Sep 2, 2022

Attendees:

DIA Statistics and Data Science Core Committee Meeting


 

☒ Chair: Matt Baldwin
☐ Stats Vice Chair: Munish Mehra
☒ DS Vice Chair: Faisal Khan
☒ Comm Lead: Stephen Corson
☒ Secretariat: Philip He
☐ Reg Chair (China): Jingjing Ye
  Liaison: Matt Baldwin
☐ Europe Liaison: Jürgen Kübler
☐ Education: Jon Haddad
☒ Education (VJC): Susan Wang
☒ Mem/Social: Yeh-Fong Chen
☐ Advisor: Jerry Schindler
☐ Advisor: Bill Wang
☒ Advisor: Steve Wilson
☒ Advisor: Greg Ball
☒ Advisor: Freda Cooner
☐ Advisor: Ram Tiwari
☒ Advisor: Joan Buenconsejo
☒ Advisor: Ruthie Davi
☐ Advisor: Brenda Crowe



	Agenda
	Minutes

	[placeholder for leading topics]
	[placeholder for leading topics]






	Recent and Upcoming Calendar (Matt)


	Sat to Thu, Aug 6-11, 2022: CONFERENCE (Statistics) - JSM [Washington, DC]
· Liaison: Freda
· Attendees: Philip, Ruthie, Yeh-Fong, Freda, Faisal, Munish
· Feedback: first in-person conference, academia, estimands, training materials

Fri, Sep 2, 2022: 12:00-1:00pm ET: MEETING - Core Committee
· Matt share community metrics
Sat to Mon, Sep 17-19, 2022: CONFERENCE (Statistics & Data Science) - Quantitative Science Forum [Nanjing, China]
· Liaison: Jingjing
· Attendees:
· Notes: skipped since Jingjing was not present
Mon to Wed, Sep 19-21, 2022: CONFERENCE (Multidisciplinary) – PHUSE CSS [Silver Spring, MD]
· Liaison(s): ???
· Attendees: Greg, Steve Wilson, Munish
· Notes: FDA draft guidance coming up in safety: standard tables, FMQ medical queries for AE grouping
Tue to Thu, Sep 20-22, 2022: CONFERENCE (Statistics) - ASA Biopharmaceutical Section Regulatory-Industry Statistics Workshop [Rockville, MD]
· Liaisons: Freda, Jingjing 
· Attendees: Philip, Yeh-Fong, Freda, Joan, Ruthie
· Notes:
Tue to Wed, Oct 4-5, 2022: CONFERENCE (Safety & PV) - World Drug Safety Congress Americas [Boston, MA]
· Liaison: Greg
· Attendees: Greg
· Notes: Organized a session in aggregated safety reporting, ASAP (or AgSAP at Merck)
Thu to Sun, Oct 13-16, 2022: CONFERENCE (Multidisciplinary) - DIA China Annual Meeting [Suzhou, China]
· Liaison: Jingjing
· The DIA China Annual Meeting is now set to happen Oct 13-16 in person in Suzhou. Postponed from May. The program is available. 
· DIA China will host a Pediatric Drug Development Forum in October in the DIA China Annual Meeting.
Mon to Tue, Nov 14-15, 2022: CONFERENCE (Data Science) - DIA Data Science Conference [virtual]
· Liaisons: Joan, Steve, Ruthie
· Attendees:
· Notes: Steve & Ruthie are involved with a session of Data Science in Regulatory Agency. 8 sessions (for entire conference?); one is on data science careers. We should continue staying in the loop of conference content development process, as well as how it informs us on the overlap/relationship between statistics and data science.

	FULL Annual Calendar
	Embedded Excel file below for now, considering where to place centrally for access by core committee and liaison committee, potentially Google Drive or Box folder.




This will replace the FULL Annual Calendar section at the end of the agenda/minutes, to avoid having calendar details in more than one location.





	Liaison Committee

	2022 plans
(Matt)
	Matt has met with the liaison committee on Aug 8th to get moving on some initiatives. Also had a few join from the larger community.

15Aug Update: Had 10+ in attendance, good discussion, Matt is pulling together feedback for liaison activity, including where liaison committee members are already involved and interested

Next steps TBD, but likely will meet in Sep to discuss where to focus our efforts first on liaison activity, although we have a growing list of potential organizations and conferences/meetings to liaise with. We have our own space on Tradewing, like the core committee, to collaborate.


	Regional Chair updates 
(Matt)
	DIA China Statistics Community 


DIA Europe Statistics Community 
We can strongly consider partnering with EFSPI instead of fighting to resurrect DIA Stats in Europe

EFSPI June Newsletter (July is not available as of Aug 15)


7th EFSPI Regulatory Statistics Workshop
14th – 15th September 2022
Face-to-face meeting in Basel, Switzerland



Partnerships with European statistical organizations like PSI and EFSPI is being explored


	Database/repository of guidances, need a name for this project/initiative? (Munish)
	Timeline: by end of 2022, will need maintained going forward as well
- value add and unmet need in industry
- This will be our 1 main NEW contribution in 2022.
- Munish offers to lead, needs input on technical system to use (link to DIA website? Git Hub? Wiki? Ondrive? Box? Needs confirmation from FDA colleagues to access)
Wiki is open and won’t lose.
Munish, Matt, and Matt’s colleague (Steve Pearce) from Amgen met in July to discuss.
05Aug: Nothing to report yet

Action Item (Apr 15): Steve will work with Yeh-Fong to determine if there is a content sharing platform that will work for FDA
Any progress?
05Aug: Nothing to report yet
Knowledge Sharing:
· Matt brought up this topic as something he has been considering recently, how it happens within an organization, across our industry.
· Yeh-Fong suggests a Wiki page, which FDA uses. Matt will consider, since Munish is looking this direction for the guidance repository. Is there more we can add to a community Wiki for knowledge sharing purposes?
· (Optional) Action Item (02Sep)
Here is a 45 min Knowledge Cast (by Enterprise Knowledge) podcast episode titled Bryan Yee – Director of Knowledge Management at Amgen
· Matt fully realizes he is biased since Amgen is his company, but trying to be as impartial as possible, he believes it is good information for everyone to consider.
· Episode Description:
“Enterprise Knowledge CEO Zach Wahl speaks with Bryan Yee, Director of Knowledge Management at Amgen, one of the world’s largest biotechnology companies. Bryan has been at Amgen for over 16 years and has served as the Director of Knowledge Management since 2019. His team is focused on tapping into the collective genius of drug developers, with a specific focus on fostering a culture of psychological safety and leveraging data science to reduce the friction of knowledge sharing and discovery.”
04Mar2022:   FDA has a website with all the guidance documents.  The team discussed setting up a Wikipedia page for creating a custom list that includes a few other things besides the guidance documents. 
15Apr2022: Is FDA website adequate to locate statistical guidance? Other regulatory agencies?

