitted in a large number of coun-
tries, such as Europe and Japan. The patents granted under this 
patent application are expected to expire in 2038 at the earliest.

In 2019, Isofol was granted a patent (US 10,487,364 B2) in the 
US for the measurement of gene expression to predetermine 
whether arfolitixorin will be superior to the currently used folate-
based substance for treating cancer in individual patients.

INCENTIVE PROGRAMS
For a description of the Company’s incentive programs, refer 
to the section “Share capital and ownership structure – Incen-
tive programs”.

LEGAL PROCEEDINGS AND ARBITRATION 
PROCEEDINGS
Isofol is not, nor has it been, a party to any government agency 
proceedings, legal proceedings or arbitration proceedings 
(including not yet settled matters or such matters that the 
Company is aware may arise) in the past 12 months, that have 
recently had or could have a material impact on the Company’s 
financial position or profitability. The Company and its board are 
also unaware of any such government agency proceedings, 
legal proceedings or arbitration proceedings that may arise. For 
further information, refer to the section “Risk factors – Busi-
ness-related risks – Disputes and legal proceedings”.

ENVIRONMENTAL ISSUES AND OPERATIONS 
SUBJECT TO REGULATORY AUTHORIZATION
Isofol endeavors to ensure that its environmental impact is as 
small as possible. The Company’s operations are not subject to 
registration or permit obligations under the Swedish Environ-
mental Code (1998:808).

1) In 2037, based on a special grace period application that is only available in the US. In other countries, 2034 is based on 20 years from the original application date.
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INSURANCE
According to the Company’s board, Isofol has standard indus-
try insurance, which management believes provides compre-
hensive insurance cover for the operations conducted by the 
Company as of the date of this Prospectus.

RELATED-PARTY TRANSACTIONS
ONGOING RELATED-PARTY TRANSACTIONS
The section “Share capital and ownership structure – Incentive 
programs” describes the Company’s incentive programs, which 
include Warrant Program 2018. The Company’s management 
and board paid the subscription warrant proceeds through a 
cash payment and a loan from the Company. The following 
related parties of the Company received loans from the 
Company to subscribe for subscription warrants: Gustaf Albèrt 
and Roger Tell. The loans outstanding amounted to SEK 20,000 
per person on June 30, 2021. 

According to the Company, all of the above transactions 
took place on market terms.

PAST RELATED-PARTY TRANSACTIONS 
During the period stated for the historical financial information 
in the Prospectus, the Company had the following, now 
completed, related-party transactions:

In October 2019, the Company signed a consultancy 
agreement with a company partly owned by board member 
Robert Marchesani. This consultancy agreement expired on 
September 13, 2021. Isofol paid remuneration of USD 3,000 per 
working day for the assignment. The consultancy assignment 
was performed by someone other than Robert Marchesani.  
The total remuneration paid by the Company to Robert 
Marchesani’s consultancy firm under the agreement was SEK 
150,936 for the 2019 financial year, SEK 197,654 for the 2020 
financial year and, as of the date of this Prospectus, SEK 78,332 
for the 2021 financial year.

In July 2017, the Company signed a consultancy agree-
ment with Alain Herrera’s company AD Bio Consulting Sarl.  
A requirement of the consultancy agreement was that the 
assignment was performed by Alain Herrera. The agreement 
expired on June 26, 2021 Alain Herrera was entitled to remu-
neration of EUR 2,500 per day worked. The total remuneration 
paid by the Company under the consultancy agreement was 
SEK 99,172 for the 2018 financial year and SEK 41,495 for the 
2019 financial year. No remuneration was paid for the 2020  
or 2021 financial years.

Between April 2016 and November 2019, the Company had 
a consultancy agreement with the Company’s then board 
chairman, and now current CEO, Ulf Jungnelius’s company 
Healthcom GmbH, for work in addition to Ulf Jungnelius’s 
board assignment with the Company, primarily pharmaceuti-
cal development and pharmaceutical management. This 
consultancy agreement was valid until further notice with a 
period of notice of one month and the Company paid remu-
neration of EUR 2,500 per working day for this assignment. The 
total remuneration paid by the Company to Healthcom GmbH 
was SEK 468,868 for the 2018 financial year and SEK 726,620 
for the 2019 financial year. 

