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B o[k FRETEERIPAA anthracyclines or anthracenediones P Z2i&RI4R

HS -
Anthracyclines BIE G 14(8
Agents Conversion | Suggested Max dose
factor monitoring
threshold
Daunorubicin 0.5-0.83 450 mg/m?2 500 mg/m?2
Doxorubicin 1 300 mg/m?2 450 mg/m?2
Epirubicin 0.5-0.67 600 mg/m?2 900 mg/m2
ldarubicin 2-5 Not defined 150-210 mg/m2
Mitoxantrone 2.2-4 Not defined 140 mg/m?2
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Similar to doxorubicin, daunorubicin inhibits DNA and RNA synthesis by
intercalation between DNA base pairs and by steric obstruction. Daunomycin
intercalates at points of local uncoiling of the double helix. Although the exact
mechanism is unclear, it appears that direct binding to DNA (intercalation)
and inhibition of DNA repair (topoisomerase Il inhibition) result in blockade
of DNA and RNA synthesis and fragmentation of DNA. On binding to DNA,
daunomycin intercalates, with its daunosamine residue directed toward the

minor groove.

DNA intercalating domain

" topoisomerase ||
interacting domain

daunorubicin (257)

minor groove binding ‘ H C NH,
domain  ------% OH P
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Ref: 1. Maier, M. E. (2015). Design and synthesis of analogues of natural product
Organic & Biomolecular Chemistry, 13(19), 5302-5343
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