Additional File 3. In-nucleus versus in-solution ligations.
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In-nucleus versus in-solution ligations. a) During in-nucleus ligation, chromatin fragments are fixed in position and ligate to other fragment ends in close nuclear
proximity. b) With in-solution ligation nuclear structure is lost and fragment end mobility is increased. Solid green and blue lines represent possible conformations of
the original cross-linked complex (dashed lines). Light blue and green circles depict the potential volumes explored by the blue and green fragment ends shown by
the orange arrow in a). This difference in mobility may explain fragment length bias observed with in-solution ligation. In-solution ligation takes place in greater than
one million fold excess of complexes and fragments from other chromosomes and/or other cells (grey lines) leading to increased spurious ligation products manifest
as increased trans di-tags and experimental noise.



