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Initial Quality Assessment

Summary

Brentuximab vedotin is an antibody-drug conjugate (ADC) consisting of a chimeric IgG1
monoclonal antibody (cAC10) covalently linked to a linker-drug. The drug + peptide linker
moiety is referred to as SGD-1006. The drug is monomethyl auristatin E (MMAE), a
antimicrotubule agent and a protease-cleavable peptide linker consisting of a thiol-reactive
maleimide, a caproyl spacer, a dipeptide valine-citulline, and p-aminobenzyloxycarbony1. Each
antibody has

an average of four SGD-1006 molecules per antibody, with a distribution of 0-8
MMAE molecules per antibody. Upon exposure to proteases, the linker undergoes proteolytic
degradation at the citrulline residue. The resulting aniline is spontaneously fragmented releasing
the free drug MMAE.

The applicant hypothesize that the biological activity ofbrentuximab vedotin results from
binding of the ADC to CD30 on the tumor cell surface that initiates internalization of the ADC
CD30 complex. Following internalization, lysosomal degradation and release of the MMAE
containing cytotoxic components occur which then bind to tubulin to disrupt the microtubule
network resulting in inhibition of cell division and cell growth and eventually apoptotic death of
the CD30-expressing tumor cell. This approach takes advantage of the targeting capability of the
antibody and the potent cytotoxicity ofMMAE.

This NDA provides for 50 mg ofbrentuximab vedotin supplied in a single use vial as a
preservative-free sterile lyophilized powder. Each vial is reconstituted with 10.5 mL of Sterile
Water for Injection (SWFI), USP to yield a 5 mg/mL solution ofbrentuximab vedotin. The
reconstituted product contains 70 mg/mL trehalose dihydrate, 5.6 mg/mL sodium citrate
dihydrate, 0.21 mg/mL citric acid monohydrate, and polysorbate 80 and Water for
Injection. The pH is approximately 6.6.

The reconstituted solution is diluted in an infusion bag containing 0.9% Sodium Chloride
Injection, USP in order to achieve a final concentration of 0.4-1.8 mg/mL brentuximab vedotin.
Reconstituted solution can also be diluted into 5% Dextrose Injection or Lactated Ringer's
Injection.
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