Can we turn this effort into a white paper?





	Education Committee

	Upcoming Webinars
As of Aug 31: 1/6 complete for 2022
	2022 Webinars: 
Thu, Feb 24: 11:00am – 12:30pm ET: WEBINAR - Clinical Reporting in R: An evolving landscape (~179 attendees) – Jon
Clinical Reporting in R: An evolving landscape - Slides and Recording available here:
https://communities.diaglobal.org/post/CmBs7cEdvgbwXW48T 

Education Ideas:
- dose finding (VJC and PSI), old concepts (dose concentration curve) still working with biologics?

Hot topics: RWD/RWE, decentralized clinical trials, discuss newly released guidance documents.  There is a guidance that just came out on benefit risk.

2023 ideas:
Joan shared the following from memory, since she is on the Education Committee:
Oncology dose optimization, external control borrowing, clinically meaningful change, quite a few topics, decentralized trials, CovID19 lessons learned

Yeh-Fong added: 
multi-regional trials, especially from the perspective of submissions to various regulatory agencies with various requirements, can this be harmonized better?

Jurgen: 
Patient Preference

here is the link to the IMI-PREFER website: https://imi-prefer.eu/

I also attached a Pink Sheet article on the recent EMA Methods Qualification and its expected impact.


Matt:
RWE Submission Approaches Before RWD Standards Exist




      
https://www.psiweb.org/vod/item/psi-rwd-sig-webinar-real-world-evidence-submission---a-case-study-in-lung-transplantation#video_692324223
This submission was completely based on RWD, no clinical trial data collected, used R code, didn't fully comply with CDISC (though it was CDISC-like in some ways), and the product was approved. The sponsor, RWD vendor, and FDA statistical reviewer all give their insights on this case study. I think more will be following after this precedent.
[bookmark: _Hlk111448743]05Aug Action Item: Jon to follow up with Matt for consideration of a session on RWD data standards
Munish:
· There seems to be interest in my presentation at link below I did at PHUSE in 2020 and did again at the DIA Annual meeting this year with Stephen.
https://www.lexjansen.com/phuse-us/2020/dv/DV07_ppt.pdf
· The DIA MW and CR communities are interested in a cross-functional discussion around it.
· If you think Stats would be interested take a look and see who would be interested in providing input during the discussion.
· I was intending this to be a discussion around slides and suggestions of alternatives rather than presenting and saying this is the way to do it.
Consideration of easy summary of data by utilizing graphics. Consider safety graphics WG? QT prolongation graphics; exposure-adjusted AE graphics; ECG display.
06May2022:
· DIA Community Safety webinars (note, we need to formally invite the speakers from the FDA – like we did last year)
· Using BDRIBS to Support the Decision to Refer an Event to a Safety Assessment Committee for Unblinded Evaluation
· Brian Waterhouse (Merck)
· Barbara Hendrickson (AbbVie)
· Jacqueline Corrigan-Curay (FDA)
· 1 December at 10-11:30 EST
· Interactive Safety Graphics
· Jeremy Wildfire (Gilead)
· Jim Buchanan (Covilance)
· Paul (Skip) Hayashi (FDA)
· 7 November at 10-11:30 EST

Dec 2022: Digital tools/Meaningful Change (COA/PRO) – Joan 

Stat & DS Community Planner below (as of Sep 2, 2022):



Matt has provided an updated speaker planner above from Jon. Open to see the list of planned topics for 2023.


	Virtual Journal Club (VJC)
As of Aug 31: 2/3 complete for 2022 (Susan, Yeh-Fong)
	2022 Webinars: 
Tue, Mar 1: 9:00 – 10:30am ET: WEBINAR - Clinical Trial Monitoring (~40 attendees) – Susan, Yeh-Fong
Clinical Trial Monitoring - Recording available here on Matt’s personal Dropbox account, unable to be posted to DIA Community and shared due to violations of neutrality:
https://www.dropbox.com/sh/kf3imqv38oqgq7k/AADkTh7Cr2bCf4aEqTP4OJvpa?dl=0

Wed, July 27, 10:30am-12:00pm EST
Topic: The Predictive Individual Effect for Survival Data and Patient Centricity
Slides link: https://communities.diaglobal.org/post/838yiApw3SDr9A7BA 
Recording link: https://communities.diaglobal.org/virtualEvent/jPTQwznGMmpkBqZtt 





	Membership/Social Committee

	2022 plans 
As of Aug 31: 1/2 events complete for 2022 (Yeh-Fong)
	2 Membership/Social events in 2022 – Yeh-Fong

Virtual Event took place on Wed, Apr 27th, 12-1pm ET. There were about 12 in attendance, 3-4 not from the core committee. Nice event, 12 people attended the event with some fun games. Hope to do another one later this year.

Community Dinner – Tue, Sep 20th, 6-9pm ET, Washington DC (Silver Spring / Rockville, MD area), location TBD
This has been announced to our community, and Greg has shared with other select CSS attendees.
[bookmark: _Hlk113020048]Action Item (Sep 2): Yeh-Fong will prepare a short survey to determine type of food is preferred, and possible activities.
Faisal recommends Busboys and Poets (click link for website)
Current RSVP as of Sep 2:
Matt Baldwin
Munish Mehra
Phil He
Greg Ball
Ram Tiwari
Yeh-Fong Chen
Mac Gordon (Janssen)



	Any Other Business

	AOB
	Transition to using Tradewing for video conferencing instead of Zoom (still bumps to smooth out as of Feb 2022, Matt is staying current with CLC team)
- Matt, Stephen

Where does Quantitative Pharmacometrics fit in DIA?

DIA membership:
In July 2022, Munish talked with Barbara Lopez Kunz (DIA Global Chief Executive) recently about DIA membership reduction, such as partnerships with other organizations and discounts for some countries in Latin America or Asia. 
PHUSE is free to members, with costs covered by industry companies. Steve explained that FDA can collaborate in DIA because it is not paid for by industry companies.

