
Biosimilars: Executive Summary Statement 

As of July, 2021, based on the extensive information available, I am not able to submit “appeals” to 

insurance companies, or provincial healthcare plans, concerning the potential nonmedical switch of 

some patients, from originator biologic agent for IBD, to a biosimilar agent. 

I will continue to follow the literature, and the controversies.  Based on the information available to me, 

including various controversies and expert individual and Society/Association position statements, I feel 

that there is no strong evidence that a nonmedical switch is likely to produce a significant adverse 

outcome in the patient. 

Detailed discussion and rationale: 

Lately there have been a number of changes in the situation, and the "environment", for biologic 

therapies for patients with IBD (and also for patients receiving biologic therapies for other disorders in 

the areas of rheumatology, dermatology and possibly other medical specialties). 

The main problem that we need to address with this document is the "nonmedical switch" which is a 

change in the medication from an original biologic, to a biosimilar.  Many insurance companies, and 

provincial governments, are recommending a switch. 

There is a legal framework for introducing biosimilars, whether covered by FDA (US), EMA (European), 

or Health Canada. There are many complex issues including names, definitions, extrapolation or 

substitution rules, and the research required to allow a biosimilar to be marketed and available. Most of 

these issues cover safety and effectiveness (efficacy is the effectiveness as shown in a controlled trial, 

effectiveness refers to real world results). 

The scientific approach, especially when there is uncertainty and controversy, is to review the body of 

evidence as best as possible, consider the sources, the opinions of experts in the field, and make a 

decision that is adequate and appropriate at this particular time. 

Currently (July 2021), there is inadequate evidence to suggest that the switch is dangerous or 

inappropriate, meaning that there is significant evidence that the switch is safe and reasonable. 

There are many opinions, and a lot of information, much of it in the "conventional" medical literature, 

and much of it also on social media. 

The topic is complex, because of several factors including what information is available, when it was 

published, who wrote it, whether there are any potential biases, is it IBD-specific, or covers other 

diseases treated with biologics, what jurisdiction (US, Europe, Canada, or other countries), what type of 

information (clinical trials, observational studies, systematic reviews), and ethical and legal 

considerations. 

How did I come to this conclusion? 

In order to prepare this statement, I started with a "Medline/ PubMed search", which is a standard 

medical technology, and is a computerized method of searching, through an extensive database 

updated regularly, of all published medical articles, using various search strategies (including Boolean 

logic) including topics, authors, journals, and many other "fields". The results include the standard 



citation, abstract and the PMID#, a unique identification number (provided below for certain references) 

which allows rapid retrieval if you have library access to the database. 

On July 4th, 2021, a search of "biosimilars and IBD" obtained 256 references, these could be reduced to 

93 by limiting the search to “reviews”.  I then reviewed a large number of these, and focused especially 

on very recent reviews, and several articles more relevant to the Canadian situation.  Particularly 

important papers include a paper entitled "A Review Of The Use Of Biosimilars In Inflammatory Bowel 

Disease", published in June 2021, by one British and 3 American experts from Cleveland Clinic, 

Maryland, and Mayo Clinic (PMID: 34176024), and 3 important papers published in the JCAG (Journal of 

the Canadian Association of Gastroenterology), firstly, the Joint Canadian Association of 

Gastroenterology and Crohn's Colitis Canada Position Statement on Biosimilars for the Treatment of 

Inflammatory Bowel Disease (referred to below as the Joint Statement), which was submitted in 

October 2019, published in the February 2020 issue (PMID: 32010877), and 2 papers published back-to-

back in the October 2020 issue, one entitled "The Law And Ethics Of Switching From Biologic To 

Biosimilar In Canada", (PMID: 32905067), and the second "The Argument Against A Biosimilar Switch 

Policy For Infliximab In Patients With Inflammatory Bowel Disease Living In Alberta", (PMID: 32905124).  

This latter paper was submitted to the Journal in November 2019. 

Finally I carefully reviewed 2 letters to the editor of JCAG, published in the April 2020 issue, the first by 

Bassett and Musini, from UBC in Vancouver, stating that they believe  that the position paper contains 

several serious flaws that negate the paper’s assertion that nonmedical switching… “leads to an 

increased risk of worsening of disease, dose escalation and/or switching to an alternative therapy”.  The 

second letter is the response by Moayyedi, Benchimol, Armstrong, Yuan, Fernandes, and Leontiadis, the 

authors of the Joint Statement previously referenced. 

Relevant issues are: 

1) is there a risk, to the patient, associated with a nonmedical switch?  Is that risk significant, or is there 

even a small risk? 

2) what are the reasons for a potential switch, and is legally or ethically appropriate? 

There is a large amount of information from a variety of different countries, including only a few 

randomized controlled trials, a much larger number of observational studies, and at least one systematic 

review, published online in January 2020 by Canadian experts from Montréal, Edmonton, and London, 

Ontario, (Bernard, Fedorak, and Jairath, PMID:  31970610), which reviewed 49 reports. 

