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Abstract

Background

Introduction

Aims: Understand the choice of recall period for PRO measures based on intended use, characteristics of
the disease, treatment, and attributes of studies in which the measure will be used.
Methods: The FDA PRO Guidance suggests a preference for patients to describe their current or recent
health state with as short a recall period as possible. Current practice and considerations were reviewed
within a variety of disease areas (overactive bladder, menopausal hot flashes, niacin-induced flushing,
osteoarthritis pain, irritable bowel symptoms, benign prostatic hyperplasia, and alopecia) where the
choice of recall may depend on the rate of disease progression, frequency, fluctuation and burden of
symptoms. Additionally, SEALD reviews were examined for feedback on recall periods.
Results: Across disease areas, rationales were identified for using different recall periods, including eventdriven (immediate), daily, up to weekly, and longer than weekly recall periods. This work demonstrates
that: 1) length of recall varies depending on what the PRO measure captures, its intended use, and
attributes of the disease and study; 2) within the same disease area, recall can vary depending on
the concept or phenomenon of interest (e.g. variability, frequency, or overall impact); 3) recalls must
consider patient burden and ability of patients to easily and accurately recall the information requested;
4) recall must be consistent with the duration of the trial and the scheduled clinic visits.
Conclusions: The selection of the recall period is an important decision in the development of a PRO
measure. Shorter recall periods are being encouraged at the US regulatory level for PROs supporting
label claims. These may underestimate symptom burden when symptoms have diurnal or day-to-day
fluctuation and may place undue burden on patients. On the other hand, recall intervals that are too
long may either over- or under-estimate the health state. Therefore, a one size fits all approach is not
effective, and a variety of factors should be considered to optimize data quality and completeness.

•	Consistent criteria for selecting
the most appropriate recall
period when developing or
choosing a patient-reported
outcome (PRO) measure for use
in clinical trials are needed1

FDA Guidance for Industry PRO Measures

•	Recall period — “The period of time patients are asked to
consider in responding to a PRO item or question. Recall can be
momentary (real time) or retrospective of varying lengths.″

• Final Guidance released
Dec 20092

•	While some researchers and
regulators have suggested that
very short recall periods are
better, choice of an optimal recall
period may depend on a number
of factors
•	We describe a number of criteria
and examples within various
therapeutic areas where the
choice of recall may depend on
the rate of disease progression,
frequency and fluctuation of
symptoms, and burden of
symptoms.

–	Applies to all PROs intended
for labeling or promotion in
the U.S.

“ …. it is important to
consider patient ability
to validly recall the
information requested. The
choice of recall period
that is most suitable
depends on the instrument’s
purpose and intended use;
the variability, duration,
frequency, and intensity
of the concept measured;
the disease or condition’s
characteristics; and the
tested treatment.”

–	Specific requirements for PRO
development, validation and
interpretation
–	Increased need for rigor in
study design, data collection
and documentation
A PRO is defined as any report
of the status of a patient’s
health condition that comes
directly from the patient,
without interpretation of
the patient’s response by a
clinician or anyone else

“PRO instruments that
call for patients to rely on
memory, especially if they
must recall over a long
period of time, compare
their current state with an
earlier period, or average
their response over a
period of time, are likely to
undermine content validity.
…., items with short recall
periods or items that ask
patients to describe their
current or recent state
are usually preferable.”

Results
Development of a PRO Measure: An Iterative Process2
When to start
thinking about
recall period

i. Hypothesize Conceptual Framework
ii. Adjust Conceptual Framework and Draft Instrument
• Obtain patient input
• Generate new items
• Select recall period, response options and format
• Select mode/method of administration/data collection
• Conduct patient cognitive interviewing
• Pilot test draft instrument
• Document content validity

v. Modify Instrument

PRO

iv. Collect, Analyze &
Interpret Data

CLAIM

iii. Confirm Conceptual Framework and
Assess Other Measurement Properties

Researchers should
•	Think about the recall period prior to obtaining patient input
•	Use interviews to understand patient perspective of recall and what may be
appropriate

Considerations in Selecting Length of Recall Period for PRO Measures
Intent of the PRO measure
• What is the concept intended to be
addressed by the PRO measure?
• Which recall period is more appropriate given
the intended use and conceptual framework?