In June/July 2022, Munish has checked whether a Microsoft Teams account can be created by DIA for community use. DIA is evaluating teams and will share more when available.




	Community Metrics

	As of July 01, 2022
	

[image: ]

Communities Enrollment (as of May 2022):
· 1362 in Regulatory Affairs
· 947 in Clinical Research
· 877 in Clinical Safety & Pharmacovigilance
· 663 in Project Management
· 646 in Medical Writing
· 590 in Patient Engagement
· 509 in Statistics & Data Science
· 508 in Study Endpoints
· 377 in Real World Evidence
· 371 in Digital Acceleration
· 280 in Clinical Data Management
· 225 in Bayesian Scientific Working Group
Perhaps the recent boost is due to Global Annual Meeting registrations in April and May, and more Data Scientists selected our community to join.
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Liaison Committee Networking 2022_08_31.xlsx
DIA Comms, WGs, Other Orgs

				Liaison		Potential Contacts		Emails		Notes		Links

		DIA Communities:

		CDM (Clinical Data Management)				Mary Banach

		CLC (Community Leadership Council)		Matt

		Clinical Research		Munish

		Clinical Safety & PV		Greg, Bill

		Digital Acceleration

		Diversity & Inclusion		Matt

		Medical Writing

		Patient Engagement				Mary Murray

		Project Management

		Regulatory Affairs				Linda Bowen

		Study Endpoints

		DIA Working Groups:

		Bayesian Benefit-Risk WG		Madhurima

		Clinically Meaningful Change WG		Madhurima

		DIA Bayesian Scientific Working Group (BSWG)		Freda						KOL – CID lecture miniseries 

		DIA Innovative Design Scientific Working Group 		Freda						KOL lecture series

		DIA/ASA Interdisciplinary Safety Evaluation (DAISE) WG		Greg						two most relevant projects (for Safety Statistics) are Aggregate Safety Assessment Planning (ASAP) and Interactive Safety Graphics (ISG)

		Pre-market Focus				Reena Harjai

		Safety PV Quality & Compliance				Reena Harjai

		Non-DIA Organizations:

		ACRP		Sassan						20+ chapters in US, Canada chapter, other chapters

		ASA (American Statistical Association)

		   - Biopharm Section

		   - Medical Device Section		Chava

		CDISC		Matt

		Clinical Trials Ontario		Sassan						a leading organization in the clinical trials community dedicated to strengthening, promoting and capitalizing on Ontario’s competitive advantages for conducting high-quality clinical trials. We work collaboratively with industry, research institutes, patients and the public and other health innovation organizations to improve the clinical trials environment and attract investment to the province, while supporting the highest ethical and quality standards.		https://www.ctontario.ca/who-we-are-clinical-trials-ontario/  

		EFSPI				Jürgen

		HL7				Kaye Fendt				FHIR

		IBS (International Biometric Society)		Jürgen						strong pharma WG in Germany, overlap to EFSPI

		MAPS		Sassan

		MedDRA				Jürgen

		N2 Networks of Networks		Sassan						a not-for-profit incorporated organization and an alliance of Canadian research networks and organizations working to enhance national clinical research capability and capacity.		https://n2canada.ca/

		PHUSE		Greg, Matt, Munish						Safety Analytics WG (Greg)
   Project: Reimagining a Safety Submission (Greg)
   Project: AE Groupings in Safety (AEGiS) (Greg)
Optimizing the Use of Data Standards WG (Matt)
   Project: Best Practices in Data Standards Implementation Governance (Matt)
   Project: Implementation of Estimands (ICH E9 (R1)) using Data Standards (Matt, Munish)

		PSI								strongest group for statisticians in Europe

		SCDM				Mary Banach
Kaye Fendt

		Society for Quality Assurance		Balaji		Kaye Fendt				- Disconnect between stats & QA, opportunity for improvement
- sampling for an audit
- a lot of non-eCRF data
- Early training (coding, EMR, RBQM)
- AI/ML, automation, case processing, aggregate reports

		Transcelerate								consider how they function to inform this liaison committee
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https://www.ctontario.ca/who-we-are-clinical-trials-ontario/https://n2canada.ca/

Conferences, Meetings

				Liaison		Potential Contacts		Email		Notes		Links

		Statistics:

		International Indian Statistical Association (IISA) Virtual Mini Conference [Jan 6-10, 2022, virtual?]		Ram						Cannot find 2023 information

		ENAR Spring Meeting [Sun to Wed, Mar 19-22, 2023, Nashville, TN]		Jon

		DIA/FDA Biostatistics Industry and Regulator Forum [Wed to Fri, <TBD>, 2023, virtual?]		Brenda						Cannot find 2023 information

		WNAR/IMS/JR (Western North American Region of The International Biometric Society) Annual Meeting [Fri to Wed, Jun 10-15, 2022, virtual]				Madhurima				Cannot find 2023 information

		PSI (Europe) [Sun to Wed, <TBD>, 2023]		Jürgen? Stephen? Susan?						Cannot find 2023 information, need confirmed liaison

		JSM [Sat to Thu, Aug 6-11, 2022, Washington, DC]		Freda

		Quantitative Science Forum  [Sat to Mon, Sep 17-19, 2022, Nanjing, China]		Jingjing

		ASA Biopharmaceutical Section Regulatory-Industry Statistics Workshop [Tue to Thu, Sep 20-22, 2022, Rockville, MD]		Freda, Jingjing

		International Chinese Statistical Association (ICSA) International Conference [Sun to Tue, Dec 18 – 20, 2022, Chinese University of Hong Kong]		Susan



		Data Science:

		PhUSE US Connect [Sun to Wed, <TBD>, 2023]		Greg						Cannot find 2023 information

		R/Pharma Conference [Tue to Thu, Nov 8-10, 2022, virtual?] 		Jerry						Virtual?

		DIA Data Science Conference [Mon to Tue, Nov 14-15, 2022, virtual]		Joan, Chava



		Statistics & Data Science:

		Women in Statistics and Data Science Conference [Thu to Sat, Oct 6-8, 2022, St. Louis, MO]				Madhurima



		Safety & PV:

		DIA Global Pharmacovigilance and Risk Management Strategies Conference [Mon to Wed, Feb 6-8, 2023, virtual?] 		Greg						Virtual?

