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Methods
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@ Considerations

* Objective: To evaluate the effect of a multicomponent intervention
designed to target several barriers that prevent eligible patients from
completing key steps toward receiving a kidney transplant

* Design:
— 2-arm parallel-group Cluster-Randomized Trial
— Stratified covariate-constraint randomization

* Type of outcome & data collection
* |Interpretation or estimand of interest

EnAKT LKD



Primary outcome

iii i Referral: Patient referred to a transplant center for evaluation,

@ Donor evaluation: A potential living kidney donor contacts a
transplant centre to begin their evaluation to donate a kidney to the

patient
o}

\/_
\/_
v

v—| Wait list: Patient added to the deceased donor transplant wait list,
and

GQ Kidney Transplant: Patient receives a kidney transplant from a living
or deceased donor.



Primary outcome

QQ Only “new” steps during trial period are counted
O
@ Completion of any individual step is only counted once

(Q%% Correlation of outcomes within clusters by design

Variable follow up time

DH”D Find an appropriate distribution

@ Adjustments for stratified covariate constrained randomization



Outcome framework

Treat as a count or recurrent event? L=0.5
Q -
- < _
L o -

—
Trial start Count of =
! | completed steps 012 345486789
counts (y)

https://bookdown.org/ks6017/GLM_bookdown3/chapter-4-poisson-regression-and-extensions.html

|j\ Not a count distribution

Treats all steps as equal



Outcome framework

Progressive recurrent event?

Trial start . 1 step -, 2 steps N 3 steps 4 steps

completed completed completed completed

{N Does not distinguish the type of steps
J Order is important for some steps but not others



Outcome framework
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Primary Analysis @

By Design, we need to account for:
— Correlation of outcomes in kidney programs (the “clusters”)
— Variables used in the stratified constrained randomization

Single marginal participant averaged treatment effect
Analyzed according to index program’s intervention allocation
Cohort, characteristics, outcomes and terminating events at ICES

Terminating events: All patients were follow-up until transplant, loss to
follow up, and intercurrent events (i.e., death and contraindication to
transplant)



Primary Analysis

Multistate model (MSM)

Allowed for different baseline hazards for the different
transitions

Constrained on the transitions to obtain a single intervention
effect

— In additional analyses, we explored all transitions separately

Consider terminating events



Primary Analysis

* Adjusted hazard rate: 1.00 (0.87-1.15)

e Unconstrained rates: no intervention effect for most transitions
Hypothesis generating:

No activity

1.79 (102_317) Donor evaluation




Primary Analysis

e 26 Kidney programs (13 per arm)

— Adjustment needed depending on model when < 40 cluster in trial

2> Int ) Epidemiol. 2018 Jun 1;47(3):1012. doi: 10.1093/ije/dyy057.

Cluster randomized trials with a small number of
clusters: which analyses should be used?

Clemence Leyrat, Katy E Morgan, Baptiste Leurent, Brennan C Kahan



On behalf of the EnAKT LKD
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Thank you for listening

EnAKT LKD
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