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The DIL-frequency study aims to establish the optimal
dose and repeat dosing schedule (interval) to administer
ultra-low dose Interlekin-2 to participants with type 1
diabetes in order to target a desired regulatory T cell
(Treg) increase and increased CD25 expression on Tregs
and a minimal increase of CD4 T effector cells (Teffs).
Before the start of the trial, the available doses are

chosen within a safe range. The interval is chosen to be
within the range 2 to 14 days between doses. The study
design has an initial learning phase with pairs of patients
assigned to six pre-assigned dose-intervals. There are
three further phases of eight patients, participants are
given dose-interval combinations that give an expected
Treg and CD25 increase closest to the targets of 20%
and 25% respectively, provided that there is not an
increase in Teffs above a specified level. The primary
endpoints are assessed when steady state is achieved.
A variety of strategies were considered to select the

dose-interval combinations for the next cohort of
patients and to identify the recommended dose-interval.
The method chosen was to select the dose-interval that
would be closest to the target increases of Treg and
CD25. The estimated coefficients from the multivariate
regression analysis gave equations to predict the esti-
mated increase in Treg and CD25 for any given dose and
interval. The targets are substituted into the equations
and solved to find the estimated best dose-interval. The
results of the simulations are presented.
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