Additional file 2: Method for Imputation of Missing Recovery Times

If the time from the start of administration of study drug to recovery of the TOF ratio to 0.9 was

missing, the imputation was performed as follows for the three potential missing scenarios:

1. Time to TOF ratio to 0.8 was available:

Sugammadex group: first, for all subjects randomized to receive sugammadex and with
times to recovery of the TOF ratio to 0.8 and 0.9 available, the difference between these
two recovery times was calculated. Next, the 95th percentile (P95) of these differences
was added to the time to recovery of the TOF ratio to 0.8 of the subjects with missing times
to recovery of the TOF ratio to 0.9. This was used as the imputed missing time to recovery

of the TOF ratio to 0.9.

Neostigmine group: same as for the sugammadex group but now only subjects randomized
to receive neostigmine were used, and the 5th percentile (P5) of the differences in time to

recovery of the TOF ratio to 0.8 and 0.9 was calculated.

2. Time to TOF ratio to 0.7 is available, but the time to TOF ratio to 0.8 is missing:

Sugammadex group: first for all subjects randomized to sugammadex and with times to
recovery of the TOF ratio to 0.7 and 0.9 available, the difference in time between these two
recovery times was calculated. Next, the P95 of these differences was added to the time to
recovery of the TOF ratio to 0.7. This was used as imputation of the missing time to

recovery of the TOF ratio to 0.9.



e Neostigmine group: same as for sugammadex group but now only subjects randomized to
receive neostigmine were used and the P5 of the differences in time to recovery of the TOF

ratio to 0.7 and 0.9 was calculated.
3. Times to TOF ratio to 0.7 and to 0.8 are both missing:

e Sugammadex group: the P95 of the time to recovery in all subjects randomized to

sugammadex with an observed recovery time of the TOF ratio to 0.9 was imputed.

e Neostigmine group: the PS5 of the time to recovery in all subjects randomized to

neostigmine with an observed recovery time of the TOF ratio to 0.9 was imputed.

The imputation was performed across NMBA and depth of blocks, and by ABW and IBW for
the sugammadex group. The imputation of missing time generated from the above procedures
were calibrated further with the time of last reliable TOF ratio time as taking the maximum of: 1)

the imputed time from the above procedures, and 2) the time to the last reliable ratio.



