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Rho’s Answer to Mitigating

COVID-1? Risks in a
Complex, Fast-Moving
Pain Program

A cutting-edge biotech was running a program with three active,
concurrent, pain studies across 25 sites and 218 patients,
with interim database locks scheduled during the summer of
2020 and final database lock deadlines looming close behind.
The COVID-19 pandemic put that all on the line.
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The Challenge

With Studies 1and 2 approximately 4 months away from an interim database lock and Study 3
in startup, the COVID-19 pandemic put the entire program at risk. For all three studies, the Sponsor
relied on our teams to find creative solutions around site availability, patient retention, and remote
monitoring of the data that would ensure patient safety, data quality, and allow study
progression to continue without delay, while remaining in accordance with pandemic-related
FDA guidelines. We needed to customize and implement our virtual, multi-layered solution
quickly and seamlessly.

The Solution

Use a three pronged approach to address new pandemic-induced risks by assessing:
o Patient Impact

a Site Impact

o CRO/Sponsor Impact

How We Did It

Based on the results of our risk assessment, we updated the protocol and site contracts to
accommodate both patients and sites and implemented the following strategies:

Decentralized Patient Options

o Visit Window Extensions

e Telemedicine Visits

Decentralized Site Options

0 Contract Updates

Monitoring Solutions (CRO/Sponsor Impact)
o Remote Monitoring Visits

o EDC Migration
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Decentralized Patient Options

Visit Window Extensions

For sites that remained open to see patients, and the patient was able and willing to come to
the clinic, the visit was performed as it would have been pre-COVID-19. Understanding that
both patient burden and site availability would be impacted by the pandemic, extending the
time between visits allowed greater flexibility for the patients and the sites when scheduling

in person and telemedicine visits. Additionally, we resourced our deep bench of experienced
monitoring staff to confidently make those extensions in the face of fast approaching milestones
and tight timelines.

Telemedicine Visits

For sites that were not open to see patients, or in cases where the sites were open and the patients
were unable or unwilling to come to the clinic, the option of telephone visits was available.
Telemedicine visits were scheduled based on frequency specifics outlined in the protocol. Prior to
the call, a primary endpoint questionnaire was mailed to each patient with specific instructions
not to complete the questionnaire before the scheduled call. During the call, the site coordinator
and the patient reviewed the survey together, answering all the questions. Ongoing safety data
regarding current concomitant medication and adverse events were discussed on the call and
new safety data was collected by asking the patients if any new adverse events had occurred,
or if new medications had been taken. Furthermore, site personnel inquired about any changes
to previously reported adverse events and concomitant medications.

Decentralized Site Options

Contract Updates

Site locations and needs were assessed and the site contracts were amended to accommodate
these needs, including the purchase of additional personal protective equipment (PPE) and
compensation for the additional effort required for remote monitoring visits. Additional contract
updates were evaluated by the Sponsor on a case by case basis.

We could not be more proud of the operational excellence Rho
provided in the planning and execution of our Osteoarthritis trial.
We have been successful in each step of the trial, including achieving

FPl early, completing enrollment 3 months early, and adjusting
and pivoting our protocol and operations through COVID-19.

Polina Bukshpun, Associate Director, Clinical Operations, UNITY Biotechnology
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Monitoring Solutions (CRO/Sponsor Impact)

Remote Monitoring Visits

Rho and the Sponsor quickly agreed that all on-site monitoring would be transitioned to remote
visits until there was more data available regarding the spread of the pandemic. Given that
Studies Tand 2 were so close to their interim database locks, the following considerations were
necessary to make this transition feasible:

Source Document Verification (SDV) requirements

The study was initially scoped for 100% SDV, however with the move to remote visits this was no
longer possible. Utilizing the Statistical Analysis Plan (SAP) and various other resources, we created
a list of critical variables for SDV.

Source Document Review requirements (SDR)

With the SDV list from above, the operations team was able to determine what source documents
would need to be monitored remotely in order to complete SDV. After completing the mapping
process, the operations team narrowed down the list of documents that the sites would have to
provide to facilitate remote monitoring, thus reducing their burden as much as possible.

Clinical Monitoring Plan (CMP) updates

The CMP was initially written to outline expectations for on-site monitoring, so we drafted a
revision to outline the Sponsor-approved remote expectations. These updates not only included
the requirements outlined above, but also detailed questions monitors should be asking the sites
during their remote monitoring calls. These questions were outlined to assist in identifying items
that are normally reviewed during on-site visits (e.g. changes in site staff, facilities, supplies, etc.).

Protocol Deviation Plan update
A new category of protocol deviations was added to Rho’s Clinical Trial Management System
to capture if protocol deviations occurred due to COVID-19.

EDC Migration

To accommodate the protocol and monitoring changes, an update to our EDC system was
essential and we made the following adjustments:

- Added data fields to capture if a patient visit occurred in person or remotely. For remote visits
we added a checkbox to note if this was due to COVID-19.

« Added a flag that was activated by the CRA during the monitoring process to note when data
had been monitored remotely, since 100% of the SDV was initially assumed and the system was
not built to accommodate Targeted SDV. This allowed us to programmatically authenticate that
all required fields were verified.

« Updated the Data Management Plan (DMP). Similar to the CMP, the DMP required changes to
accurately outline the process for missing data during the pandemic.

The value in implementing these modifications up front gave us a head start in further minimizing
our reaction time to any unforeseen pandemic driven risks and added foresight to future risk
assessment analyses and customized options for our upcoming virtual trials.
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The Results

Inunder 4 months, we've been able to successfully transition three active studies, maintaining

the integrity and quality of the primary endpoints without an increase in our patient dropout

rate or deviation from our pre-pandemic timeline, staying true to the database lock target dates
for Studies Tand 2. Complex analyses of the data we derived from 200 patients, 20 sites and 123
telemedicine visits to date was made possible by having a preexisting hybrid friendly infrastructure
in place and the virtual trial experience behind us to pivot quickly without study interruption.

Our initial risk assessment coupled with the vigilance of our CRAs enabled the completion of 82
remote IMVs and 45+ on site monitoring visits, with 99 more remote IMVs scheduled that are on track
to meet all deadlines. Through this work, our proudest accomplishment has been strengthening the
relationship with our Sponsor, who championed our shared priority of patient safety above all else
and embraced innovative hybrid solutions to ensure it.

Conclusion

Decentralized trials are the new normal, demanding real time answers that are developed as
aresult of experience. With customization now an integral part of the virtual trial development
process, the ability to act nimbly with proven expertise is critical. Partnering with a CRO qualified
in successful hybrid solutions will propel the execution of your clinical trials and keep your clinical
program on target.

Complex data

Completion of
analyses of

82 remote IMVs
and 45+ on site

. . . and
monitoring visits.

Let our experts guide your clinical program to approval in this
complex COVID-19 landscape. Please contact us to consult one
of our Rho experts.

Contact Us

To learn more, visit us at: h
rhoworld.com/analgesia O



https://www.rhoworld.com/analgesia-clinical-trials/
https://www.rhoworld.com/contact-us-analgesia/

