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 A biosimilar application of rituximab in the treatment 

of Non-Hodgkin’s lymphoma (NHL), Chronic lymphocytic 

leukaemia (CLL), Rheumatoid arthritis (RA), 

Granulomatosis with polyangiitis (GPA) and Microscopic 

polyangiitis (MPA) 

 

 Drug substance and drug product are manufactured by 

CELLTRION (Yeonsu-gu, Korea). 

 

 Reference medicinal product MabThera® for intravenous 

(IV) use, which has been approved in the European Union 

(EU) in February 1998 (EMEA/H/C/000165) 

 

Introduction 



Clinical studies 



Clinical studies (2) 



PK similarity (study 1.1) 



PK similarity (study 3.2) 



In the PK population including outliers, the ratio (90% CI) of 
geometric LS means (CT-P10 to Rituxan treatment group) was 
95.32% (81.03%-112.14%) and 101.38% (93.49%-109.94%) for AUCtau 
and CmaxSS, respectively 

PK similarity (study 3.3) 



PD similarity (Study 1.1) 



PD similarity (Study 1.1) 



PD similarity (Study 3.2) 



PD similarity 

Results from RA studies were initially suggestive of different 
long-term activity of CT-P10 compared to the reference product. 
 
However, these seem to be a chance finding: 
 
 

• No differences from a quality perspective 
 

• No statistical evidence of difference  
 

• The method used to count B-cells in blood samples lacked 
sensitivity  

 
• No differences in pivotal RA study 3.2 

 
 
 

PD similarity can be assumed 
 
 
 



Efficacy similarity (1.1) 

Study CT-P10 1.3 Study CT-P10 1.3 

• Study CT-P10 1.1 
A phase 1, randomised, 2-
Arm, double blind study to 
demonstrate PK equivalence 
in RA 
 
 
 
• Study CT-P10 1.3 
Open-label, single-arm, 
multicenter, efficacy, and 
safety maintenance study of 
the Phase 1 Study CT-P10 
1.1 



Efficacy similarity (1.1-2) 

CT-P10 1.1 
 
• No baseline imbalances 
 
• Similarity in terms of 
ACR & DAS 28 
 



• Study CT-P10 3.2 
 
Randomized, controlled, multicenter, 3-arm, parallel-group, 
double-blind, prospective. 372 patients 
 

Efficacy similarity (3.2) 



Efficacy similarity 

CT-P10 3.2 (long-term data) 
 
• Similarity in terms of ACR & 
DAS 28 
 
 



Efficacy similarity (3.3) 

A Phase 1/3, Randomized, Parallel-Group, Active-Controlled, Double-
Blind Study to Demonstrate Equivalence of Pharmacokinetics and 
Noninferiority of Efficacy for CT-P10 vs CVP 



Efficacy similarity 

ORR difference in study 3.3 (oncology): 
 
4.3% [95%CI -4.14; 13.33] PP 
 
5.7% [95%CI -3.4; 15.4] ITT 
 
Upper bound>7% (Very conservative margin & low sample size) 



Safety similarity 



• For a biosimilar, the benefit-risk conclusion is based on the 
totality of evidence collected from the quality, non-clinical, 
and clinical comparability exercise. For Truxima the benefit-
risk is considered positive based on the submitted data  
 

• PK data in both RA and AFL patients support biosimilarity and 
the extrapolation to all other indications 
 

• With regards to the efficacy, it is well established that the 
mechanism of action and PD aspects are common across autoimmune 
and across oncology indications of Mabthera. Therefore, and in 
line with the EMA guidelines on the similar biological 
medicinal products, the efficacy results obtained with Truxima, 
demonstrating equivalence of Truxima and Mabthera in RA and AFL 
patients can be reasonably extrapolated to the other approved 
therapeutic indications of Mabthera  

 

Benefit-Risk Balance  
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