Nature of disease or condition
• Do symptoms in the condition
follow an episodic, acute, chronic
or mixed temporal pattern?
• Do symptoms naturally fluctuate
over time or are they stable?
• How severe and how frequent
are the symptoms in the patient
population being studied?
• Will too short or too long a recall
interval either under- or overestimate symptom frequency
or severity?

RECALL
PERIOD

Example of Weekly Recall Periods and Rationale
Disease
Condition
Facial Acne [11]

Intermittent
Asthma

Osteoarthritis
(OA)-related
Functioning [12]

Benign Prostatic
Hyperplasia [13]

Design and length of study
• What is the study design in which the PRO measure will be used?
• What is the duration of the clinical trial post-randomization?
• What is the schedule of the clinic visits and frequency of PRO administration?
• Is there overlap or significant missing gaps in the assessment of PRO assessments?
• Would recall periods of certain lengths overlap with pre- and post-randomization
periods in this clinical trial?

Symptoms

Menopausal Hot
Flashes [3]

Hot flashes

Overactive
Bladder (OAB)

Micturition, urinary
incontinence and urgency

Irritable Bowel
Syndrome Diarrhea
predominant
[4-9]

Bowel and abdominal
symptoms

Niacin-Induced
Flushing (NIF)
[10]

Cutaneous flushing
(redness, warmth,
tingling and/or itching)

Recall

OAB Symptom
Improvement

Episodic in nature

Event
Log or
Daily

Day-to-day variation. Symptoms
typically recorded whenever they
occur using a 3- to 7-day voiding
diary

Event
Log or
Daily

Bowel symptoms (e.g., stool
consistency, straining) pertain to
each bowel movement, whereas
abdominal symptoms (e.g., pain,
bloating) may be assessed daily

Daily

Day-to-day variation in severity and
bother

Visibility and severity may not
vary from day to day. More
frequent assessments may be
impractical based on patient
burden and low compliance
among of young adults

Cough,
wheezing, and/
or difficulty
breathing

Patients may not experience
symptoms every day, and
symptoms may occur only
during exacerbations

Joint pain

Symptoms not necessarily
experienced daily

Symptoms
Urinary storage
and voiding

Changes in
micturition,
urinary
incontinence and
urgency

Rationale
Chronic condition that
progresses quite gradually.
Symptoms can wax and wane
over time
Disease progression and
improvements are gradual.
Subjects may need to look
back over a period of time
to determine how often or
severely they were impacted
by their hair loss
May be appropriate to have
a long recall when assessing
bother, disease-specific HRQL
or improvement in overall
symptoms

Summary of Different Recall Periods and Rationale
Type of
Recall
Event Driven
(Immediate)
or Daily Recall

Rationale

Event
Log

Whiteheads,
blackheads, and/
or inflamed red
lesions (papules,
pustules, and
cysts)

Alopecia or Female Increased
Pattern Hair Loss
hair shedding,
(FPHL) [14]
decreased hair
density and finer
hair

Examples of Daily and Event Driven Recall Periods and Rationale
Disease
Condition

Rationale

Example of Longer than Weekly Recall Periods and
Rationale
Disease
Condition

Ability to recall and patient burden
• What is the nature of the illness
and its impact on a patient's ability
to respond?
• Is there undue burden? How
will this contribute to data
quality (i.e. missing data)?
• What is the recall capability of the
population being studied?
• What evidence is available to support
that patients can actually recall over
the chosen interval?
• What is the patient burden in
terms of PROs and other
assessments in this particular
population?

