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ABSTRACT

Objective: Clinical studies of depression have historically
excluded participants with suicidal ideation. Research
participant safety protocols are critical to allow for the
much-needed study of suicide risk. This report summarizes
participant feedback about the safety protocol used in a
national, remote study of perinatal women with suicidal
ideation.

Methods: Upon completion of the study, participants who
had triggered the suicidality safety protocol during the study
were invited to complete a brief survey with questions about
their experiences with the protocol. The survey included

4 Likert-scale questions and 1 open text question where
participants could provide feedback, suggestions, and
comments to the research team. Participant feedback survey
data were collected between October 2021 and April 2022,
and this research was funded by the National Institute of
Mental Health.

Results: Of the 45 participants enrolled in the UPWARD-S
study, 16 triggered the safety protocol. All eligible participants
(N=16) completed the survey. Among respondents, most
were at least neutral to very comfortable with the call from
the study psychiatrist (75% [n=12]) and reported that the call
had a“positive impact” on their well-being (69% [n=11]). After
the call with the study psychiatrist, 50% of participants (n=8)
reported that they increased engagement with treatment

for depression, and the other 50% reported no change in
treatment. We also report on themes from the qualitative
feedback regarding suggestions of how to modify or improve
the safety protocol.

Conclusions: Learning from the experiences of research
participants will provide unique insight into satisfaction with,
and impact of, the implemented suicidality safety protocol.
Findings from this study could inform the refinement and
implementation of safety protocols used in depression studies
as well as future research on the impact of such protocols.
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S uicidal ideation (SI) is not uncommon among individuals
experiencing depression. A systematic review and meta-
analysis on the prevalence of suicidality in major depressive
disorder (MDD) found MDD patients to be at higher risk of
lifetime and past year SI, suicide plan, and suicide attempt
compared to non-MDD controls.! In a review of clinical trials
conducted in patients with either MDD or bipolar disorder,
23% of participants reported active SI at some point during
study participation.? It is thus concerning that many clinical
trials systematically exclude suicidal patients from enrolling,
as doing so limits generalizability and excludes this high-risk
population warranting further study in treatment research.**

Barriers to enrolling suicidal patients in clinical trials include
participant safety and research risks. A need for researchers to
develop a plan to monitor and respond to suicide risk among
study participants has been identified,* and a systematic review
was conducted on practices for monitoring and responding to
self-injurious thoughts and behaviors in longitudinal studies.’
The review concluded that there were not clear common
approaches to managing ethical and safety considerations for
SI and suicidal behaviors across over 60 included studies’; the
authors advocate for further research to evaluate optimal and
feasible strategies for managing suicidal risk within research
trials. Such safety protocols are particularly critical when
conducting research on a national scale, as the procedures must
appropriately address urgent and emergent situations remotely.

Although guidance regarding approaches and considerations
for monitoring, assessing, and responding to suicide risk in
clinical trials is available,*” no empirical studies have explored
the study participant’s perspective on a given safety protocol
in clinical research trials. Such insight would be valuable in
assessing impact of safety protocol procedures, exploring
possible unintended consequences, and improving procedures.
In the Understanding and Preventing Women’s Relapse of
Depression (UPWARD) Supplemental Study of perinatal
suicidality, a safety protocol was implemented and utilized to
respond to participant SI and thoughts of self-harm reported
during study interviews and self-report surveys. In this report,
we describe participants’ feedback regarding their experiences
with the safety protocol and suggestions for improvements to
the protocol.

METHODS

Study Methodology Overview
In a parent study of perinatal depression (UPWARD;
National Institute of Mental Health [NIMH], NCT03623620),
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Clinical Points

B Suicidal ideation is an exclusion criterion for most clinical
studies of depression, highlighting a need for more robust
participant safety protocols to allow for study of this at-risk
population.

B Future safety protocols should emphasize the importance
of transparency and the need for procedures that balance
safety while also encouraging participants to answer risk
assessments honestly.

B Safety protocols involving contact from study psychiatrists
may help participants re-engage with their community
providers and have the potential to positively impact the
participant’s mental health.

the researchers identified that a significant proportion
of otherwise eligible candidates were excluded from
participation based on an immediate risk of self-harm.
Resultantly, an administrative supplement funded an
observational prospective study with longitudinal follow-up
of pregnant individuals with a history of recurrent depressive
symptoms who endorsed suicidal ideation or thoughts of self-
harm on the Patient Health Questionnaire-9® at screening,
entitled UPWARD-S. This supplemental study aims to
explore the phenomenology of suicidality in the perinatal
time frame.

