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Biologics have revolutionized the treatment of chronic 
inflammatory conditions, with significant improvements 
in efficacy and a manageable safety profile. In the last 
few years, subsequent entry biologics (SEBs) have been 
developed. SEBs are monoclonal antibodies that are 
similar but not identical to the reference biologic drug. 
There is no SEB approved in the gastroenterology space 
yet in Canada, however they are expected to enter the 
market in the near future.
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GASTRO-TIMES 
SUBSEQUENT ENTRY BIOLOGICS NEEDS ASSESSMENT RESULTS
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KEY TAKEAWAYS 

 · Lower cost is a major factor that would influence the decision 
to prescribe a SEB over a RBD. 

 · Cost may be a driver in using a SEB, however savings 
may be far less than generic drugs that SEBs are 
sometimes associated with

 · SEBs are not identical to the RBD

 · Monoclonal antibodies are complex molecules and 
when manufacturing is reproduced for SEBs, subtle 
differences in structure may affect efficacy 

 · The risks of switching between a RBD and a SEB have not 
been well defined. 

 · Efficacy and safety must not be compromised 

6%

 · RDBs should not be confused with SEBs nor should they be 
considered interchangeable with RBDs 

 · There is no medical indication to switch from a RBD to a SEB, and 
there may be risks 

 · There is uncertainty regarding whether to start a new patient on 
a SEB vs. RBD 

 · Long term data on SEB safety and efficacy are needed to 
extrapolate across indications 

 · Strict post-marketing surveillance of approved SEBs must be 
followed to determine long-term safety profile

Biologics have revolutionized the treatment of chronic inflammatory conditions, with significant improvements in efficacy and a manageable safety profile. In the last few 
years, subsequent entry biologics (SEBs) have been developed. SEBs are monoclonal antibodies that are similar but not identical to the reference biologic drug. There is no 
SEB approved in the gastroenterology space yet in Canada, however they are expected to enter the market in the near future. In order to understand both current perception 
and knowledge of SEBs with gastroenterologists, a needs assessment was conducted by the CARE Gastroenterology Faculty in the fall of 2015. The needs assessment was 
distributed by mail and electronically to 400 Canadian gastroenterologists working in teaching centres (49%) and/or community practices (51%). Response rate to this 
questionnaire was 20% (n=80). We are gratified by the high rate of participation and intent to continue this process of surveys and sharing the feedback results. Responding 
physicians are from the desired audience, as they all use biologics in their practice.

The current steering chair of the CARE Gastroenterology Faculty, Dr. John Marshall (McMaster University) presented the findings from this analysis at the annual CDDW 2016 
meeting. What follows is an overview of results.
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SEBs are identical to their reference biologic drug (RBD)

RESPONSE DATA

SEBs will be more affordable than RBDs  

5

Cost would be a major factor in selecting an SEB over its RBD.

Most responding physicians believe that SEBs will be more affordable than RBDs. Price differences may be limited by the complexity of 
replicating a monoclonal antibody.

Cost appears to be a major factor in making a decision to prescribe a SEB. Cost is made up of a number of different considerations that 
need to be made when choosing a therapy (e.g. availability, how it is being provided and/or delivered, price, etc.). It appears that SEBs can 
provide the potential opportunity to reduce cost, however any realized savings need to be weighed against SEBs having demonstrated both 
clear efficacy and safety records that are comparable with RBDs, as well as ensuring that sufficient quantities of these complex drugs are 
continuously available.
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According to Health Canada, SEBs are defined as “monoclonal 
antibodies that are similar but not identical to the reference biologic 
drug (RBD)”.1 SEBs need to demonstrate similarity to a reference 
biologic drug.2 A RBD should not be confused with SEBs nor should 
SEBs be automatically interchanged with RBDs, as monoclonal 
antibodies are complex molecules. SEBs should not be viewed as 
generic versions of a RBD. 

"A RBD SHOULD NOT BE CONFUSED 
WITH SEBs NOR SHOULD SEBs BE 
AUTOMATICALLY INTERCHANGED 
WITH RBDs."

SEBs VS. RBDs
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RESPONDERS WERE ASKED  
TO RATE QUESTIONS  
ON A SCALE FROM 1-5 
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Manufacturers should make interchangeability studies publicly available  
for transparency.

