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* Information from SIAMED

MAAs reviewed117

Biosimilars in Europe (end February 2023)*

1

Withdrawn (post-approval)

Awaiting EC decision

teriparatide (1)

15

Filgrastim (2)

Somatropin (1)

Insulin glargine (1)

Adalimumab (4)

Rituximab (2)

Enoxaparin (1)

Pegfilgrastim (1)

Teriparatide (1)

Bevacizumab (2)

MAAs 

submitted 

incl.duplicates
132

MAAs under review

Aflibercept (1)

Bevacizumab (1)

Eculizumab (2)

Filgrastim (1)

Insulin (1) 

Natalizumab (1)

Pegfilgrastim (2)

Ranibizumab (1)

Tocilizumab (3)

Trastuzumab (1)

Ustekinumab (1)

15

2 Negative 

/ refused

25 Withdrawn (pre-approval)

Insulin (6)

Bevacizumab (1)

Epoetin (1)

Eptacog alfa (1)

Rituximab  (2)

90
Positive opinions

= MA 74 Somatropin (1)

Epoetin (5)

Filgrastim (7)

Infliximab (4)

Follitropin alfa (2) 

Etanercept (3)

Bevacizumab (8)

Insulin aspart (3)

Insulin human (1)

Insulin glargine (2)

Insulin lispro (1)

Enoxaparin (1)

Teriparatide (4)

Rituximab (5)

Adalimumab (10)

Trastuzumab (6)

Pegfilgrastim (8)

Ranibizumab (3)

Pegfilgrastim (6, 

2 resubmitted)

Trastuzumab (4)

Adalimumab (1)

Infliximab (1)

Teriparatide (2)

EMA scientific

committees and

working parties

Insulin (1); interferon alfa 2a (1)
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Vezér B, Buzás Zs, Sebeszta M, Zrubka Z.: Authorized manufacturing changes for therapeutic monoclonal antibodies (mAbs) in European 

Public Assessment Report (EPAR) documents. Curr Med Res Opin. 2016 May;32(5):829-34

Manufacturing changes authorized by EMA 
(EPARs of 29 mabs: Total manufacturing changes = 404) 

n=22 

n=286

n=96  
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1. Switching

The decision by the treating physician to exchange one medicine with another medicine with the same therapeutic intent 

in patients who are undergoing treatment. 

Interchangeability

Medical practice of changing one medicine for another that is expected to achieve the same 

clinical effect in a given clinical setting and in any patient, on the initiative, or with the 

agreement of the prescriber.

2. Substitution 

practice of dispensing one medicine instead of another equivalent and interchangeable medicine at the pharmacy level 

without consulting the prescriber.  There is no “substitutability determination” at EU level

3. Automatic Substitution (EU)

practice whereby a pharmacist is obliged to dispense one medicine instead of another equivalent and interchangeable

medicine due to national or localrequirements (without consulting the prescriber)

Terminology so far
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Patients with rheumatoid arthritis, spondylarthritis, 

psoriatic arthritis, ulcerative colitis, Crohn’s disease and 

chronic plaque psoriasis

→ The NOR-SWITCH trial demonstrated 

that switch from INX to CT-P13 was not 

inferior to continued treatment with INX. 

NOR-SWITCH study

Jørgensen K. et al , Lancet 2017; 389: 2304–16
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Phase III randomized study of the 

proposed etanercept biosimilar in 

patients with  psoriasis demonstrated 

equivalent efficacy and comparable 

safety and immunogenicity of GP2015 

and ETN

→ Switching treatments 3 times

did not impact efficacy, safety or  

immunogenicityShort Half life etanercept: T1/2= 115 hr

Griffiths et al; British Journal of Dermatology (2017) 176, pp928–938

Egality study
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→ Switching up to four 

times between GP2017 and 

ref-ADMB had no 

detectable impact on 

efficacy, safety or 

immunogenicity. 

Phase III randomized study of the 
proposed adalimumab biosimilar in 
patients with psoriasis

Blauvelt et al, Br J Dermatology; 2018 Sep;179(3)

ADACCESS-Study 
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Review of 58 clinical trials

Pharmacovigilence data bases, literature, clinical trial data bases

(HGH:13, EPO 35, Filgrastim 10) 

AE Reports Summaries for safety of switching

→ No evidence that switching to and from different 

biopharmaceuticals leads to safety concerns

Ebbers, H. et al;  Expert Opin. Biol. Ther. (2012) 12(11)

Ebbers et al 2012
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Kurki, P.; et al, BioDrugs (2017) 31:83-91
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• Switches between biological products with same therapeutic intent are common

• Licensed biosimilars exhibit immunogenicity comparable with their reference 

products which is in line with theoretical considerations

• Review of  published data: epoetin, filgrastim, insulin glargine, HGH, Remsima

→ In the authors’ opinion, biosimilars licensed in the EU are interchangeable if the 

patient is clinically monitored and receives necessary information /training on the 

administration of the new product.

Kurki et al 2017



Classified as confidential by the European Medicines Agency 

→ The study shows no effects

of switches on the

disease acticity

Glintborg B, Sorensen IJ, Loft AG et al.: 

A nationwide non- medical switch from originator infliximab to biosimilar CT- P13 in 802 patients with inflammatory arthritis: 

1-year clinical outcomes from the DANBIO registry. Ann Rheum Dis 2017; 76: 1426-1431

Glintborg B, Loft AG, Omerovic E et al.: 

To switch or not to switch: results of a nationwide guideline of mandatory swit-ching from originator to biosimilar etanercept. One-year treatment outcomes

in 2061 patients with inflammatory arthritis from the DANBIO registry.   Ann Rheum Dis 2019; 78: 192-200.  

DANBIO-Registry
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Prelicensing and Long-term  

Safety  

Immunogenicity and 

Interchangeability 

Data of all 23 biosimilar mAbs and fusion proteins 

• Highly similar and interchangeable

• In line with theoretical considerations 

• Concerns regarding immunogenicity upon switches are 

unfounded

→ Systematic switch studies are not needed

Kurki et al 2021

Kurki P et al; https://doi.org/10.1007/s40265-021-01601-2
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→ Interchangeability of EU-licensed biosimilars has been demonstrated.

→ Substitution should be tailored to the local circumstances, including consideration of

• methods for traceability 

• need for training  of patients and pharmacy personnel

• switch protocol,  timing of/interval  between switches 

• different presentation forms

• price differences triggering a  substitution

Kurki et al 2021
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https://www.akdae.de/arzneimitteltherapie/lf/biosimilars

The German Physician´s perspective: 
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There is sufficient evidence that Biosimilars

• are considered equivalent with regard to therapeutic efficacy and safety

• can be administered to patients de novo and after switch from originator

• All biologics need proper pharmacovigilance monitoring, identification by

• relevant brand name

• batch number

• in addition to the active substance

• The most economical treatment option shall be chosen

• Individualized patient counseling is viewed as necessary to reduce nocebo effect. 

Therefore automatic substitution is currently not supported

The German Physician´s perspective: 
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Thank you for your attention !

See websites for contact details 

Heads of Medicines Agencies www.hma.eu 

European Medicines Agency www.ema.europa.eu  

 


