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Risk-Based Data Monitoring & Eligibility Rewew
Global perspectives

* Risk-Based Data Monitoring (RBDM) has
become increasingly sophisticated and
technologically complex.

* Eligibility Review services have become
commonplace, even for global trials.

* This presents unique challenges and
considerations when surveilling raters in
multinational trials.



Pre-Study Startup Considerations:

Country Strategy to Optimize RBDM & Prevent Delays

Surveillance Considerations:

= Certain countries (e.g., France, Germany, China)
are more difficult to conduct RBDM due to local
data protection regulations.

* Novideo recording; audio recordings require server
and reviewer in-country.

= Some IRBs in Japan and China vary in their
approval for allowing recordings.



Pre-Study Startup Considerations:
Country Strategy to Optimize RBDM & Prevent Delays

= |n Depot countries (e.g., China, Japan, Korea, Argentina,
Brazil, Columbia, Mexico, Turkey) it’s expensive and can
take months to get devices to sites.

* Some depot companies are more difficult to work with.

= Country idiosyncrasies:

* Chinarequires brand new devices; even imperfect
packaging can lead to Customs holds due to concerns of
secondhand devices.

* Scales can be impacted: ADAS-Cog was held in Japan
Customs because a ‘stethoscope’ used for a naming task
was identified as a ‘medical device.



Pre-Study Startup Considerations:
Country Strategy to Optimize RBDM & Prevent Delays

Surveillance Solutions:

= Start your country strategy selection early.
@ = Engage with your RBDM vendor as part of that

process to avoid headaches later.
()

= Confirm budget & timelines aligned for depots.

= Carefully weigh the pros and cons of using less
versus more common countries for CNS trials
with RBDM alongside your regulatory plans.

s With planning, even more “difficult to operate
in” countries can still have robust RBDM.



Pre-Study Startup Considerations:
Country Strategy to Optimize RBDM & Prevent Delays

Rater Qualification Considerations:

= Rater certification thresholds:

* Degrees and licensures not equivalent across regions (e.g., masters
level psychologists in EU/LATAM versus doctoral level in US).

* Some regions have more bachelors level raters (e.g., LATAM) or MD
raters (e.g., Japan) which may impact rating quality/behaviors.

* Consider number of different types of raters required by scale.

= Rater training:

* Do most of the site raters speak English or will all the training
materials need to be translated into the local language?

= Rater performance in prior programs.



Pre-Study Startup Considerations:
Country Strategy to Optimize RBDM & Prevent Delays

Rater Qualification Solutions:

= Consider minimum rater qualification
thresholds from a global perspective.

= Discuss minimum qualifications per scale
@ early on in study startup.

= Clear documentation and training plan for
b raters who do not meet qualifications.

= Use of backup central raters for sites who have
no qualifiable raters.

= Allow time to translate trainings.

= Incorporate recent rater performance data into
rater qualification.

X c(j)ualified raters can help ensure high quality
ata.



Pre-Study Startup Considerations:
Country Strategy to Optimize RBDM & Prevent Delays

Rater & Site Quality Considerations:

= How do we measure “quality” sites?

* CROs often have different metrics than RBDM vendors, and
sometimes they do not align.
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= Usually by the time RBDM vendor is contracted, study team has
already selected sites.

= Rater performance from prior trials can vary over time in regions.



Pre-Study Startup Considerations:
Country Strategy to Optimize RBDM & Prevent Delays
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Rater & Site Quality Solutions:

= Engage with RBDM vendor during feasibility or
site selection process to avoid sites with
known rater or participant quality issues.

" |ncorporate recent site and rater performance
data in site selection.

s*Collaboration between Sponsor, CRO, and
RBDM vendors can ensure quality sites are
selected from multiple perspectives.



Pre-Study Startup Considerations:
Clinical Outcome Assessments (COAS)

COA Considerations:

" [n some regions COAs may be less sensitive to treatment changes

or may not correlate as expected with self-report measures (APAC).

* The constructs COAs measure may differ by region.
* Depression symptoms are reported differently by geographic region.