In May 2018, the Company signed a consultancy agreement 
with former board member Bengt Gustavsson’s company, Biofol 
AB, for work in addition to Bengt Gustavsson’s board assign-
ment with the Company, primarily the implementation of clinical 
studies and pharmaceutical research. The consultancy agree-
ment expired in December 2018 and a new agreement for 2019 
was subsequently signed. The total remuneration paid by the 
Company to Biofol AB was SEK 554,074 for the 2018 financial 
year, SEK 618,951 for the 2019 financial year and SEK 727,969 for 
the 2020 financial year. No remuneration was paid for the 2021 
financial year. Bengt Gustavsson stepped down as a board 
member of the Company in the 2019 financial year. 

In April 2018, the Company signed a consultancy agree-
ment with board member Paula Boultbee’s company, PTB 
Consulting LLC, for work in addition to Paula Boultbee’s board 
assignment with the Company, primarily pharmaceutical 
development and pharmaceutical commercialization. The 
consultancy agreement expired in December 2018 and a new 
assignment was not signed. The Company did not pay any 
remuneration to PTB Consulting LLC for the 2018 financial year.

In the 2016 financial year, the Company signed a consul-
tancy agreement with former board chairman Jan-Eric Öster-
lund’s company, Gilera, which later changed its business name 
to TenFrame, for work in addition to Jan-Eric Österlund’s board 
assignment with the Company, primarily strategic activities. 
The consultancy agreement expired in April 2018 and a new 
assignment was not signed. The total remuneration paid by 
the Company to Gilera, which later changed its business name 
to TenFrame, was SEK 729,392 for the 2018 financial year.

In 2014, the Company signed a consultancy agreement with 
former board member Lars Lind’s company, Lars Lind AB, for 
work in addition to Lars Lind’s board assignment with the 
Company, primarily strategic activities. The consultancy agree-
ment expired in December 2018. The Company did not pay any 
remuneration to Lars Lind AB for the 2018 financial year.

On August 7, 2017, the Company signed a consultancy 
agreement with DeLiSci AB, a company owned by former 
senior executive Sven Erickson, for consultancy services in the 
form of serving as Chief Commercial Officer of the Company. 
The consultancy agreement expired in December 2018 when 
Sven Erickson was employed as the Company’s Chief Commer-
cial Officer. The total remuneration paid by the Company to 
DeLiSci AB was SEK 2,200,000 for the 2018 financial year.

According to the Company, all of the agreements above 
were signed based on market terms.

LEGISLATION AND REGULATIONS
Isofol conducts operations in a number of different countries, 
meaning that the Company must comply with the require-
ments of a number of laws and regulations, including sanction 
and corruption provisions. Since the Company processes 
personal data, the Company must also comply with GDPR, 
which came into force on May 25, 2018. The aim of GDPR is to 
harmonize legislation regarding the processing personal data 
within the EU and the regulation involves a higher level of 
privacy for private individuals and significantly expanded 
sanctions for non-compliance with the regulation, which sets 
stricter requirements for how Isofol processes personal data. 
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To the best of the knowledge of the Company, there are no 
outstanding material complaints or legal proceedings regard-
ing the Company’s processing of personal data.

Furthermore, Isofol is also subject to general regulations 
that apply to Swedish public limited liability companies and, in 
the future, the Company will also be subject to the laws, regula-
tions and recommendations pursuant to the listing of the 
Company’s shares on Nasdaq Stockholm.

COSTS FOR ADMISSION TO TRADING
Isofol’s costs for admitting the shares to trading on Nasdaq 
Stockholm are estimated at approximately SEK 4 million. Such 
costs are primarily attributable to costs for auditors and advis-
ers as well as fees for Nasdaq Stockholm and FI.

ADVISER INTERESTS
Carnegie Investment Bank AB (publ) is Isofol’s financial adviser 
in connection with the listing on Nasdaq Stockholm. Advokat-
firman Vinge KB is the Company’s legal adviser and has 
assisted Isofol in preparing the Prospectus. Neither Carnegie 
Investment Bank AB (publ) nor Advokatfirman Vinge KB have 
any material conflicting interests in the admission to trading, 
and both will receive customary remuneration for their advi-
sory services to the Company in connection with the admission 
to trading. The Company’s advisers may provide additional 
advice to the Company.

