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Global Trend & Observations
under COVID

The desire for a consistent approach in an inconsistent environment




Changes under COVID-19
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Remote Assist —

Bringing Innovation
Into Clinical Trials
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Regulatory Flexibilities Chart. Overview of regulatory flexibilities across eight health authorities

United States Depends on Nature of
Deviation or

Modification

Country/Health Enrollment Restart - P:ﬂp' Ud.EE: of Protocol Deviations - Guidance Permits Local Labs - Alternative Methods of  Alternative Means of Drug
Authority Submission to HA?* Sheeali s Required Actions Remote SOR/SDV* Submission to HA? Consent - Permitted?  Delivery - Permitted?
Submission to HA?
Australia Depends on Nature of
Deviation or
Modification
Belgium Depends on Nature of Mot addressad in
Deviation or guidance
Modification
Canada Motification Mot addressed in
guidance
European Union
(EMA)
Germany Depends on Nature of  Not addressed in Parmitted;
Deviation or guidance tification
Modification consideral
Japan Mot addressed in Mot addressed in
guidance guidance
-~ -

*HA - Health Authority *EMA - European Medicines Agency *SDR - Source Data Review *SDV - Source Data Verification

AProprietary Source: Urgent Need for a More Aligned Regulatory Approach for Clinical Trials, DIA Global Forum, 2021



Local Guidance under COVID-19 pandemic
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Local Guidance under COVID-19 pandemic
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The current practices in APAC countries & other regions (MSD)

 Taiwan: No remote access to EMR, live video of medical records are acceptable at some sites; secured emails; certified
shared platform sharing (under discussion)

e Australia — 50% sites grant remote EMR access based on the CTRA clause. Part of them request guarantee letters
complying with site confidentiality policy.

* Korea: No remote access to EMR, live video of the medical records is under discussion

* India— EMR is not available in India. Remote source access has been through webex/certified shared platform sharing of
redacted paper source.

* Malaysia — EMRs systems in Malaysia generally do not allow remote access, however, some sites will allow the CRA to
take control over webex using the CRAs log in.

* New Zealand - Allows remote EMR access In theory, but they have not had the need
» Singapore/Hong Kong (redacted only) — Not possible to share EMR directly. They would need to print certified copies.

e Thailand — EMR Systems in Thailand generall}y do not allow remote access. There is only 1 Thailand site allowing CRA to
take control via webex. Most are printing off certified copies or sharing paper source and then sharing via Webex.

* North America has 95% of sites with remote source data available and 60% of Canadian sites (need to sign an additional
agreement for remote EMR access for most of sites)

* Latin America: still can go for on-site monitoring under pandemic, but allow remote access to sources when on-site
monitoring is not possible (not remote access to EMR due to system issues)

* EU countries: small % of sites are allowing remote access and then only for critical data review in some cases

AProprietary



Ongoing phase
Enrolment Progress: Example from one Oncology Study

# Planned Screened ¥ # Planned Randomized ® # Actual Screened € i Actual Randomized #® i Planned Screened (Linear)
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Ongoing phase
Enrolment Progress: Example of one Vaccine Study
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Feasibility Survey

* Potential Value

Remote site validation: e-questionnaire, phone calls, virtual meetings
 Utilization of virtual Technologies
* Flexible time and time saving (transportation, WFH)

* Challenges/Risk

* Physical check on facility and equipment (live video tour? Privacy
concern: outside business hours)

12



Site Ready (SR)

* Potential Value
e E-Submission: Accelerate submission process
* Encourage remote trainings, investigator meeting and SIV
* Regional/ Local Depot: speed up clinical supply importation

* Challenge/Risk
* Paper signature (contract stamping), paper cheques are required at specific sites
* SR might be delayed if remote site initiation activities are not allowed

Site staff availability

Effectiveness of remote activities

e Drug shipment delay (Flight arrangement under COVID-19 impact)

Need extra efforts to manage and mitigate logistic issues due to global stock
shortage or lengthy shipping time

13



Ongoing Phase

Study Procedure: Central Lab/Imaging

e Potential Value
e Certified local lab can be considered

* Minimize limitation of courier availability & impact from longer turn-around
time of lab/imaging reports (if local lab/imaging department can be used)

* Challenges/Risk
* Not all sites capable of implementing this? Is a hybrid model acceptable?
 How to ensure data that we are collecting is standardized?