Eligible participants for the UPWARD-S study were 16
weeks gestation or earlier at baseline, were aged 18 years or
older, had established and ongoing care with a community
health care provider, and were willing to provide details for
an emergency contact and at least 1 community health care
provider. Participants were informed that the research team
would contact these individuals in the context of the safety
protocol. Subjects with a diagnosis of bipolar or psychotic
disorder; with experience of mania, psychosis, or active
substance abuse; or who were not comfortable completing
surveys and interviews in English were not eligible for
participation. After consenting, the participant was monitored
via self-report questionnaires and telephone interviews from
pregnancy at the baseline visit up to 6 months postpartum. At
each study time point, the participant completed the Suicidal
Ideation section of the Columbia-Suicide Severity Rating
Scale (C-SSRS)? as a measure of the severity of any suicidal
ideation and thoughts of self-harm. This measure was also
used to guide the Suicidality Safety Protocol.

Suicidality Safety Protocol

Participants triggered the Suicidality Safety Protocol
upon endorsing items 3, 4, or 5 on the Suicidal Ideation
section of the C-SSRS during an interview or self-report
online questionnaire. In both scenarios, participants were
presented with information on emergency resources
including the National Suicide Hotline, Postpartum Support
International, and emergency services and were notified
that a study psychiatrist would be in contact. Study staff
then communicated relevant clinical details and contact
information to the on-call study psychiatrist.

The'study psychiatrist first contacted the participant via
phone call, and then via text and/or email if the participant
did not answer the phone. The study psychiatrist would
contact the study subject as soon as possible, ideally within
2 hours, and was most often able to make contact within
the hour. If the study psychiatrist was not able to reach
the participant in a suitable time frame based on clinical
judgment, the study psychiatrist contacted the emergency
contact and/or the community provider to confirm the
participant’s whereabouts and safety. The study psychiatrist
evaluated the severity of suicidality symptoms and current
safety level once contact was made with the participant.
The study psychiatrist involved local emergency resources
as necessary. At the end of the call, the study psychiatrist
documented the details of the communication with the
participant, their emergency contact, and/or their health
care provider.

Finally, study staff notified the participant’s health care
provider(s) of this suicidality alert and study staff response
within 1 business day of the safety event. Provider(s) were
also faxed an information packet including a privacy sheet,
institutional review board (IRB)-approved letter explaining
the context of the safety concern, the study psychiatrist’s
clinical safety note, and the participant’s questionnaire
responses (if relevant). See Supplementary Figure 1 for a
summary of the safety protocol.

Participant Feedback Questionnaire

After the feedback questionnaire was approved by the IRB
on October 17,2021, all active participants who experienced
safety protocol measures were given the opportunity to
respond at the conclusion of their 6-month postpartum
interview. The feedback survey, conducted over the phone,
included 4 Likert-scale questions and 1 open response
question. Participant comments during the safety protocol
feedback survey were transcribed from audio recordings of
the telephone interview. See Supplementary Appendix 1 for
a copy of the survey.

Data Analytics

Quantitative measures were summarized with means and
standard deviations. A qualitative content analysis approach
was used for the open text question, with categories derived
from the data.!® One of the coauthors (K.A.D.) read all
qualitative responses and drafted an initial codebook using
inductive and deductive methods with guidance from an
author with experience in qualitative research (R.V.). The 2
coders (K.A.D. and R.V.) met to review coding discrepancies,
to establish operational definitions of codes, and to reach
consensus on coding each qualitative response.

RESULTS

All eligible participants completed the Participant
Feedback Survey (N=16; 100% response rate; see
Supplementary Figure 2). The average age of participants was
33.25 years (SD=3.80), and all identified as non-Hispanic
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Research Participant Feedback on a Safety Protocol

Table 1. Categories of Safety Protocol Feedback (n=13)

Number
of

Category mentions

Example quotations

Experiences with the safety protocol

1. Safety call led 6 “[The phone call with the study psychiatrist] was part of what convinced me to start Zoloft before | had my baby.[...]
to improved Overall, it was reassuring that it was okay to start medications and to make these changes. It ended up being very positive
treatment for my overall mental health. | was very worried about my baby’s safety with taking [medications], and she did wonderfully!”
engagement/ “Yes, | got on the medication, and | got into therapy from that call. To be honest, it was exactly what | needed, and | wouldn't

mental health

change it. The speed with which [the study psychiatrist] called me and the compassion that she had for me and the
information and just the legwork that she did for me was pivotal in my well-being. I'm just really, really grateful for that part
of the program, because it really changed my outcomes a lot”

“I'think that, overall, it had a positive impact in a sense that it was helpful to know that someone was kind of looking out for
me. | think from a standpoint of me having those thoughts, | think that it didn't really make those thoughts stop or go away,

but it definitely helped to have that sort of support. [...] | think that in general, it was helpful to kind of be a part of a study
in a sense that | obviously wasn't alone in how | was feeling, especially at the beginning of my pregnancy.”

