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In June of this year, the US Food and Drug Administra-
tion (FDA) released a draft guidance to fill a much-needed
gap related to formulating a strategy for the use of patient-
reported outcomes (PROs) in cancer trials [1]. Based on
recognition of the diverse use of PRO measures employed in
cancer trials, this draft guidance, which focuses on antican-
cer products, is an evolution of the PRO guidance released
in 2009 [2]. It also further builds upon a previous FDA guid-
ance that acknowledges the importance of PROs in cancer
studies [3].

It is important to note that this latest draft guidance is not
meant to be a road map to PRO labeling. Quite the oppo-
site, in fact. Rather than offering a set of “FDA-approved”
approaches to PRO assessment that guarantees labeling
based on PRO-based endpoints, the latest guidance recom-
mends core concepts to be assessed in cancer studies and
underlines the merits of study-specific strategies. Moreover,
and perhaps most importantly, the guidance signals review-
ers’ increased flexibility to entertain PRO instruments and
approaches that best fit a study’s need when considering
the benefits and risks of new cancer therapies and high-
lights that the one-size-fits-all approach often historically
used is not appropriate. Sponsors should no longer rely on
inefficient strategies and fossilized instruments. Instead, the
FDA’s emphasis on the importance of using appropriate
instruments and efficient assessment schedules opens new
opportunities for sponsors to design trials that better reflect
patient experience.

The 2021 draft guidance incorporates advice that the
FDA has previously offered in separate discussions [4, 5].
For this reason, readers versed in the PRO guidance of 2009
will recognize a few familiar threads. Consistent with the
2009 PRO guidance, there is a call for PRO-based end-
points to be well defined, valid, and reliable [1, 6]. This
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is particularly important to emphasize because most PRO
instruments used in cancer studies were developed prior to
the 2009 PRO guidance and before the emergence of novel
anticancer therapies. Recognizing this need, the agency
offers flexibility for sponsors to demonstrate the appropri-
ateness of legacy instruments, or appropriate components of
legacy instruments, within the context of use based on prior
experience or evidence from the literature.

Additionally, two primary aspects of formulating PRO
strategies stand out as new contributions to this guidance.
These address the fypes of assessments that FDA reviewers
will consider and the timing of PRO data collection.

One of the major contributions of this latest guidance is
the FDA’s increased willingness to consider a la carte items
or domains from established PRO item libraries (e.g., Euro-
pean Organisation for Research and Treatment of Cancer,
PRO-Common Terminology Criteria for Adverse Events).
This is a refreshing and much-needed acknowledgement
from the agency that may resolve limitations arising from
the use of legacy instruments, many of which contain items
and/or concepts that may not be relevant to the condition or
treatment and which, consequently, present an unnecessary
burden on patients [4]. Patient burden is clearly at the fore-
front of the FDA'’s consideration: while admitting that there
is no “magic number,” the FDA suggests that PRO assess-
ments should not take more than 10 min of the patient’s time
per visit [7], and they should measure what is relevant and
important to the patient.

In concert with a reduction in the number of items admin-
istered to patients is the recommendation that PRO assess-
ments be designed strategically to maximize the relevance
of data while minimizing patient burden. The emphasis
on frequent assessments of PROs during the early part of
the study (while most patients are enrolled) with flexibility
to stagger the assessment of different concepts at relevant
assessment points is a pragmatic solution. This approach
can lessen study and patient burden and meet the needs of
multiple stakeholders without compromising scientific rigor.
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Notably, the FDA’s prioritizing collection of data related
to symptom experience during treatment cycles when the
impact of the treatment is at its maximum (as often occurs
with intravenous-based cancer treatments) eliminates the
standard practice of collecting PRO data during a clinic visit
on the first day of each treatment cycle. This helps offset dif-
ficulties caused by treatment delays and interruption during
analysis and interpretation [8]. Furthermore, capturing data
in a home setting makes patient convenience a priority and
encourages electronic data capture.

Perhaps equally as important as the new contributions in
this draft guidance are the aspects of the guidance that are
not new. The discussion of statistical standards that are por-
trayed as key may look novel at first glance but are, in fact,
as old as the hills. Rather than contributing to our under-
standing of new approaches, these sections perhaps offer
the agency’s insights on the shortcomings of the sponsor
approach to the formulation of PRO strategies. Nowhere is
this more evident than in the discussion of data integrity
and analysis.