= Even certified translations may not capture the right construct.

* Argentinian version of the MADRS the term panicky is translated to
"Aterrorizado® on the Inner Tension item (which is more “terrified”)
versus “en panico“ which is the preferred term.

AP
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Legacy COAs often do not
capture MDD constructs
iImportantinin some
cultures, but captures other
symptoms that are not a
“Top 5 Symptom” in any
region (bottom items):

= COA gaps

*DSM-5 MDD criteria in bold

Haroz, E., et al. (2017). How is depression experienced around
the world? A systematic review of qualitative literature. Social
science & medicine, 183, 151-162.

Top S Most Frequent|  Symptoms* MADRS HAMD
Sxs by Region - -
All except East Asia  |Depressed mood/Sadness|1- Reported Sadness 1- Depressed Mood

All except Southeast

2- Work and Activities

Asia Fatigue 1= LSS, £8 oy 9- Somatic Symptoms General
All except LATAM Sleep 4- Reduced Sleep 3,4, 5 — Insomnia Early, Middle, Late
All except E/S Asia Social Isolation 8- Inability to Feel, as proxy
/(zrflrll}é ;3/ S Asia & Weight/Appetite 5- Reduced Appetite ;: igl;;aélfcé};?;ﬁoms Gastrointestinal
Only LATAM Crying 2- Apparent Sadness, as proxy 1- Depressed Mood
Only East Asia Suicidal Thoughts 10- Suicidal Thoughts 11- Suicide
US, LATAM, E. Asia |Loss of Interest 8- Inability to Feel 2- Work and Activities
Middle East General Pain 9- Somatic Symptoms General
South/Southeast Asia |Heart Issues 13- Anxiety Somatic
Only East Asia Guilt 9- Pessimistic Thoughts 10- Feelings of Guilt
Only South Asia Headaches 13- Anxiety Somatic
None Hopelessness 1- Repc.)rt§d .Sadness . 1- Deprgssed Mooc'i .
9- Pessimistic Thoughts (partial)  |10- Feelings of Guilt (partial)
Only Middle East Irritability 3- Inner Tension, as proxy 12- Anxiety Psychic
) . 3 - Inner Tension, as prox 12- Anxiety Psychic, as prox
Only Southeast Asia | Thinking too much 9- Pessimistic Thougﬁts, a}; proxy [10- Feelingys ofyGuilt, asl;)rox};/
None Concentration 6- Concentration 17- Retardation, as proxy
. . 12- Anxiety Psychic; 13- Anxiet
None Anxiety/Worrying/Tense/ 3- Inner Tension Somatic; 131]- H}}/rpochondriasis g
Nervous L
16- Agitation, as proxy
None Impaired Compm.ient of scoring throughout |Component of chr.ii?g throughout
Function/Distress 7- Lassitude 2- Work and Activities
Only South Asia Headache 13- Anxiety Somatic
None Self-Esteem 9- Pessimistic Thoughts 10- Feelings of Guilt (partial)
None Interpersonal problems  |8- Inability to Feel, as proxy
None Memory problems 6- Concentration 17- Retardation (partial)
None Emptiness é: EZ%?E te;dt(S)e;deneelss, as proxy 1- Depressed Mood, as proxy
None Psychomf)tor 7- Lassitude 17- Retardation
Retardation
None Agitation/Restlessness  |4. Reduced Sleep (partial) 16- Agitation
None Stressed/overwhelmed 3- Inner Tension 12- Anxiety Psychic; 16- Agitation
None Nausea 13- Anxiety Somatic
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Argentina:
n=1554
M=2.11(1.51)
Median =2.00

Other Spanish-speaking countries:

nh=224
M=2.81(1.16)
Median =3.00

“Regarding Adherence, | noted that the rater
successfully clarified a poorly translated

assessment.”

_. item on panic attacks, ensuring an accurate
I
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Rater Score: MADRS Item 3 - Tension

MADRS Assessments Item 3 - Inner Tension Comparison



Pre-Study Startup Considerations:
Country Strategy to Optimize RBDM & Prevent Delays

COA Solutions:

= Consider accounting for differences in COA
sensitivity by region in pre-defined statistical

analyses plan.
= Select COAs that will have cross-cultural

~ relevance and sensitivity for country strategy.

