TO RE-CENSOR, OR NOT TO RE-CENSOR, THAT 1S THE QUESTION: CRITICAL CONSIDERATIONS
WHEN APPLYING STATISTICAL METHODS TO ADJUST FOR TREATMENT SWITCHING IN CLINICAL

TRIALS

Latimer NR', Abrams KR>
"School of Health and Related Research, Univers ity of Sneﬁie ld, Sneﬁcieid, UK ? Department of Health Sciences, Univers ity of Leicester

OBJECTIVES
: . , , Control Treatment
To determine when re-censoring should be incovpovated In — True OF difference
PFS PPS i
statistical anatyses undertaken to adjust for treatment ,
Pelgcect trial v
switcifiing in randomised controlled trials, and to without switching | ~ Intervention
demonstrate the utitity of Inverse pro/oaiaitity weignting e PFS
(IPW) as an alternative to re-censoring. Treatment Wk e L
' ; ) s - (tn SWILLC Lﬂg om .
switching often has a crucial impact on estimates of the S CapEraEA iGrveation jg B
eﬁcectiveness and cost—ejfj?ectiveness of new oncoiogy intervention at PFS i > /
treatments (Figure 1). Switching adjustment methods such i pegregn: il
Survival time
as rank preserving structural faituve time models (RPSFTM) RS PrspressioTe fre syivival PP ost progres Sohishevival OB Qv D il
A P ge es TR (TSE) e s UCaC gl Figure 1. Contaminated treatment arms caused on treatment sthcning

METHODS
A simulation study was conducted, testing RPSFTM and TSE adjustment
methods with and without re-censoring, and with 1PW in ptace of re-

(i.e. in the absence of switcning) survival times and
Incorporate re-censoring to guan against informative

censoring in the countevfactuat dataset. However, re-

censoring often invotves 1 tOSS Of tonger term suwivat censonng, aACroSS sCenartos Witi’l vartous sw LtC’/l jOYOjOOVtiOVlS and SLzes and

information Sihiaheis pro R s A e of tong- time dependencies of the treatment eﬁect. Methods were assessed accovding

to their estimation of true restricted mean swrvival in the control group (in

term survival eﬁcects are Veduived (Figuve 2).
the absence of switching) at the end of trial fottow—up.

Control - observed

Control - observed

Experimental - observed

Control - adjusted

Experimentat - observed

Control - adjusted

I = = [ [ I I I I I

0 100 200 300 400 0 100 200 300 400
Time (days) Time (days)

Figure 2. a) Adjustment fov switching with re-censoring; b) Adjustment for switcning without re-censoring
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the size of the true treatment eﬁCect. Re-censored anatyses are prone to over-

estimating treatment e]SCects when the treatment effect reduces over time, and for an RPSFTM anatys is this is compounded if switchers receive a
reduced treatment eﬁect. In contrast, anatyses that do not Incorporate re-censoring usuatty under-estimate the treatment eﬁCect. Using 1PW

instead of Ve—censoving represents a valid alternative when estimated weignts have a narrow range.
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