		World Drug Safety Congress Americas [Tue to Wed, Oct 4-5, 2022, Boston, MA]		Greg



		Multidisciplinary:

		DIA Europe [Wed to Fri, Mar 22-24, 2023, Basel, Switzerland] 								Need confirmed liaison

		Annual Meeting of the Society for Clinical Trials [Sun to Wed, May 21-24, 2023, Baltimore, MD] 		Greg

		DIA Global Annual Meeting [Sun to Thu, Jun 25-29, 2023, Boston, MA] 		Greg, Munish, Freda, Susan

		PHUSE CSS [Mon to Wed, Sep 19-21, 2022, Silver Spring, MD]								Need confirmed liaison

		DIA Biosimilars Conference [Tue to Wed, Sep 20-21, 2022, Arlington, VA]								Need confirmed liaison

		DIA Diversity, Equity, and Inclusion in the Drug Development Lifecycle Meeting [Thu to Fri, Oct 6-7, 2022, virtual] 		Matt

		DIA China Annual Meeting [Mon to Thu, Oct 10-13, 2022, Suzhou, China]		Jingjing

		DIA Digital Technology in Clinical Trials [Thu to Fri, Oct 13-14, 2022, Garden Grove, CA]								Need confirmed liaison

		DIA Canada Annual Meeting [Tue to Wed, Oct 18-19, Ottawa, Canada]		Sassan

		CDISC US Interchange [Wed to Thu, Oct 26-27, Austin, TX] 		Matt

		DIA Master Protocols and Complex Innovative Design [Thu to Fri, Nov 3-4, 2022, Tysons Corner, VA]		Susan

		DIA Real-World Evidence Conference [Thu to Fri, Nov 10-11, 2022, San Diego, CA]								Need confirmed liaison
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Regions

				Liaison		Potential Contacts		Email

		Canada		Sassan

		China		Jingjing

		Europe		Jürgen





Stats & DS Comm Info

		Name		What other DIA communities/working groups or other organizations you are currently active in (e.g. ASA, PHUSE, AdvaMed, etc.)		What topics related to Stats & Data Sc. most interest you currently		Would you be more interested in once a month calls focused on above goal of liaison committee.

		Balaji Venkatnarayanan		DIA Statistics community, also guest contributor in DIA China community 		Application of Machine Learning in Risk Based Quality Management of Clinical Trials		Yes. Based in Singapore (GMT+8hrs, US ET+13 hrs EST)

		Lan Huang		None		Machine Learning		Yes. US ET (MD). Free Friday before 2 PM.

		Madhurima Majumder, 		DIA Bayesian Benefit-risk working group, DIA Meaningful Change Working group, Rare Diseases Forum		Bayesian Methods, Estimands, Adaptive Designs, Digital Endpoints, Data visualization		Yes. US ET, Friday mornings (or 12-1PM lunch time Mon-Thurs, ideally Mon or Thurs)

		Chava Zibman		None		I do at a lot of work on the use of AI in medical devices.  I’m interested in data use/reuse and causal inference.		Yes. In MD, Flexible for time.

		Ram Tiwari		DIA Benefit-Risk Working Group		Methods for leveraging RWD/RWE for establishing/augmenting control arm; use of AI/ML methods in pre-and-post clinical trials;  Benefit-Risk Assessment; Estimands; Innovative study designs		Yes

		Freda Cooner		Too many (see next column)		Bayesian statistics, regulatory landscape, implementation of innovative designs, oncology, CID		depends on the schedule 

		Jonathan Haddad		Bill Wang’s ASA Safety WG (RWE Safety methods) & PHUSE Treatment Emergent WG		The changing role of the statisticians in the reporting & visualization of study outcomes and transition to Data Science driven approaches; Inclusion of underrepresented populations in evaluations of effectiveness; Evolving Safety Statistics & B-R landscape		No, but interested in status/initiatives updates

		Matt Baldwin		DIA Clinical Data Management Community, DIA Clinical Research Community, DIA Patient Engagement Community, DIA Study Endpoints Community, ASA,  		Analysis Standards		I don’t think I can handle another set of monthly calls, so periodic updates (quarterly?) to the core committee would be very helpful

		Jingjing Ye		ASA Pediatric Working Group, ASA BIOP Statistical method in oncology, ASA-DIA Master protocol, DIA clinical meaningful change, ASA BIOP-EFPSI Central statistical monitoring		Data visualization, data integration		Yes

		Greg Ball		DIA-ASA Interdisciplinary Safety Evaluation (DAISE) scientific working group; PhUSE Safety Analytics working group; TransCelerate PV Agreements Optimization workstream		Clinical safety statistics		Yes

		Steve Wilson		DIA CDM, ASA Biopharm, CDISC, PHUSE, The Rare Diseases Clinical Research Network (RDCRN)		Regulatory Review/Evidence/Decision-Making, “Real” World Data/Evidence, Rare Diseases, Data Standards/Quality/Sharing, Scientific Working Groups, Public Health, Global Cross-Community Collaboration		Yes

		Susan Wang		None		master protocol, RWE, dose finding, 		Yes

		Ruthie Davi		DIA/FDA Biostatistics Industry and Regulatory Forum planning committee		External controls, RWD		Yes

		Jürgen Kübler		DIA/ASA safety working group, IMI PREFER (project will end, soon), IBS; member: PSI (I consider this as the best options for statisticians in Europe), DIA Patient Engagement		Safety and benefit-risk assessment planning, estimands in the context of safety and benefit-risk analyses, data visualization		Yes

		Bill Wang		ASA safety working group,    DIA China community,   ICH E17 working group		Benefit Risk,   Safety,   MRCT		Yes

		Tony Guo		Active in a few other working groups in China, including the statistical community under CSCO (China Society of Clinical Oncology)		statistical designs in clinical trials and data science in pharmaceutical development		Given my time zone (Beijing), it will be very hard for me to attend the calls. But I am very interested to contribute through other offline approaches

		Stephen Corson 		Royal Statistical Society, Estimands in Oncology Working Group, Research Ethics Committee		Interpretation for non-statisticians, biomarker analyses, using R for clinical trial reporting		Yes

		Munish Mehra		DIA Clinical Research Community, DIA GCP & QA Community, Meaningful Change Working Group, PHUSE		Data Visualization, Estimands, Machine Learning		Yes







DIA Statistics & Data Sc. Community Collaboration Opportunities		
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Topics

		FHIR

		HL7

		Quality Assurance, Audits

		Early training (coding, EMR, RBQM)

		RWE/RWD (approaches, RWD standards)

		AI/ML, automation

		People, processes, technology

		Decentralized trials

		Learnings from COVID

		Safety

		Building a needed organization from scratch, who needs to be present

		divide and conquer approach

		Digital Endpoints
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Similar Liaison Roles

		Medical Science Liaison (MSL) - can learn from this role to inform how we function
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EFSPI

European Eederation of Statisticians in the Pharmaceutical Industry

EFSPI Newsletter June 2022

In this newsletter

Welcome

EFSPI Council news

ESIG of the month

Other ESIG news

Local Association of the month
Other Country news

Job opportunities

And finally...