2. Mixed 4 “My husband is my emergency contact, so he was a little alarmed when he got that call. But it wasn't a bad thing for him to
experiences become more aware of what was happening with me.”
with “[The study psychiatrist] called at like 6:00 AM, and my husband was like, ‘She’s asleep, do you need to talk to her?’ because
emergency I was passed out. And then he called my emergency contact, who was my husband, and he was like, ‘She’s asleep, I'm sure
contact she’s been up all night with the baby, do you really need me to wake her?"and he said ‘Yes, | need you to wake her! And so
outreach that was really annoying, | had literally just gotten to sleep and he woke me up, had a brief 5- to 10-minute conversation

with me, and then | was awake and couldn’t go back to sleep. And for somebody whose trigger for depression is lack of
sleep ... [inaudible].  wish he could have just talked to my husband and have him be able to verify that | was physically safe.”

3. Safety call was 4 “I guess | wasn't really expecting to [receive the call], but | did know that you guys had this protocol, so | wasn’t surprised
unexpected when | got the call”

“The first time you reached out, definitely no. | wasn't expecting a call at all, and | definitely didn't know it was a psychiatrist
calling”

4. Discomfort or 3 “I didn't really want to talk to anyone about how | felt at the time. [...] | didn't really open up to my OB either, since | just
reluctance didn't really feel comfortable.”
speaking “I know the questions are already vetted and very specific, and they tend to follow what is already present in medical texts
about and whatnot. What | would say as somebody who suffers from depression and has suffered from severe needs, your brain
suicidal wants to give you any way out when it can. So, when it says, ‘Do you want to hurt yourself or feel weary?'and | can say no
ideation to one of them, I'm not going to answer yes to the question at all. The point being: my brain is looking for any way to not to

tell people where I'm at.”

5. Safety call led 3 “I felt much less inclined to report any thoughts of suicide that | had after that because | know the nature of my thoughts
to decreased are pretty innocuous. [....] | honestly, like, there were times that | did have thoughts of suicide after that that | didn't report
reporting because | didn't want the attention, and | knew that | was fine and that | have things that | do to get me through those
of suicidal times, and they are pretty familiar to me. | kind of just stopped saying anything.”
ideation “It actually made me less likely to answer genuinely.”

Suggestions

6. Modifications 7
or alternative
procedures

talk about.”

“I'think you could just explain a bit more about the background of who it is that is contacting me. Like what do they want to

“It just felt like a lot. | don't really know how much leeway you have as far as if people are reporting a lower intensity or a

lower frequency. [...] I had a lot of people calling me, and | was like, I'm fine, I'm going to be okay! It was really intense and

way more attention than | wanted.”

“I wish [the study psychiatrist] could have just talked to my husband and have him be able to verify that | was physically
safe. And | could have called back, or you could have called back a little bit later”

and White. Most of the participants identified as married
(75%) and employed for wages (69%), with at least a
bachelor’s degree (63%).

Most participants (75%; n=12) reported that they were
not expecting the safety call from a study psychiatrist, and
the remaining 25% (n=4) reported that they were expecting
the call. Most participants (75%; n=12) reported being at
least “neutral” to “very comfortable,” with an average score
of 3.5 (SD =1.21). The majority (69%; n=11) of participants
reported that the phone conversation with the study
psychiatrist had a “positive impact” on their well-being,
while 25% (n=4) reported “no impact” and 1 participant
(6%) reported that the call had a negative impact on their
well-being. Half of the participants (n=8) reported that
they “increased engagement” with their depression care after
the call with the study psychiatrist, and the remaining 50%

reported no change in their engagement with depression care
after the safety call.

Qualitative feedback was provided by 13 respondents
(81%) in response to the question, “Your safety is of
utmost importance to the UPWARD-S team. What
recommendations do you have to modify or update the safety
protocol, if any? Please also describe any other comments
or feedback about your experiences with the UPWARD-S
safety protocol” Coding of open text responses indicated key
categories regarding experiences with the safety protocol as
well as suggestions for protocol modification (see Table 1).

DISCUSSION

Our findings suggest that, despite mention of the
safety protocol during the study consent procedures, most
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participants were not expecting a call from the study
psychiatrist when they triggered the protocol. Possible
explanations for not expecting the call based on participants’
comments include that participants did not have clear
understanding of what the safety protocol involved or
that some may have forgotten about the protocol. These
findings indicate the importance of using clear and
explicit descriptions of the safety protocol at the time a
participant enrolls in the study, and future research might
consider inclusion of periodic reminders regarding the
safety protocol in longitudinal studies, although this raises
the question of whether these reminders could further
discourage honest answers from participants who wish to
avoid receiving such outreach. Most participants reported
having a positive experience with the study psychiatrist,
and some reported that the safety protocol helped them to
re-engage with their community provider and adjust their
treatment. This is encouraging to hear from a patient safety
and well-being perspective, and yet this finding should also
be considered in the context of clinical effectiveness trials
of a treatment for depression (ie, it may be possible that
the safety protocol is influencing trajectory of depressive
symptoms). It is possible that the calls also provide a
source of social connection, which would be of interest to
explore further as previous literature has found increased
social connection to be an effective strategy for suicide
prevention.!!