* If patients unable to visit sites, can sampling be done at home and how
samples to be shipped to local/central lab? (logistic issue)

14



Ongoing Phase

Patient Journey: More Home-Centered

* Potential Value
e Patient retention by less travel needs
* |P shipment without delaying patient treatment — IP Direct to Patients
* Patient pool expansion?

* Challenges/Risk
* Complexity treatment designed study, i.e. oncology

* Additional study team (physician and nurse) for home visit service, i.e. resource,
support by SMO?

e Expanding study team (more physicians, SCs involved) might increase
complexity (Home visits)

* Allowed per local regulations?

15



Site Monitoring during COVID-19 Restrictions

Onsite
Monitoring

Visit
Review
Discuss

Full-scale monitaring

Review of InForm, ePRO,
IRT, Central Lab or
Imaging web sites

\

Visit

Limitgd Review |—_.__—I R%
Discuss Discuss

Limited Remote Monitoring®
+ COVID-19 Question Set

#"Mo access to site's source records and/or site flle (SSITFB)

‘True’ Remote
Monitoring®

Wi
Review —
Discuss Complete SDR/SDV,
review eSite File,
limited review of supplies
and facilities

*Access to site's source records and/or site file (SSITFB) is allowed by site
and approved by MSD

OR

CRA is able to use one of the approved alternative methods to perform
SDR/SDV and review site file
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Discussion only
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Sponsor visit types & Tools

Visit Types Tools for Remote Completion
PSV Virtual tours
SV Video conferencing

Routine IMV  Electronic source documentation (cloud platforms and EMR);
electronic Signature; EDC

Routine Electronic source documentation (cloud platforms and EME);
audits electronic Signature; EDC

Abbrewviations: EDC, electronic data capture; EMRE, electronic medical record;
IMV, Intenm monitoring visit; FoV, prestudy site visit; SV, site inthahon visit.

Source: Taking Tele Behind the Scenes: Remote Clinical Trial Monitoring Comes of Age During the COVID-19 Pandemic, ASCO JCO Practice 18Aug2021
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Ongoing phase

Monitoring: Remote SDV/SDR

* Potential Value
 Utilization of virtual Technologies
* Timely communication
* Less physical visits to site by saving travelling time
* More Flexibilities for resources location

* Challenges/Risk
* Mix type of source data, i.e. electronic and paper
* Site-specific privacy requirements
* Additional burden to site staff to share source documents virtually
* Long-term applicable?
* How to ensure data collected is standardized and as accurate as going on-site?

18



Quality Control

Oversight

 Potential Value
 More Flexibilities for resources location
* Saving transportation time

* Challenges/Risk
* Some oversight procedures are still required on-site check
e Lack of F2F interaction, truly reflect the real situation?
* Communication

19



Quality Control

Audit/ Inspection

 Potential Value
 Less physical visits to site by saving travelling time
 More Flexibilities for resources location

* Challenges/Risk

e Additional burden to site staff or monitors to share source
documents virtually

* Pending inspection
* Lack of F2F interaction, truly reflect the real situation?

20



elSFk

* Site focused, delivering a system that makes managing site documents
more efficient. Simply share information with the sponsor. Site has full
control of access, no transfer of source documents to Sponsor systems
and shared documents can’t be downloaded to Sponsor cloud

21



[l Connecting Sites to hundreds of Sponsors & CROs |}
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Il How other leading Sponsors are working with Florence today

Who provides?

« Sponsors/CROs provide the elSF, but
sites control it and own the data per GCP

Remote Site/Source [N -
Data Monitoring | i

« Ultimately, the Sponsor pays - replacing
document storage and travel line items

R

Florence
eHub"™

What types of content?

‘ « Scanned, captured and/or created

What about storage?

. Archiving (storage & retrieval) via Amazon
Glacier included in elSF fees

What about compliance?

« HIPAA, GCP, US CCPA & GDPR compliant

N
.

Florence

Confidential Florence HC
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Recommendations

What can become permanent approaches after COVID?




Recommendation

* Remote Acess to EMR
System opimization, SOPs, Contract/ Agreement, Local regulations
* Direct to Patient
* Telemedicine & Home visits
* Digitalization
e-signature, e-payment, SIP, eConsent, elLabel, virtual meetings, elSF
* Standardization across sites?

Reference: Direct to Patient in Australia (COVID-19)



https://www.health.gov.au/news/health-alerts/novel-coronavirus-2019-ncov-health-alert/ongoing-support-during-coronavirus-covid-19/getting-medicines-during-coronavirus-covid-19-restrictions
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