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Fig. 11 proscnts canonical GatNAe-siRNAs independently targeting FVIL, ApoB and
TTR, which are discussed in connection with Example 16.

GalNAc
|
3"-GeneFVils-5'

(XD-06328)

GalNAc

|
3"-GeneApoBs-5'

(%D-06728)

GalNAc
|
3'-GeneTTRs-5

BGeneTTR:-3' {XD-06386)

(57) Abstract: Defined multi-conjugate oligonucleotides can have predetermined sizes and compositions. For example, in various
embodiment, defined multi-conjugate oligonucleotides can have advantageous properties, for example in the form of defined mul-
ti-conjugate siRNA (i.e., including two, three or more siRNA) having enhanced intracellular delivery and/or multi-gene silencing ef -
fects. In various embodiment, the defined multi-conjugate oligonucleotides can be synthesized via new synthetic intermediates and
methods. The defined multi-conjugate oligonucleotides can be used, for example, in reducing gene expression, biological research,
treating or preventing medical conditions, or to produce new or altered phenotypes in cells or organisms.