Despite the majority reporting a positive or neutral
experience with the safety protocol, some participants
found the safety protocol procedures to be overwhelming or
suggested that the protocol led to a decrease in subsequent
reporting of suicidal ideation (Table 1, Category 5). Future

researchshould take these unintended consequences into
consideration, particularly in light of participant suggestions
for modifications of the protocol. Specifically, participants
suggested response based on factors that might more
accurately indicate level of risk. In the context of remote
and national clinical trials of depression, it is important to
identify emergency contacts local to the participant who can
be engaged as part of a given safety protocol. Furthermore,
we suggest that future safety protocols consider the specific
needs of this patient population; for example, researchers
may want to determine an appropriate time frame for safety
doctors to make calls in response to safety alerts as to avoid
disrupting sleep of new mothers, as was suggested by one
study participant who received a safety call in early morning
hours.

The findings of this study should be interpreted within the
context of several limitations including a small sample size,
homogeneous sample with lack of racial and ethnic diversity,
and partial assessment with the overall sample based on the
timing of measurement. As this survey was administered at
the 6-month follow-up, we did not capture the perspectives
of participants who had been lost to follow-up or withdrawn
from the study at this timepoint. Such limitations may limit
the generalizability of our findings. This study is novel in the
exploration of the patient perspective on experiences with
a safety protocol in the context of a large-scale depression
treatment study. We hope that future research will build on
these findings to examine empirically how best to develop
and implement safety protocols in the context of clinical
trials for depression and suicidality that not only emphasize
the importance of keeping patients safe but also respect the
perspective and expertise of participants themselves.
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Supplementary Figure 1. Summary of UPWARD-S Safety Protocol

Endorsement of SI from Interview: Endorsement of SI from Self-Report Survey:

MADRS question 10 >2, MINI Depression Module endorsement
of question A3g as "yes", OR participant verbally expresses
suicidality during interview

PHQ-9 question 9 >0 OR EPDS question 10 >0

[ Participant is given Columbia Suicide Severity Rating Scale (C-SSRS) ]
[ Participant endorses questions 3, 4, or 5 on C-SSRS ]
1) Study staft remains on the phone with the participant, 1) Resources including the National Suicide Prevention
informing the participant that a study doctor will follow up Lifeline are automatically sent to the participant along with a
with them as quickly as possible (at most within 2 hours), and notification that a study doctor will follow up with the
providing them with the National Suicide Hotline, if participant as quickly as possible (at most within 2 hours).
necessary.
2) All study staff are notified of the safety protocol trigger
2) After hanging up with participant, study staff contacts the through an automatic alert and must confirm receipt of this
designated call chain until a study doctor confirms they will alert. Study staff determine which study doctor will follow-
\_ contact the participant. J L with the participant. )

Study doctor connects with participant, assesses the acuity with which the participant exhibits suicidality, and
provides safety planning recommendations.

[ Study doctor completes a note to file documenting their findings from speaking with the participant. ]

[ Study staff notify the participant’s local provider by forwarding a completed safety follow-up letter via fax. ]
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Supplementary Appendix 1. Suicidality Safety Protocol Feedback Questionnaire

1.  Were you expecting to receive this call from the study psychiatrist? [Yes/No]

2. Thinking about how you felt during and after the call, how comfortable were you with this call

from the study psychiatrist? /0: Not Comfortable to 5: Very Comfortable]

3. Overall, did the phone conversation with the study psychiatrist have a positive impact, negative
impact, or essentially no impact on your wellbeing? [Positive Impact/Negative Impact/No

Impact]

4.  After the call with the study psychiatrist, did you make any changes in your care for depression?
For example, did you increase the frequency of seeing your caregiver or seek out additional

treatment? [Increased Engagement/Decreased Engagement/No Change in Engagement]

5. Your safety is of utmost importance to the UPWARD-S team. What recommendations do you
have to modify or update the safety protocol, if any? Please also describe any other comments or

feedback about your experiences with the UPWARD-S safety protocol. [open text]

Supplementary Figure 2. Participant Flow Diagram

27 did not trigger the 2 Y@;;Srgp%)ed or
Suicidality Safety A | oelore
Protocol i completlng 6MPP
) s Interview )
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