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Censoring Analysis of the INvestigating
VorasiDenib In GliOma (INDIGO) Phase Il
Randomized Controlled Trial

Jessica ¥, Aduwa, BS*®
Shearwood MeClelfand 1L MDT

he recendly published [Nvestigating VorasiDenib In GliOma (INDIGO) phase 101

randomired controfled trial' examined the cffect of an isocitrale debydrogenase (IDH)
inhibitor (vorasidenib) at an oral daily dose of 40 mg on patients with residual or recurrent
IDH-mutant grade 2 uhpdmtnsluru or astrocytoma having previously underpone only
opentive resection. These patients were randomized 1o vorasidenib or placebo, with the pn-
mary trial endpoint being progression-free survival (PES). The INDHGO trial concluded that
vorasidenib llplﬁnwll} improved PFS, potentially providing a new management option for
this patient population. As with any trial. beas has the potential 1o confound results; theoret-
scally, phase 111 randomized contralled trials are the least susceplible to bins. A key assumption
for triak 1o be free of bias 15 that any censoring that occurs during Uhe trial is similar between
the control arm and the treatment arm and s noninformative.” Bias occurs when the
assumption that participants who drop out of a trial are amilar (regarding trial endpoints) o
thase remainimg i the tral s Bot met.

Informutive censoriing is described s 2 bias that ocours when particpants are lost 1o
follow-up due to reasons related to the study.? In a randomized controlled trial, this may occur
duse o varions reasons and could affect the daty analysis in research trials For example,
participants may be lost to follow-up due 1o repsons related to the study, such as progressve
cancer i the control am. Another example is that participants in the WWextment A6 moy stop
taking the study drog due to resisons such as toxicity caused by the study drug. This may cause
different sttrition rates. with the sickest participants beaving the study, thereby introducing =
bing and (avoring the treatment arm over the controd arm, Therefore, unequal anrition rtes
between the treatment and control arm can introduce biss in the PFS analysis. However, it is
possible for nformative censoring 1o still oocur even when there are aqual anrition rates
between both arms” )

We comparncsd the mmaging-based progression-free survival (time from randomizition 1o
the first documented progressive disease or death from any cause) and time 10 next intervention
{tme from mndomization o the initiation of the first subsequent anticancer therapy or death
from any cause) between the treatmsent amd the control group in the INDICGO study at time
intervals prior 10 the unblinding of the trial which occurred at median 14 moaths follow.-up.!
The nim was to determine whether informative censoring bins exivted between the two arms.

We examingd the rate of censoring at 6, 10, and 14 months using the Kaplan-Meber PFS plot
{reported i Figure 2A of the INDIGO trnial), bastd on rough visaal estimates of event rates at
ihese time mntervals. Al b and 10 months, there is equal censonng 10 both arms: which may be
informative or noninformative. ' However, a1 14 months, the number of patients in the treatment
amm (= 168) minus the patients having the event (roughly 25% with o progression svent per the
Kaplan-Mewer curve; nm 4218 126, which is 74 more than the 32 patieats reported at this interval,
msining that theie 74 patients were censored. In the comtrol arm, the number of patsents censored
was number of patients (n=163)progresuon events (moughly 65% n= 106)-—-number of
patients reportad (no= 29) which yiclds 28 patients censoned; the rate of censormg is T4 68 [(4475)
in the treatment arm and 28163 {17%) in the contmol am, a statstically ggnificant difference by
i testing (GraphPad Software Inc. ). This is depicted in Table |
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