Most studies reveal no concerns with effectiveness, safety, or immunogenicity (the likelihood of 

developing antibodies and loss of response).  The Canadian review suggested that "clinicians and 

regulatory bodies should be aware of differences and limitations in study designs when making 

inferences about the risks and benefits of switching stable IBD patients to biosimilars" - meaning that 

many of the studies were unable to reliably allow inferences. 

When a clinical event occurs (such as loss of control, adverse event, or the development of antibodies) 

after a change such as a nonmedical switch, it is difficult to prove that the change caused the clinical 

event.  Some studies have shown, and it has been our clinical experience, that even in the "control" 

patients who were not switched, clinical events may occur.  Depending on the length of observation, 

especially over many months or longer, there is a risk for a clinical event, including a disease flare, even 



if the patient was not switched from the originator drug to a biosimilar.  The scientific challenge is to 

determine if the switch significantly increases the likelihood of that outcome. 

Secondly, there is a significant literature about a "nocebo effect", (which is related to but opposite to a 

"placebo effect").  The nocebo effect is a negative effect of the medical treatment that is influenced by a 

patient’s expectations, and is unrelated to the physiological action of the treatment. 

Rationale for the use of biosimilars, including initiation or a nonmedical switch, and legal and ethical 

issues 

The main reason for the introduction of biosimilars is cost-savings (usually to the medical system, or 

paying agencies, in Canada, as opposed to the patient themselves, which can be an issue in other 

countries).  There is a lot of information, and opinion, concerning the cost-savings, and the cost-savings 

are significant, albeit less than the savings that are usually achieved by replacing tradename drugs with 

generic drugs.  Cost-savings are potentially significant due to the high cost of biologics in general, as well 

as the number of patients being treated (Canada has one of the highest rates of IBD, per head of 

population, in the world). 

Reasons proposed against a biosimilar switch, from the paper by Kaplan et al., with an Alberta 

perspective (and that paper deals only with infliximab), include the low quality of evidence supporting 

the safety of switching, a small chance that some patients might lose response after switching, and the 

consequences to that group of patients. 

They also discuss the “logistical implications”, which include:  

1) a number of extra visits for patients to the specialist to address the fear and anxiety that many 

patients will experience from this decision/policy 

2) the potential reduction in infusion clinics (which are often funded by the originator companies) 

3) the potential development of antibodies if there is a delay in transitioning from originator to 

biosimilar 

4) some concerns about the difference between patients with private third-party insurance and those 

with standard public insurance 

5) some potentially vulnerable populations that have not been adequately studied, including children, 

adolescents, pregnant women 

5) the patient perspective, (related to findings of some surveys), indicating mental anguish, anxiety and 

possible depression, in a significant number of IBD patients who may be affected by this policy.   

6) some of the complexities of calculating the cost-savings of a routine non-medical switch from 

originator to biosimilar agent, in the real world, and trying to identify cost-saving alternatives to 

switching. 

The paper by Murdoch and Caulfield was funded by Crohns and Colitis Canada.  It provides an excellent 

background to bring readers up to date on the local political and scientific situation at that time it was 

written, as well as a number of jurisdiction issues.  The authors discuss the potential conflicts between 

physicians’ obligations to patients and to the greater healthcare system, and suggest that a “physician-



ordered switch from biologic to biosimilar could in certain circumstances, constitute a breach of the 

physician’s legal obligations to the patient”. 

The authors also discuss informed consent, and the duty to discuss or disclose objective factors, 

subjective considerations, and the “dominant public discourse”. 

Under the heading of “Professional Ethics”, the authors remind the reader that the well-being of the 

patient is paramount, across many international, North American, and Canadian jurisdictions.  The 

authors discuss the public perspectives, sources of information, and “disinformation”, that are available, 

and the requirement for physicians to address key points of the public discourse “even if they are non-

scientific”. 

The Joint Statement is unfortunately somewhat out-of-date already, nevertheless, some comments 

about the letters to the editor of the JCAG: 

The letter from UBC experts, expressing their concern, primarily involves which papers and reports 

should have been either excluded or included.  They expressed concern about the methodology of 

combining studies with different populations and different endpoints.  Their conclusion is that their own 

“systematic review”, published in a Therapeutics Initiative Letter (a BC Health Communication), clearly 

supported the conclusion that infliximab and its biosimilar molecules are equally effective and safe. 

The response from the authors of the Joint Position Statement rebuts most of the criticisms, discusses 

the strength of recommendations in the guideline, and states that “simply declaring that a switch is 

“safe” without any regard to evidence-based medicine is not in the interest of patients”.  Finally, they 

report a potential conflict of interest for the authors of the prior letter, suggesting that they may be 

biased in favor of a British Columbia Ministry of Health perspective.  Moayyedi et al report that all but 1 

of the authors of the Joint Statement have no pharmaceutical company conflicts of interest, but most of 

them treat patients with IBD and therefore “may be biased in favor of patient care with less focus on the 

cost of that care”. 

In summary, this is a complex topic, but currently (July 2021) there is a lack of scientific evidence to 

argue against nonmedical switch to a biosimilar for most patients in Ontario. 

 

 

 

 