= Have your local teams review translations if
scale management done in-house.

** COA cross-cultural factors can impact
endpoints in a multifaceted manner.



In-study Considerations:
RBDM

= Most RBDM vendors use algorithmic “flags” (like those created by the ISCTM | ‘
Algorithms/Flags Working Group) to detect potential data anomalies.

= Differences in audio/video recording by region — US sites are generally more consistent
about recording than Ex-US sites.

= Sociocultural differences may impact standardized assessment of interview quality (e.g.,
Rater Applied Performance Scale (RAPS)).

* Responsiveness to rater remediation requests do not show appreciable differences by region.

= Differences in participant experience of MDD symptoms and COA coverage of symptoms
may increase discordance between MADRS and CGI-S.



RAPS Evaluations: MADRS
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CGI-S Scores =23 with MADRS Scores =10
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In-study Considerations:
RBDM

RBDM Solutions:

= Evaluate flags applicability globally and
account for differences in participant
presentation to avoid over-intervening.

= Require recordings for study participation or
set expectations with sites that opt-outs are

the exception, not the norm.
= Have a surveillance plan for sites who do not
prmy record or respond to remediation requests.
0a®

= Recalibration for scales, especially CGI-S
should be culturally sensitive and in local
language.

*»Cultural sensitivity in rater surveillance is
paramount for buy-in.



In-study Considerations:
Eligibility Review

= Vendors doing independent eligibility assessments do not always use
native/local speakers; accents and differences in clinical fluency between
native and nonnative speakers can impact the quality of the interview.

= Differences in symptom severity at screening and baseline by region.

= Differences in RAPS interview quality, especially at screening due to hesitancy
to re-ask questions already asked (e.g., prescreening, MINI/SCID) is more
common in some countries (e.g., Japan).




HAM-D Scores at Screening by Region

F(3,2693)=11.44, p <.001

| 95% Confidence Interval for
f \ Mean
N Mean Std. Deviation || Std. Error | Lower Bound Upper Bound | Minimum aximum
Latin America | 310 || 23.70 | 5457 || 310 | 23.09 | 24.31 2 | 37
Europe 517 24.73 5.088 224 24.29 2517 6 40
USA/Canada 1660 23.75 4744 116 23.52 23.98 2 39
Asia 210 2247 4 845 334 21.81 2313 10 41
Total | 2697 _\'\23.83 4'93}1 095 | 23.65 24.02 2 1 41

* Europe significantly higher than all other regions.
* APAC significantly lower than all other regions.
* LATAM and US/Canada don’t differ from each other, but less than Europe and more than Asia.




MADRS Scores at Study Baseline by Region

F(3,1692)=11.82, p <.001

95% Confidence Interval for
/ Mean
N Mean Std. Deviation || Std. Error | Lower Bound Upper Bound J| Minimum aximum
Latin America 206 33.05 5.954 415 32.23 33.87 16 49
Europe 406 32.14 6.373 316 31.52 32.76 7 46
USA/Canada 940 32.51 5.974 195 3213 32.89 0 49
Asia 144 29.44 6.665 S 28.35 30.54 5 44
Total 1696 Q2.23 6.189 150 31.93 32.52 0 1 49

* LATAM higherthan all other regions.
* APAC significantly lower than all other regions.
* Europe and US/Canada don’t differ from each other, but less than LATAM and more than Asia.




In-study Considerations:

Eligibility Review

®
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Eligibility Review Solutions:

" Independent eligibility assessment vendors
should use native speakers whenever possible.

= Power analysis to consider SCV/ BSL severity if
APAC is expected to heavily contribute to data.

= Have a plan for missing audio at SCV/BSL.

= Study inclusion criteria should incorporate
minimum BSL and/or change from SCV.

= Adjudication for SCV eligibility can also help
recalibrate raters prior to the BSL visit.

**Eligibility confirmation in global trials can be
complicated but can have benefits.
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