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A minimum of 10 dosage units each of the proposed biosimilar, reference
product and, if applicable, comparator product, depending on the amount of
product within each unit. |In general, this should provide for a total
product mass of equal to or greater than 200 mg in a volume equal to or
greater than 10 mL

R HBRARBHEZ B G103 RE10ml (£ ) 200mg)

For multi—-site studies, 3 or more dosage units each of the proposed
biosimilar, reference product, and, if applicable, comparator product, at
the site where the highest number of patients enrolled, and 1 or more dosage
units from the next highest enrolling sites until the minimum recommended
total number of retained samples is met. M
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FDA': Guidance for Industry — Bioanalytical Method Validation. US Department of Health and Human Services, Food and
Drug Administration — Center for Drug Evaluation and Research, Center for Veterinary Medicine. May 2018.

European Medicines Agency “Guideline on bioanalytical method validation”, 2011

ADA&Nab
CFDA “Good Laboratory Practice for Nonclinical Laboratory Studies”, effective September 01, 2017

FDA Guidance “Assay Development and Validation for Immunogenicity Testing of Therapeutic Protein Products” Jan2019.

EMEA, Guideline on Immunogenicity Assessment of Biotechnology-Derived Therapeutic Proteins.
EMEA/CHMP/BMWP/14327/2015.
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White paper: Systematic Verification of Bioanalytical Similarity Between a Biosimilarand a Reference Biotherapeutic:
Committee Recommendations for the Development and Validation of a Single Ligand-Binding Assay to Support
Pharmacokinetic Assessments 3
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Biomarker/PD ﬁ;Jl

Fit-for-Purpose Method Development and Validation for Successful Biomarker Measurement. Jean W. Lee et al. 2006.

Pharmaceutical Research, Vol. 23, No. 2, 312-328. - k.
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Analytical Run 1 analyzed on 20-Dec-2017 Calibration Standards for Humira and Adalimumab (ng/mL)
Regression Method = 4PL (MARQUARDT) - Weighting Factor = 1/Y2
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