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Improved Synthetic Process of the Key Intermediate of Brentuximab Vedotin
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Abstract An improved synthetic process of 1, the key intermediate of antibody-drug conjugates brentuximab
vedotin, was reported in this paper. Using fluorene methoxycarbonyl-L-valine succinimide ester (2) as raw material,
1 was prepared via multi-step reactions including ammonolysis of esters, amidation, Fmoc deprotection, amidation
and transesterification with an overall yield of 11. 6% (based on 2) and a purity of 99.2%. The target compound was
identified by "H NMR, “C NMR and HRMS. Compared with literature methods, this optimized process route has the
advantage of mild reaction conditions, easy work-up and safe in productive process. In preliminary scale-up

experiment, the first step of feeding amount reached the level of 100 grams, and three batches of process validation

have been completed, which is more suitable for industrial production.
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Scheme 1 The chemical structure of brentuximab vedotin
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Scheme 2 Synthetic route of compound 1
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7.6Hz,2H) ,7.33(t,]J=7.2Hz,2H) ,5.96 ( brs,
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8.4Hz,2H),7.47 ~7.40 (m,2H),7.31 (t,J =
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2H),5.27(s,2H) ,4.57~4.54(m,1H) ,4.18(d,
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(m,1H),1.92~1.73(m,2H),1.70 ~ 1.57 (m,
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2 1:1.5:1.5 73. 4
3 1:2:2 82.7
4 1:2.5:2.5 83.0
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