Welcome

A warm welcome to the June newsletter from EFSPI!
What a month!
I’'m almost tempted to call it “the Swedish month”! Why?

Because the isolation over the last several months has left many of us
almost crying for in-person re-connection. This month we finally made
it and many of us met in person at the PSI 2022 conference in
Gothenburg/Sweden. Enjoy the ‘hot of the press impressions’ from this
great event, read about our ESIG of the month (Real World Data ESIG)
and get familiar with our Swedish Society for Medical Statistics (FMS)
which is our EFSPI local association of the month!

Enjoy the reading and please help us to spread the word! Follow our official EFSPI LinkedIn page,
engage with us by reacting to our posts, commenting or sharing the information with your networks.

Let me also know if you have anything you would like to contribute to our newsletters that may be of
interest to our EFSPI community. This monthly newsletter is to provide you a summary of what is
happening and to give a heads up about those topics that might become relevant for us in near future.

Stay healthy, stay safe wherever you are!

Justine Rochon, EFSPI President and Editor of EFSPI Newsletters

back to top



https://www.linkedin.com/company/efspi/



EFSPI Council news

EFSPI Statistics Leaders Meeting

The countdown is on: Only a few more days until our 13" EFSPI Statistics Leaders meeting taking place
on the 6™ and 7™ July in Basel, Switzerland hosted by Novartis and Roche. Thirty-six leaders are
currently planning to attend the meeting this year, with the majority attending in person. The meeting
will include: An interactive team building session, a keynote speaker on what the future might look
like and what opportunities that lie ahead, two breakout sessions (on how EFSPI can advance its
networking and collaborations with other groups, including two guests to share their experiences, and
how to develop NextGen Statisticians, including three guests who will share their career journeys), a
panel session on how statisticians can maximise their input and meet the demands of modern
development, including three invited speakers and their perspectives of working with statisticians,
and finally a walking tour and break times to socialise with each other.

A summary of the meeting and all the meeting materials will be made available to everyone after the
meeting via the EFSP| Statistics Leaders Meetings website.

Chrissie Fletcher, Lead for the EFSPI Statistics Leaders Meetings on behalf of the organising committee:
Emmanuel Zuber (Novartis), Hans Ulrich Burger (Roche), Tina Christiansen (Novo Nordisk), Justine
Rochon (Boehringer Ingelheim) and Chrissie Fletcher (GSK)

7t EFSPI Regulatory Statistics Workshop

7t EFSPI Regulatory Statistics Workshop —
14" — 15t September 2022 R
Face-to-face meeting in Basel, Switzerland U)
Dates and times (CET): LL

Tuesday, 14™ September 2022, 9-17 (+ 2h wine tasting) Lu

Wednesday, 15" September 2022, 9-18

Please block your calendars and check out the announcement on the EFSPI website here.

FENStatS Accreditation

The Federation of European Statistical Societies (FENStatS) launched a standard for professional
accreditation of statisticians. The accreditation is voluntary and is intended as a measure to enhance
the quality and importance of statistics in a world in need of facts and high-level statistical literacy.
The accreditation requires 1) At least an MSc in statistics or equivalent, 2) At least five years of work
experience, 3) Professional development during this time, 4) Communication skills, 5) Compliance with
ethical standards, 6) Member of a FENStatS member organisation. Please visit the following website
for more details: https://www.fenstats.eu/accreditation.

back to top



https://efspi.org/EFSPI/Statistics_Leaders_Meetings/EFSPI/Statistical_Leaders_Meetings/Statistics_Leaders_Meetings.aspx

https://efspi.org/Documents/Events/Events%202021/7th%20Reg.pdf

https://www.fenstats.eu/societies

https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.fenstats.eu%2Faccreditation&data=05%7C01%7Cjustine.rochon%40boehringer.mail.onmicrosoft.com%7Cd32c3aeb8ffd43df3bf508da439dd2e7%7Ce1f8af86ee954718bd0d375b37366c83%7C0%7C0%7C637896642373686667%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=TR%2BkfENNDyQWs8A0uOqesOLZmoCf1WlzR9ZCa3DzMWk%3D&reserved=0



ESIG of the month

The Real World Data (RWD) Special Interest Group is our ESIG of the month!

Created in March 2021, the RWD ESIG aims to increase collaboration and
enhance awareness of strategies and methodologies applied in the utilisation
of Real World Data (RWD) in the pharmaceutical industry.

The objectives include facilitating the sharing of case studies and experiences
in this area and identifying emerging news and trends. The ESIG will collate
and review publications, articles, presentations, training; organise/participate
in workshops related to RWD; discuss and comment on guidelines; and aim to
develop or highlight best practices.

ESIG Activity Highlights

In March we held a PSI RWD SIG Webinar: Real-World Evidence Submission - a Case Study in Lung
Transplantation. The FDA Real-World Evidence (RWE) Framework was published in December 2018,
shedding some light on how Real-World Data (RWD) can be used to support regulatory decision
making. In July 2021, tacrolimus was approved for Lung transplantation based solely on RWE. The
sponsor, FDA biostatistical reviewer and RWD vendor shared their respective experiences with
statisticians in the pharmaceutical community — if you missed it, see the video-on-demand.