Symptoms

Up to Weekly
Recall

Longer than
Weekly Recall

Examples of other FDA guidances that mention recall period for PROs
Chronic Obstructive Pulmonary Disease:
Developing Drugs for Treatment15
•	“... two efficacy endpoints may need to be declared as
primary endpoints in phase 3 studies to support efficacy.
An example of using two primary efficacy endpoints
would be measurement of lung function, such as FEV1,
plus a measure of a patient-reported outcome, such as
a validated symptom score, activity scale, or diseasespecific, health-related quality-of-life instrument”
–	“…scales that require patients to recall prior
symptoms (e.g., how do you feel now compared
to baseline?) are problematic, because patients’
memory may fade over time, particularly in
studies lasting several months”
–	Guidance recognizes important of St. George’s
Respiratory Questionnaire and Chronic Respiratory
Questionnaire, yet no clear recommendations of
appropriate recall period to use

• Symptoms not necessarily experienced daily (e.g.
intermittent asthma)
• Interested in integrated assessments of severity
or effects of medications (e.g. facial acne) over a
period of time
• Interested in impact on non-daily events or
opportunities (e.g., social functioning, recreational
activities)
• Changes in micturition, urinary incontinence and
urgency

•	“The efficacy endpoint should include patient-reported
symptoms and at least one objective measure declared as
co-primary, meaning that both measures should statistically
demonstrate the desired effect.”
–	“The frequency of scoring should be driven by the dosing
interval, but should be at least twice daily, once in
the morning and once in the evening, with one or more
scorings timed to precede dosing. The symptoms should
be scored both as reflective score (evaluation of symptom
severity over a predefined period, such as 12 hours) and
as instantaneous score (evaluation of symptom severity
immediately preceding the time of scoring). …”

Some recent SEALD reviews
Stelara® (Ustekinumab)

Flibanserin17

•	Stelara™ is indicated for the treatment of adult patients
(18 years or older) with moderate to severe plaque
psoriasis who are candidates for phototherapy or
systemic therapy.

•	Flibanserin is a 5-hydroxytryptophan (HT)(1A) receptor
agonist and 5-HT(2A) receptor antagonist for the treatment
of hypoactive sexual desire disorder (HSDD)

•	FDA approval September 2009

•	FDA advisory committee voted against approval in June 2010
due to lack of evidence of efficacy as compared to placebo

•	SEALD feedback on Dermatology Life Quality Index
(DLQI)

–	Also lack of confidence in the Female Sexual Function
Index (FSFI) which was the primary endpoint

–	“…justification for the recall period for the DLQI was
not included in the submission”

–	Concern was use of 4-week recall and potential recall bias

–	“The one week recall period used in the clinical
trial may introduce bias…” [DLQI]
–	“…if there is variability in a symptom from day to
day, it is unclear whether patients can adequately
recall their experiences over a one week or two week
period in an unbiased way”
SEALD, 2009. Study Endpoint Review.

Rationale for Selection
• Nature of disease/condition is episodic (e.g. OAB,
NIF)
• Best assessed using event logs or diaries
• Symptom frequency may be unpredictable (e.g.
OAB)
• Symptoms only noticeable in certain situation (e.g.
vaginal dryness and dyspareunia during sexual
intercourse)
• Day-to-day variation in symptoms may be
pronounced

Guidance for Industry Sinusitis: Designing Clinical
Development Programs of Nonantimicrobial Drugs
for Treatment16
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“ The Division never agreed that the FSFI sexual desire
domain was an acceptable primary or key secondary
endpoint. On the contrary, the Division provided early
guidance in a 2005 meeting that the evaluation of change in
sexual desire (a critical component for both the diagnosis
of HSDD and treatment evaluation of flibanserin) should
not be based on a 28-day recall (as is the case with
the FSFI sexual desire domain), but rather on a more
frequent recording (i.e., daily) of the endpoint. For
this reason, the Division recommended that the eDiary
Question 2 (“how would you rate your level of sexual
desire?”) be used as a key efficacy endpoint.”

Discussion
• Optimal selection of a recall period for a PRO measure depends
on many factors
• It is clear that
–	Consistent criteria for selecting the most appropriate recall
period are needed;
–	Defining the appropriate recall period may be challenging;
–	Even within the same disease area, appropriate recall can
vary depending on the concept or phenomenon of interest
(e.g. variability, frequency, or overall impact);
–	The appropriate recall period must take under consideration
the patient burden and the ability of the patient to easily
and accurately recall the information requested;
–	The chosen recall must be consistent with the duration of
the trial and the scheduled clinic visits to avoid assessments
that overlap within clinical trial periods.
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