The issue of data quality described in the draft guidance
is certainly well founded. Missing values, for example,
represent a recognized problem in oncology trials [9-11].
Often, this is the result of inefficient procedures for data cap-
ture and monitoring and/or poor training for study staff and
patients. Such issues may reflect the fact that PRO objec-
tives (often vague) are frequently relegated to “exploratory”
status in study protocols and, as a result, are not treated as
a priority. The guidance stresses the need to establish pro-
cedures for mitigating missing data (including appropriate
training for both investigators and patients) and the impor-
tance of documenting the reasons for missingness, advice
that is rarely found in similar guidance documents from the
FDA. The need to reestablish the basics of quality data cap-
ture may indicate that authors of guidance are frustrated (or
unimpressed) with the quality of data currently submitted by
study sponsors. While the extent of missing values is likely
to be influenced by many factors, including the severity of
cancer and treatment regimens, as a general rule, an 80%
completion rate of PRO instruments at all timepoints up to
6 months from baseline is considered to be a minimum for
anticancer trials [7].

Beyond these issues with data collection, problems with
statistical analysis plans and data interpretation again force
the draft guidance to package as revelatory an astoundingly
basic statistical concept. The mistake: sponsors are quick to
celebrate conclusions of “no difference” based on a medio-
cre analysis of data captured by insensitive instruments
administered at irrelevant timepoints. Pathetic! To remedy
this unfortunate practice, the draft guidance explicitly states
that a lack of statistical superiority is not synonymous with
“no meaningful difference.” Rather, a claim of noninferi-
ority or equivalence should be prespecified in the analysis
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plan and should be supported by evidence that the sensitivity
of the instrument is adequate, that the study is adequately
designed, and that the selected noninferiority margin is jus-
tified. Only time will tell if “equivalence” with respect to
symptom severity or tolerability will ever be considered as
a meaningful treatment benefit worthy of labeling.

The draft guidance certainly provides strong support for
the spirit and execution of including PROs in cancer clinical
trials, although practical oversights in the document may
prevent it from being adopted wholesale by pharmaceuti-
cal companies. Chief among these is the guidance’s implicit
focus on randomized controlled trials, whereas most cancer
clinical trials are open label. Of the 28 new anticancer drugs
approved by the FDA in 2017 and 2018, only five included
evidence from randomized double-blind controlled trials.
From a regulatory standpoint, bias in open-label studies is
a concern, and therefore PRO findings are unlikely to be
included in product labeling [9].

If the open-label design of cancer trials represents one
challenge for sponsors, the requirements of serving multiple
stakeholders is another. Varying and sometimes contradic-
tory requirements from the FDA, the European Medicines
Agency (EMA), and other health technology assessment
bodies may lead sponsors to feel overwhelmed by the pros-
pect of incorporating PRO instruments into study protocols,
particularly when such data are “nice to have” rather than
essential [12]. Existing evidence supports this position:
confirmatory studies of almost 30% of cancer indications
approved by the FDA and EMA in 2012-16 did not include
any PRO data [13]. Given these challenges (combined with
the fact that PRO data are not mandatory for anticancer drug
approvals), it is perhaps no wonder that integration of PROs
in anticancer trial protocols is absent or suboptimal [12].
However, omission of PRO data can prevent benefit/risk
assessments and be a source of frustration to reviewers, as
indicated by one member of the Oncology Drug Advisory
Committee (ODAC) during a recent review: “... I think it’s
come up multiple times before ODAC, where sponsors sug-
gest that there is a better quality of life or benefit, but they
do not have the data to back that up” [14].

Ultimately, the guidance offers a step forward and con-
solidated insight into the FDA’s perspective, and it demon-
strates the reviewers’ willingness to acknowledge the chal-
lenges sponsors face in designing anticancer clinical trials.
This, perhaps, is the real benefit of the FDA’s 2021 draft
guidance: by underlining the vital role PROs play in help-
ing sponsors demonstrate treatment benefit, the agency has
opened a window, airing out stuffy thinking on the value
of patient input and breathing new life into patient-centric
cancer clinical trials.
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