On June 14™, we held a well-attended session at the PSI 2022 conference:

e We started with a broad “Introduction to RWD Types and Use Cases”. In the early phase
emphasis is towards characterising the current treatment, disease burden and unmet need.
In the phase 2/3 setting, RWD can help inform our study designs as well as complement clinical
data for safety and efficacy purposes. RWD can also support regulatory decision making and
facilitate benefit-risk assessments and support post-marketing requirements. Further, it helps
with HTA decision making and informing prescribers and patients and even facilitate
regulatory label changes. Presented by Elizabeth Merrall (Janssen) and Alexander Schacht
(Veramed), this was a lively “ping-pong” presentation interweaving these opportunities across
the drug lifecycle with specific examples from a variety of geographies and data sources.

e We then focused in on an important methodological topic, “Leveraging Real-World Data for
Time-to-Event Endpoints”

o Deepak Parashar (Warwick University) walked us through the ambiguity in defining
therapy initiation or baseline when comparing clinical trial data with RWD. He
reviewed current methods to address this challenge and made recommendations to
mitigate the uncertainty. This built on work that the ESIG presented as a poster at EU
ISPOR 2021: ISPOR - Leveraging Real-World Data for Time-to-Event Endpoints in
Clinical Trials.

o Barbara Torlinska (University of Birmingham) further illustrated the topic through a
current CPRD-HES linked study she is conducting and highlighted the practical issues
needing consideration when emulating a target trial, such as treatment switching,
event availability, and timing discrepancies between the employed data sources.

e We rounded off with a panel Q&A including plenty of audience interaction

Coming soon...

e We conducted a paper-based survey during the PSI conference — thanks to those who
completed it! — analysis is in progress and we will share the results soon.

o  We will be launching the “Let’s Talk Re@I” corner. Watch out for discussions on RWD topics
and event highlights!
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In summary

RWD is a fast-moving area these days, with evolving utilisation for multiple purposes and by multiple
stakeholders. Our ESIG brings together statisticians working across the lifecycle of drug development
and commercialisation, from industry and academia, with an interest in use of RWD.

New members are welcome! If you're interested in finding out more, please contact Josie Wolfram
and Anny Stari for further information.

back to top

Other ESIG news

Health Technology Assessment (HTA) ESIG keeping busy with EU-HTA

In 2021, the regulation on EU-HTA was passed. Among other things, the

regulation mandates a joint EU-level assessment of all new medicines in

M parallel with the EMA regulatory review, based on a dossier submitted by
the manufacturer. The idea of having a joint assessment covering the

I needs of all 27 EU member states and tied to EMA timelines, is a

I I completely new paradigm that will have major implications for how
companies set up and align HTA and regulatory and statistical work. And,

with implementation to start gradually in 2025, it's only a few years away!

This means that the Health Technology Assessment (HTA) ESIG has been having a busy 2022 so far,
reviewing and commenting on the methodological guidelines that are being released for public
consultation. Our focus is to ensure that the unique scientific and operational expertise of
pharmaceutical statisticians is brought to the table in a timely manner. We are constantly on the
lookout for more people willing to help us with this endeavour. To find out how you can become
involved, have a look at our webpage or contact Emma Crawford.

If you are in Basel/Switzerland on 14-15" of September for the EFSPI Workshop on Regulatory
Statistics 2022, make sure to stop by the poster session on the 14" where the HTA ESIG will be ready
to get you up to speed on what to expect from EU-HTA and discuss how we best make our voices
heard as a professional association.

Regulatory ESIG & Draft ICH E11 Guidance

The ICH published draft guidance on Pediatric Extrapolation (ICH E11A), and it is now out on public
consultation. The Regulatory ESIG is collating comments for that, so please send your comments to

Rima Izem and Florian Voss following this template format by 8t July, 2022.
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General

iz & - LI ] Our European Special Interest Groups (ESIGs), sponsored by EFSPI and
== i e = PSI, are playing a key role and foster connections across disciplines,
= — - industry, academia and countries/regions.

The PSI 2022 Conference offered a great possibility to hear more from
the ESIGs and to finally meet in person. Besides the already mentioned
) RWD and HTA ESIGs, we had active contributions from the AIMS ESIG,
© ’? Q the Data Science ESIG, the Data Sharing ESIG, the Launch & Lifecycle
= EEm : ESIG, and the Biomarkers ESIG.

|aat ) 0 ) Do you want to contribute to our ESIGs? For the names and contact
o . S details of our ESIG leads, please see our ESIG Lead Contact Page.

Do you want to become our ESIG of the month? Then please contact
“"’“ v ‘ A vis Emmanuel Pham (EFSPI SIG liaison) or Adam Crisp (PSI Board SIG liaison
' ' lead) to be featured in one of our next newsletters.

Picture: Leads of the Biomarkers ESIG Nicole Kramer and Guillaume Desachy together with Adam
Crisp, PSI Board SIG liaison lead, at the PSI 2022 Conference in Gothenburg/Sweden.

back to top
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Local Association of the month

M/

The Swedish Society for Medical Statistics (Foreningen for Medicinsk Statistik, FMS) was formed in
1987 and is one of four subsections in the Swedish Statistical Society (Svenska Statistikframjandet).

FMS organises statisticians within the medical area, i.e. in the pharmaceutical industry as well as in
other medical research, public or private, and in biostatistical research and education.

The main objective of FMS is to stimulate the development and promote the use of new and
established statistical methods within the medical sector as well as within the areas of pharmaceutical
industry and public health.

Every year the FMS arranges a combined spring meeting/annual meeting and an autumn meeting.
Every other year, FMS co-organises meetings with the Danish association (DSBS). FMS has also
organised meetings and workshops together with the Finnish association (SSL). In addition to
organising meetings, FMS distributes information on scientific meetings, courses, EFSPI etc. FMS also
promotes discussions on applications or statistical issues through articles in Qvintensen, a quarterly
magazine published by the Swedish Statistical Society. The association awards scholarships and a prize
for the best student essay is announced each year. FMS currently has over 300 individual members.
Companies and institutions that want to support FMS can become partners. The FMS board consists
of statisticians from both the Swedish universities and the industry.

More information can be found here.

- - On June 15", the Swedish Society for Medical Statistics (FMS) hosted one of the sessions
- at the PSI conference in Gothenburg/Sweden. The main theme was observational
studies.

The first speaker was Ingeborg Waernbaum, Professor at Department of Statistics at Uppsala
University. Topic: Selection bias and multiple inclusion criteria in observational studies.

