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Randomization failure in palliative
care RCTs

In an ambitious randomized clinical trial (RCT), the
Danish Palliative Care Trial (DanPaCT)' compared early
integrated specialist palliative care against usual care in
297 patients with advanced cancer. Acknowledging the
challenges of implementing large palliative care trials,
DanPaCT should be lauded for its large sample size, fol-
low-up duration of nearly three years, and patient-cen-
teredness, uniquely tailoring the primary outcome to each
patient’s primary need.

These strengths notwithstanding, DanPaCT was poten-
tially pessimistically biased against the early integrated pal-
liative care group due to randomization failure. Relative to
the palliative care group, controls were more likely to have
cancers of the breast or digestive system (35% v 48%,
P=.02), which are potentially less aggressive. There was a
trend for the palliative care group to have more patients
with lung cancer (39% v 30%, P=.10), which is often more
aggressive. There were no differences in “other” cancers.
Essentially, the deck was stacked against the early inte-
grated palliative care group because — despite randomiza-
tion — the patients likely had more aggressive diagnoses.

Unfortunately, this critique is not unique to DanPaCT,
as two other large RCTs?3 of outpatient palliative cancer
care have also fallen victim to randomization failure and
yielded null findings. In a cluster RCT of 146 patients in
the U.S.,? the palliative care group included 56% with
lung cancer, relative to 0% of controls (P<<.0001).
Similarly, in a cluster RCT of 434 patients in Norway,’
there was a trend for patients in the palliative care group
to be more likely than controls to have lung cancer diag-
noses (46% v 37%, P=.058), as opposed to less aggres-
sive cancers. In each case, these were null findings, and
the direction of the effect was actually negative.

To avoid these issues, it would be helpful for investigators
to consider confounding prospectively when planning pallia-
tive care RCTs, especially when including patients with het-
erogeneous cancer diagnoses. Methodologically, stratification
by diagnosis, stage, or performance status can help to ensure
that groups are comparable with respect to baseline quality of
life and expected prognosis.* Statistically, analytic plans
should prespecify relevant confounders and control for them
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as covariates.’ This can correct for potential imbalance, and
even when imbalance is negligible, this can provide for
greater precision in estimating intervention effects.’

With the American Society of Clinical Oncology guide-
lines® now recommending early integrated palliative care
for all patients with advanced cancer, clinicians are more
aware of palliative care research findings. Negative trials
can discourage the earlier integration of palliative care,
even when trials have flaws. Greater attention to method-
ology is needed to avoid unwarranted pessimism about
palliative care.
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