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C, cycle; D, day:; h, hour; PK, pharmacokinetics; RT, reference-test sequence; TR, test-reference sequence.

Figure S1. Schematic diagram of trial design. Note: in Sequence 2 (RT) the Day 15 (D15) of Cycle
1 and the Day —6 (D-6) of Cycle 2 represent the same day/visit in the absence of delays. Patients
were randomized to receive either Sequence 1 (TR) of bosentan with lurbinectedin in Cycle 1
followed by two consecutive cycles of lurbinectedin alone [last cycle being optional]) or Sequence
2 (RT) of lurbinectedin alone in Cycle 1, bosentan with lurbinectedin in Cycle 2 and lurbinectedin
alone in Cycle 3 (optional).