PROSPECTUS APPROVAL
The Swedish Prospectus has been approved by the SFSA as 
competent authority under Regulation (EU) 2017/1129. The 
SFSA only approves the Swedish Prospectus as meeting the 
standards of completeness, comprehensibility and consistency 
imposed by Regulation (EU) 2017/1129. Such approval should 
not be considered as an endorsement of the issuer or the qual-
ity of the securities that are the subject of the Swedish Prospec-
tus. Investors should make their own assessment as to the suit-
ability of investing in the securities. The Swedish Prospectus 
was approved by the SFSA on October 18, 2021. The validity 
period for the Swedish Prospectus will expire on October 18, 
2022, provided that the Swedish Prospectus is completed with 
supplements when required pursuant to Regulation (EU) 
2017/1129, or when the admission to trading of the shares on 
Nasdaq Stockholm is completed. The obligation to supplement 
the Swedish Prospectus in the event of significant new circum-
stances, factual errors or material inaccuracies does not apply 
when the Swedish Prospectus is no longer valid.

DOCUMENTATION INCORPORATED THROUGH 
REFERENCE
The following documents are incorporated through reference 
and thus constitute part of the Prospectus and can be read as 
a part thereof:

- 2018 Annual Report: Report on the Group’s results (page 44), 
the Group’s balance sheet (page 44), report on changes to equity 
for the Group (page 45), the Group’s cash flow statement (page 
46), notes (pages 50–66) and auditor’s report (pages 68–69).

Link to financial statement: https://isofolmedical.com/
wp-content/uploads/2019/07/Isofol_Arsredovisning-2018- 
final-web.pdf 

- 2019 Annual Report: Report on the Group’s results (page 
45), the Group’s balance sheet (page 45), report on changes to 
equity for the Group (page 46), the Group’s cash flow state-
ment (page 47), notes (pages 51–69) and auditor’s report 
(page 71–72). 

Link to financial statement: https://isofolmedical.com/
wp-content/uploads/2020/08/Isofol_Arsredovisning-2019_
ISO-106.pdf  

- 2020 Annual Report: Report on the Group’s results (page 
45), the Group’s balance sheet (page 45), report on changes to 
equity for the Group (page 46), the Group’s cash flow state-
ment (page 47), notes (pages 51–70) and auditor’s report 
(page 71–73). 

Link to financial statement: https://isofolmedical.com/
wp-content/uploads/2021/05/Isofol_Arsredovisning-2020_
ISO-172_final-1.pdf 

- Interim report for January 1–June 30, 2021: Consolidated 
income statement (page 8), consolidated balance sheet (page 
9–10), consolidated statement of changes in equity (page 11), 
consolidated cash flow statement (page 12), and notes (page 
15–16). 

Link to financial statement: https://isofolmedical.com/
wp-content/uploads/2021/08/20210824_Isofol_Halvars-
rapport-2021_ISO-205_final.pdf 

The Company’s annual reports for the 2018, 2019 and 2020 
financial years have been audited by the Company’s auditors. 
The auditor’s report is attached to each annual report. The 
annual reports were prepared in accordance with IFRS. The 
interim report for January 1–June 30, 2021 has been prepared 
in accordance with IFRS but was not audited by the Company’s 
auditors. 

Besides the Company’s audited annual reports for the 
2018, 2019 and 2020 financial year, no information in the 
Prospectus has been audited or reviewed by the Company’s 
auditor. Those parts of the financial information that have not 
been incorporated through reference are either not relevant to 
investors or can be found elsewhere in the Prospectus.

DOCUMENTS AVAILABLE FOR INSPECTION
Copies of the following documents can be inspected at the 
Company’s office (Arvid Wallgrens Backe 20, SE-413 46 
Gothen burg, Sweden) during normal working hours for the 
duration of the validity of the Prospectus:

–  The Company’s articles of association and registration 
certificate.

–  The Company’s annual reports for the 2018, 2019 and 
2020 financial years (including the auditor’s reports).

–  The Company’s interim report for January 1–June 30, 2021.  
– The Prospectus.
These documents are also available in electronic form on 

the Company’s website, www.isofolmedical.com. No other 
information on the Company’s website comprises part of the 
Prospectus except the documents incorporated in the Prospec-
tus through reference as stated above.