Spurious associations between an exposure and outcome not describing the causal estimand of
interest can be the result of selection of the study population. Recently, sensitivity parameters and
bounds have been proposed for selection bias, along the lines of sensitivity analysis previously
proposed for bias due to unmeasured confounding. As a motivating example, bounds were derived
for causal estimands in a study of perinatal risk factors for childhood onset type 1 diabetes mellitus
where selection of the study population was made by multiple inclusion criteria. It is usually
challenging to give plausible input values for the sensitivity parameters for selection bias under
multiple selection and to provide further guidance for practitioners. The researchers Stina Zetterstrom
and Ingeborg Waernbaum at the Department of Statistics at Uppsala University have developed a data
learner in R (MultiSelBounds) where both the sensitivity parameters and the assumption free bounds
are implemented. https://github.com/stizet/Selection-bias-bound
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Next speaker was Robert Szulkin PhD, SDS Life Science. Topic: Travel vaccines strongly reduce
mortality in cancer patients — a real effect or residual confounding?

Swedish studies by Ji et al, using real-world data have shown that administration of an oral cholera
vaccine reduces mortality with approximately 50% among patients with prostate cancer (Nature
communications 2018), colorectal cancer (Gastroenterology 2018) and breast cancer (Oncology 2020).
Can oral vaccine prevent several forms of cancer to progress so effectively? Or are these findings a
result of unmeasured confounding? This is always a concern in non-randomised studies.

To further investigate the effectiveness of cholera vaccine in prostate cancer patients, a population-
based cohort of men from Stockholm was used, with more detailed cancer data, regarding diagnosis
and treatments (including information about other vaccines) than in the studies by Ji et al. Thus, some
of the residual confounding could be eliminated. Furthermore, a marginal structural Cox model with
time-varying adjustment for confounding was used, to estimate the average treatment effect (ATE).
Finally, several sensitivity analyses were performed, using other types of vaccines (Hepatitis A,
hepatitis B, typhoid fever vaccine, rabies, Japanese encephalitis vaccine, yellow fever).

The results showed a reduced mortality risk for all the investigated travel medications, not only
cholera vaccine. However, it was assessed to be unlikely that all travel vaccines prevent cancer from
progressing. Since patients in better health were more likely to travel and take a vaccine than patients
with poor health, it was concluded that there is a strong confounding effect that was not possible to
adjust for in register studies. Hence, the previously found protective effect of cholera vaccines was
probably due to residual confounding, not due to a true vaccine effect.

https://www.sciencedirect.com/science/article/pii/S0264410X22006119

Anna Stoltenberg PhLic, Swedish Orphan Biovitrum was the last speaker. Topic: Statistical approaches
and considerations when using an external control arm for a rare disease project

In clinical research, randomised clinical trials (RCT) are considered the golden standard for evaluating
the efficacy and safety of new treatments. However, there are situations where a RCT is not an option
e.g.: when standard of care or other satisfactory treatments are not available or approved, when it is
unethical to give placebo or no-treatment, for rare diseases with few patients available leading, for
serious conditions with a high unmet medical need. In a rare disease patient population, with high
mortality and no approved treatment, a Phase 2 single-arm trial (SAT) has been performed with
promising efficacy data. To help assess the magnitude of the effect and support regulatory approval,
an understanding of the historical response rate has been requested. No information has been found
in literature regarding the expected outcome and therefore, an external control arm (ECA), using data
collected from a similar patient population external to the study by retrospectively reviewing medical
charts, was planned to be generated. Known confounding factors influencing the disease outcome
needs to be well characterized and adjusted for in the statistical analysis to be able to reduce any bias
in the comparison between the arms. Simulation of outcomes using different assumptions and designs
were used to help optimise the approach and understand the probability of success. The approaches
used were reviewed and the important considerations were highlighted.

Anna Torrdng and José Sanchez on behalf of the FMS

back to top
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Other Country news

SFdS (France)

The 9% Statistics and Biopharmacy (SnB) Conference organised by the Statistics and
Biopharmacy group of the SFdS (French Society of Statistics) will be held in Paris
September 19215, 2022. It is a unique event, usually organised every four years,
integrating multiple perspectives on innovative applied statistical research for the drug development
and an excellent opportunity to meet colleagues from academia, regulatory agencies, and
pharmaceutical companies. More information on the SnB 2022 program can be found here.

SnB2022

APF (Germany)

The German region (APF) is planning their yearly meeting (“Herbstworkshop”) on Friday, November
25™ in Berlin (hosted by Cytel). Suggestions for topics and volunteers for presentations are highly
welcomed and can be send to Frank Langer. One day before, on November 24™, there will be a senior
face-to-face meeting for our Academia-meets-Industry initiative (Organisers in 2022 are: Jan
Beyersmann (Ulm University), Cornelia Kunz (Boehringer Ingelheim), Kathrin Stucke-Straub (THU
Ulm)). This meeting is an opportunity to network in particular across academia and industry regarding
statistical-methodological topics and partnerships.

PSI (UK)
MEETINGS, WEBINARS AND COURSES:

4t July 2022: PSI Training Course: Hybrid Frequentist / Bayesian Power and Bayesian
Power in Planning Clinical Trials (TRNG278)

12-15 June 2022

SE

GOTHIA TOWERS | SWEDEN

June 13-15™ 2022, 427 delegates attended the PSI conference in Gothenburg/Sweden. The
conference gave us the first F2F opportunity to come together since 2019. Across 36 sessions and with
presentations from almost 100 statisticians there was wide ranging discussion of the application of
statistics, new developments and other hot topics impacting on the work of statisticians and other
guantitative scientists. A number of themes could be seen across the sessions with a lot of focus on
estimands, HTA requirements (specifically EunetHTA21), use of different data types beyond the
standard RCT (e.g. external, RWD, synthetic), master protocols and the expanded use of R within
industry. Recorded sessions from the conference on these and other topics will be available to PSI
members on the PSI Video on Demand platform soon.

The next PSI conference will take place in London June 12-14™", 2023. Make a note in your diaries now!
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ON-DEMAND WEBINARS AND PODCASTS:

PSI VisSIG Webinar: Collaborative & Exploratory Data Analysis

o=

P8I Workshop

Want to quickly explore your data in the browser? Looking to create,
collaborate and share interactive visualizations with others? In this
session, you will learn how to load data from a SQL database, view and
interact with data in JavaScript, create visualizations using a variety of
tools including Observable Plot/D3, configure & customize your
visualizations through Inputs and much more! = Watch here!