Given the significant complexity in replicating a monoclonal 
antibody, any change in the manufacturing process (i.e. 
production, formulation, purification, handling/storage, 
etc.) can potentially impact both the efficacy and safety of 
the drug. Manufacturing variations can be sensitive to any 
slight changes in buffer pH, temperature, pressure, design of 
bioreactor, and change of production site, which can result in 
differences in post-translational modifications.3 Many details 
of the manufacturing process remain proprietary. Despite 
tightly regulated manufacturing processes, there are still 
observable changes in product attributes over time. Since 
there is no requirement for ongoing comparative testing, 
similarity between an innovator drug and a SEB may not 
necessarily be maintained over time.4
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SEBs should undergo the same approval process as innovator biologics.

Using dif ferent manufacturing processes for SEBs can cause clinically relevant 
dif ferences (eg. safety, ef ficacy).

96%  OF RESPONDERS AGREE 
THAT MANUFACTURERS SHOULD MAKE 
INTERCHANGEABILITY STUDIES PUBLICLY 
AVAILABLE FOR TRANSPARENCY.

LEVEL OF EVIDENCE & REGULATORY PROCESSES

73%  OF RESPONDERS 
AGREE THAT SEBs SHOULD UNDERGO 
THE SAME APPROVAL PROCESS AS 
INNOVATOR BIOLOGICS.
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I would consider starting a new patient on an SEB rather than an innovator biologic. 
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The variability in responses to this question is not unforeseen, as there are a number of considerations that need to be taken into 
account when choosing a therapy (e.g. delivery, access, price, location of infusion centres, etc.)

I would consider switching a stable patient from an innovator biologic to an SEB.
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There can be risks associated with switching from an innovator biologic to an SEB.
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SEBs could be considered interchangeable with the RBD. 
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I would feel comfortable automatically substituting an SEB for its RBD.
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It would be acceptable if an SEB was automatically substituted for its RBD by pharmacists.
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Interchangeability and/or substitutability must be carefully 
considered based on several factors:   1) SEBs and RBDs are not 
the same, and small differences could be clinically meaningful, 
2) Immunogenicity of SEBs cannot be fully predicted using 
preclinical and short-term clinical studies; and 3) Not all 
indications for an RBD are authorized for the SEB.5

APPLICATION IN CLINICAL PRACTICE

"INTERCHANGEABILITY AND/OR  
SUBSTITUTABILITY MUST BE CAREFULLY 
CONSIDERED BASED ON SEVERAL FACTORS."
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In Canada, SEBs have the same quality and level of evidence as innovator biologics.
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The long-term side effect profiles of SEBs are unknown. 
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Increased immunogenicity may be associated with SEBs.
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Biological therapeutics may induce an immune response, with 
production of neutralizing antibodies that render the drug 
ineffective, alter pharmacokinetics, cross-react with native 
proteins, induce adverse reactions, or have no effect at all.6 The 
immunogenicity profile of a SEB must be well-characterized and 
the risk of sensitization from switching between RBD and SEB 
must be fully assessed in order to avoid potential adverse effects 
from immune reactions.7

I require long-term data in the gastrointestinal space in order to extrapolate across 
indications for an SEB.

"THE IMMUNOGENICITY PROFILE OF AN SEB MUST 
BE WELL-CHARACTERIZED AND THE RISK OF 
SENSITIZATION FROM SWITCHING BETWEEN RBD 
AND SEB MUST BE FULLY ASSESSED IN ORDER 
TO AVOID POTENTIAL ADVERSE EFFECTS FROM 
IMMUNE REACTIONS."

LONG-TERM SAFETY DATA
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This CARE PUBLICATION provides educational updates on current trends in medicine. Views expressed in this report are those of the faculty. All information is provided for 
general informational purposes only, on an “as is” basis, without any representations, warranties or conditions, whether express or implied, statutory or otherwise, including, 
without limitation, any representations, warranties or conditions as to quality, accuracy, completeness, currency, reliability, efficacy, or fitness for a particular purpose. This 
information is not a substitute for informed medical advice. Copyright © 2016 by CARE. All rights reserved. This publication or any portion thereof, in print, electronic copy or 
any other form, cannot be reproduced without the express written consent of CARE. Any information, data, analysis, or results reproduced from another source remains the 
property of its authors.

The CARE (Community. Academic. Research. Education) Faculty is a  
pan-Canadian group of leaders in their field who gather, discuss and address 
gaps in knowledge, to develop education initiatives that frame news from a 

Canadian perspective. 

The vision of the CARE Faculty is to share opinions and update Canadian 
specialists with news and developments from key conferences framed in a 

Canadian perspective.

The mission of the CARE Faculty is to enhance medical education, with the 
explicit goal of improving patient outcomes.

Click here to learn more.
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