https://isofolmedical.com/wp-content/uploads/2019/07/Isofol_Arsredovisning-2018-final-web.pdf
https://isofolmedical.com/wp-content/uploads/2019/07/Isofol_Arsredovisning-2018-final-web.pdf
https://isofolmedical.com/wp-content/uploads/2019/07/Isofol_Arsredovisning-2018-final-web.pdf
https://isofolmedical.com/wp-content/uploads/2020/08/Isofol_Arsredovisning-2019_ISO-106.pdf
https://isofolmedical.com/wp-content/uploads/2020/08/Isofol_Arsredovisning-2019_ISO-106.pdf
https://isofolmedical.com/wp-content/uploads/2020/08/Isofol_Arsredovisning-2019_ISO-106.pdf
https://isofolmedical.com/wp-content/uploads/2021/05/Isofol_Arsredovisning-2020_ISO-172_final-1.pdf
https://isofolmedical.com/wp-content/uploads/2021/05/Isofol_Arsredovisning-2020_ISO-172_final-1.pdf
https://isofolmedical.com/wp-content/uploads/2021/05/Isofol_Arsredovisning-2020_ISO-172_final-1.pdf
https://isofolmedical.com/wp-content/uploads/2021/08/20210824_Isofol_Halvarsrapport-2021_ISO-205_final.pdf
https://isofolmedical.com/wp-content/uploads/2021/08/20210824_Isofol_Halvarsrapport-2021_ISO-205_final.pdf
https://isofolmedical.com/wp-content/uploads/2021/08/20210824_Isofol_Halvarsrapport-2021_ISO-205_final.pdf
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MEDICAL ABBREVIATIONS AND DEFINITIONS

CMC Chemistry, manufacturing and controls

iDSMB Independent Data Safety Monitoring Board

EMA European Medicines Agency

FDA U.S. Food and Drug Administration

IND Investigational New Drug (for the FDA)

MTHF Methylenetetrahydrofolate

ORR Objective response rate

OS Overall survival

TGA Australian Therapeutic Goods Administration

PMDA Japanese Pharmaceuticals and Medical Devices Agency

STUDY PHASES
Preclinical study Research that takes place before a drug or treatment method is sufficiently documented to be studied in humans. 

Includes testing of substances on tissue samples and subsequent testing on laboratory animals. 

Clinical study/trial Investigation of a new drug or treatment method on healthy volunteers or patients where the aim is to study the   
 efficacy and safety of an, as yet, unapproved form of treatment. 

Clinical phase l The first time when a new substance is given to humans. Phase I studies are often carried out on a small number of 
healthy volunteers to study safety and dosage for an, as yet, unapproved form of treatment.

Clinical phase ll Phase ll refers to the first time when a drug under development is given to patients to study the safety, dosage and 
efficacy of an, as yet, unapproved form of treatment.

Phase IIa refers to an early study to ascertain the safety profile and an early indication of the efficacy in a well- 
defined patient group.

Phase IIb refers to a randomized study with the objective of comparing drug candidates with standard treatments of 
one surrogate endpoint in a well-defined patient group, known as a proof of concept study.

Clinical phase lll Phase III studies/trials comprise numerous patients and are often conducted over an extended period of time. They 
are intended to map the efficacy and side effects of the drug under ordinary but still closely monitored conditions.

Pivotal study (study 
forming the basis for  
a decision)

A clinical study designed to provide data on the efficacy and safety of the drug when applying for market approval 
from the FDA or EMA, for example.

DEFINITIONS AND GLOSSARY
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OTHER DEFINITIONS

8MM 8 Major Markets (the eight largest oncology markets: the US, EU 5, Japan and China). 

Alternative performance 
measures Key figures that are not defined in accordance with IFRS or BFNAR

EUR Euro

Euroclear Sweden Refers to Euroclear Sweden AB

GDPR Regulation (EU) 2016/679 of the European Parliament and of the Council

Incentive Refers to the wholly owned subsidiary Isofol Medical Incentive AB.

Code Swedish Corporate Governance Code

Nasdaq Stockholm Refers to Nasdaq Stockholm’s main market

Isofol or the Company Refers to Isofol Medical AB (publ)

Prospectus Refers to this prospectus

Prospectus Regulation Regulation (EU) 2017/1129 of the European Parliament and of the Council

SEK/SEK million/TSEK Swedish kronor/million Swedish kronor/thousand Swedish kronor

Board Refers to the board of Isofol Medical AB

USD US dollars 
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THE COMPANY
ISOFOL MEDICAL AB (PUBL)
Arvid Wallgrens Backe 20
SE-413 46 Gothenburg, Sweden
www.isofolmedical.com
Telephone: +46 (0)31 797 22 80

FINANCIAL ADVISOR
CARNEGIE INVESTMENT BANK AB (PUBL)
Regeringsgatan 56
SE-111 56 Stockholm, Sweden

LEGAL ADVISER TO THE COMPANY
ADVOKATFIRMAN VINGE KB
Nordstadstorget 6
Box 11025
SE-404 21 Gothenburg, Sweden

ADDRESSES
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