


On June 9, 2017, a Complete Response was issued due to product quality, analytical similarity, 
and immunogenicity deficiencies. Refer to the CR letter for a detailed description of deficiencies.  
 
On May 3, 2018, the Applicant provided a resubmission to address the deficiencies identified in 
the CR letter. 
 
Review 
 
From an OBP perspective, the product quality and analytical similarity CR deficiencies and the 
additional comments described in the CR letter were adequately addressed in the resubmission. 
The proposed biosimilar UDENYCA has been evaluated and compared to US-licensed Neulasta 
using a variety of structural, physicochemical, and functional assays.   A total of 13 lots of CHS-
1701 Drug Product and 22 lots of US-licensed Neulasta were evaluated in the analytical 
similarity assessment.  A tiered approach was used when comparing both products and the tier 
assignment was based on the criticality risk ranking and analytical method capabilities.   
 
Coherus also provided additional information to address the differences in ADA (anti-drug 
antibody) incidence rates between the CHS-1701 and US-licensed Neulasta treatment arms in 
Study CHS-1701-04.  Coherus Biosciences Inc. provided a new anti-G-CSF titer assay which 
was found to be acceptable.  ADA were classified as anti-PEG and/or anti-G-CSF.  Using the 
new anti-G-CSF titer assay, the majority of G-CSF titers were transient.  When focusing only on 
the measurable G-CSF titers, there was a low absolute incidence with 2 in the CHS-1701 arm 
compared to 1 in the US-licensed Neulasta arm.  Thus, there is no significant difference related 
to G-CSF titers.  Overall, the difference in ADA incidence between the CHS-1701 and US-
licensed Neulasta groups is driven by non-neutralizing, low titer, PEG-reactive ADA.  The anti-
PEG ADA are commonly present in healthy subjects. Per the product quality reviewer, “the anti-
PEG antibodies found in CHS-1701 studies were at low titers, which are not clinically relevant”. 
As such, the immunogenicity team recommended approval. 
 
No new clinical studies were conducted or submitted to support the resubmission other than 
those that were submitted in the original BLA. The resubmission included minor changes to 
adverse event (AE) data due to revised classification of AEs related to clinically significant 
laboratory abnormalities from the CHS-1701-05 study. The revised safety data did not affect the 
overall safety conclusions for the study. There were no major differences in the overall safety 
profile reported in the patients who met the ADA endpoint in the CHS-1701 arm and US-
licensed Neulasta arm in the primary immunogenicity study (CHS-1701-04). As such, the 
clinical team recommended approval. 
 
Regulatory Recommendation  
 
I agree with the recommendation of the review team for approval of CHS-1701 as a biosimilar to 
US-licensed Neulasta for the following indication: to decrease the incidence of infection, as 
manifested by febrile neutropenia, in patients with non-myeloid malignancies receiving 
myelosuppressive anti-cancer drugs associated with a clinically significant incidence of febrile 
neutropenia.   
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