ECCO survey on biosimilars

Advantages and issues with biosimilars
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KAIVIKEG pEAETEG o€ IDNE O1TOU HEAETAONKE N MeETAR OO
og CT-P13 a6 Remicade
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Indication/Use
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CD, UC
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CD, UC

IBD

CD, UC

CD, UC,
unclassified IBD

CD, UC

Duration

~52
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54 weeks
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Not stated

24 weeks

16 weeks

26 weeks?
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http://www.ncbi.nlm.nih.gov/pubmed/26395533
https://www.ecco-ibd.eu/index.php/publications/congress-abstract-s/abstracts-2016/item/p544-prospective-observational-study-on-inflammatory-bowel-disease-patients-treated-with-infliximab-biosimilars-preliminary-results-of-the-prosit-bio-cohort-of-thex00a0i?highlight=YToxOntpOjA7czo2OiJwcm9zaXQiO30=
https://www.ecco-ibd.eu/index.php/publications/congress-abstract-s/abstracts-2016/item/dop032-switching-of-patients-with-inflammatory-bowel-disease-from-original-infliximab-remicadex00ae-to-biosimilar-infliximab-remsimax2122-is-effective-andx00a0safe.html
http://www.ncbi.nlm.nih.gov/pubmed/27095751
https://www.ecco-ibd.eu/index.php/publications/congress-abstract-s/abstracts-2016/item/p449-efficacy-and-safety-of-switching-between-originator-and-biosimilar-infliximab-in-patients-with-inflammatory-bowel-disease-in-practical-clinic-results-to-6x00a0month

KAIVIKEG peEAETEG o€ IDNE O61TOU pEAETAONKE N peTaRaon o CT-P13

Study
(Country)
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(Abstract)
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(Abstract)
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(No. Switched)
1 25 (12)
1 CD: 75 (71)
UC: 40 (31)
1 20 (3)
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16 (16
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3 39 (39)
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https://www.ecco-ibd.eu/index.php/publications/congress-abstract-s/abstracts-2016/item/p655-biosimilar-infliximab-ct-p13-treatment-in-patients-with-inflammatory-bowel-diseases-a-1-year-single-centre-retrospectivex00a0study.html?highlight=YToxOntpOjA7czo0OiJwNjU1Ijt9
https://www.ecco-ibd.eu/index.php/publications/congress-abstract-s/abstracts-2016/item/p452-safety-and-efficacy-of-infliximab-biosimilar-remsimax00a9-in-crohnx2019s-disease-patients-in-clinical-practice-results-after-6x00a0months-of-treatment.html
https://www.ecco-ibd.eu/index.php/publications/congress-abstract-s/abstracts-2016/item/p600-safety-and-efficacy-of-infliximab-biosimilar-remsimax00a9-in-ulcerative-colitis-disease-patients-in-clinical-practice-results-after-6-months-treatment.html
https://www.ecco-ibd.eu/index.php/publications/congress-abstract-s/abstracts-2016/item/p329-infliximab-biosimilar-in-the-treatment-of-inflammatory-bowel-disease-a-japanese-single-cohort-observationalx00a0study.html
https://www.ecco-ibd.eu/index.php/publications/congress-abstract-s/abstracts-2016/item/p617-immunogenicity-after-switching-from-reference-infliximab-to-biosimilar-in-children-with-crohnx2019s-disease.html?highlight=YToxOntpOjA7czo0OiJwNjE3Ijt9
http://www.ncbi.nlm.nih.gov/pubmed/26721942

KAIVIKEG HEAETEG o€ £§EAIEN o€ IPNE OTIG OTTOIEG MEAETEITAI N
peTaBoon ce CT-P13 aré Remicade
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disease (CONNECT-IBD). ClinicalTrials.gov. Last updated: March 28, 2016.
. Accessed April 11, 2016. 2. Study CT-P13 3.4. Protocol version 2.2. February 10, 2015. Data on file. Celltrion,
Inc., Incheon, South Korea; 2015:10-17. 3. The NOR-SWITCH Study (NOR-SWITCH). Clinicaltrialsregister.eu. . Last
updated: June 13, 2015. Accessed June 9, 2016.
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Primary Endpoint:

Disease Worsening Across Indications

Disease worsening

(all indications)” 53 (26.2%) 61 (29.6%) 4.4 (-12.7-3.9)

The authors concluded that switch from INX to CT-P13 was not inferior

to continued treatment with INX




Antidrug Antibodies (ADAS)

INX CT-P13
(N=241) (N=240)
Incidence of ADAs 17 (7.1%) 19 (7.9%)

Trough drug levels and frequencies of adverse events, including infusion reactions,
were similar between INX and CT-P13




Cross-immunogenicity: antibodies to infliximab
In Remicade-treated patients with IBD similarly
recognise the biosimilar Remsima

Shomron Ben-Horin,' Miri Yavzori,' Itai Benhar,? Ella Fudim,' Orit Picard,’
Bella Ungar,' SooYoung Lee,® SungHwan Kim,? Rami Eliakim,' Yehuda Chowers®

Conclusions Anti-Remicade antibodies in patients with
IBD recognise and functionally inhibit Remsima to a
similar degree, suggesting similar immunogenicity and
shared immunodominant epitopes on these two
infliximab agents. In contrast, anti-adalimumab
antibodies do not cross-react with Remsima or
Remicade.

Ben Horin S et al, Gut 2015;in press




Harmonization of Infliximab and Anti-Infliximab Assays Facilitates
the Comparison Between Originators and Biosimilars in
Clinical Samples

Ann Gils, PharmD, PhD,* Thomas Van Stappen, PharmD,* Erwin Dreesen, PharmD,* Ruth Storme, PharmD,*
Séverine Vermeire, MD, PhD," and Paul J. Declerck, PharmD, PhD*

Conclusions: The assay for therapeutic drug monitoring of Remicade can also be used to determine Remsima and Inflectra concentrations, Anti-drug
antibody assays for biosimilars were developed. Anti-Remicade antibodies cross-react with infliximab biosimilars and reveal consistent negative/positive
anti-drug antibody responses and highly correlated titers.

Gils A et al, IBD 2016;22:969-975