PSI VisSIG Wonderful Wednesday 27: Impact of Responder Definition

Fi

Wonderful Wednesday 27
I

An EFSPUPSI VIS SIG inktiative

!
=8

Lorenz Uhlmann is showing the results of the monthly challenge. It is
all about a responder analysis on HiSCR where response is defined by
three components. How to display the impact of changes in the
definition on the result. All visualisations are available on the
Wonderful Wednesday blog. = Watch here!

The Effective Statistician Podcast

. THE
EFFECTIVE

S.._JEW'ST_'C'F!‘!

N ASSOCIATION WITH

“ - Listen here!

Biomarkers — essentials to get you started

In this interview with Guillaume Desachy and Nicole Kramer, we discuss what biomarkers are and why

it is essential.

Chats with Jenn: Embracing Vulnerability and Leading With Courage

This is a fun chat with Jenn Fenwick where we talk about navigating fear, opening ourselves up to

vulnerability and making courageous decisions...oh and Beyonce gets a mention too!

Extrapolation to paediatrics

An interview with Andrew Thomson. Paediatric research always comes with challenges and

understanding paediatric submission is very important. There’s always a lack of treatment in this area.

In this episode, you’ll understand what you can do to get evidence through extrapolation for the

children population.

Listen to these episodes and share them with your friends and colleagues who might learn from it.

Ciao and be an effective statistician!

Alexander Schacht
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NON-PSI EVENTS:

43rd annual conference of the International Society of Clinical Biostatistics

ISCB 43 Date: 21525 August, 2022

NEWCASTLE,UK | 2022 Location: Newcastle upon Tyne, UK
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Job opportunities

Nowadays, job opportunities for statisticians and data scientists are excellent!

For information on how to submit recruitment adverts, please visit the Job postings on our EFSPI
website. If you are currently seeking to hire a statistician and wish to post a job advert, EFSPI are
offering one free advert for every 3 adverts posted on the website.

back to top

And finally...

To add your email address to the EFSPI mailing list, click on "Sign up to our newsletter" on our landing
page. To view all newsletters please see the “News” area on the EFSPI website.

We value your feedback, so let us know what you think! What should we keep, start
or even stop doing when creating the EFSPI newsletters?

We would also like to learn from you how we can further improve our EFSPI
communication and branding.

Send your feedback to Justine Rochon and Randi Grgn.

In addition, you are cordially invited to join our (closed) EFSPI group by requesting access to the EFSPI
LinkedIn Group in order to exchange even more within our EFSPI community.

And finally, | want to wish you a great summer break with the following sticker | discovered when
visiting the Royal Statistical Society (RSS) stand at the PSI 2022 Conference @:

Stagistician
Not
Magician

back to top
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7'" EFSPI Regulatory Statistics Workshop
14t — 15" September 2022
Face-to-face meeting in Basel, Switzerland

Dates and times (CET):
Wednesday, 14" September 2022, 9-17 (+ 2h wine tasting)
Thursday, 15" September 2022, 9-18

EFSPI

EFSPI is pleased to announce the 7th regulatory statistics workshop that will take place on 14™"-15%
September 2022. We are planning the event in Basel with a focus on in-person attendance. However,
sessions will also be broadcasted and recorded (all pending speaker approval).

The venue is the Biozentrum, find address and directions here.

The workshop will discuss opportunities and challenges of statistical topics in drug development
between regulators, academics, and industry. The two days will be filled with various formats such as
presentations with panel discussions, a poster session of the EFSPI / PSI SIGs, the well-established
short topic session, lots of coffee breaks, and the legendary wine tasting.

Members of the Scientific Committee are: Egbert Biesheuvel, Hans Ulrich Burger, Christoph Gerlinger,
Kaspar Rufibach, Emmanuel Zuber, Elina Asikanius, Andreas Brandt, Randi Gron, Lorenzo Hess,
Armin Koch, Helle Lynggaard, Eftychia-Eirini Psarelli, Khadija Rantell, Kit Roes, Anja Schiel, Viktoriya
Stalbovskaya, David Wright.

Registration: Please register here: https://forms.gle/HVvyGRBzoHkIiGGDc6. The registration fee for the
entire event for in-person attendance is €250 (comprises all sessions, lunches, coffee breaks, wine
tasting), irrespective of how many days you attend and how many meals you enjoy. If you only plan to
attend virtually the fee is €50. As part of the registration process we would like to ask you to make a
payment of €50 or €250 (depending on your mode of attendance) to EFSPI as contribution to the 7th
EFSPI Regulatory Statistics Workshop. Please use the reference “Regulatory 22”. Due to this informal
registration process we can keep the price low. Therefore we cannot accept credit card transfers and
we cannot provide you with a formal invoice after the payment. In case you have any question on your
payment, please contact Egbert Biesheuvel (egbert.biesheuvel@danone.com).

Bank details: European Fed Stat Pharm Ind, Bank: HSBC, IBAN: GB53HBUK40127677385084, BIC:
HBUKGBA4B, Reference: Regulatory 22.

Participation of scientific committee members, speakers & panel discussants, colleagues at regulatory
agencies, and students is free, see here for details. In addition, Roche and Novartis colleagues are
included in a collective registration and also do not need to pay by themselves (but please still register
using the above link!). If your company is interested in getting a collective registration for virtual
attendance (>40 virtual participants) please reach out to egbert.biesheuvel@danone.com.

We answer a few questions regarding registration (block bookings, change from face-to-face to virtual
attendance, etc.) here. Please read this FAQ page first before you reach out to the organizers with
questions.

For those who have registered and paid the registration fee a link to a Zoom TC will be shared a few
days prior to the event.

In the program below it is indicated who will only attend virtually.
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7'" EFSPI Regulatory Statistics Workshop

14t — 15" September 2022

Face-to-face meeting in Basel, Switzerland

7" EFSPI regulatory statistics workshop, Day 1

14 September, 0900-1700 (+ wine tasting).

Time

Duration

Presentation

0900-0920

20

Arrival

0920-0930

10

Opening remarks
Justine Rochon (EFSPI president)

0930-1100

90

Introductory Keynotes: Regulator on "What happened in the last two
years in regulatory and HTA landscape”

Chairs: Randi Gron (Novo Nordisk) & Eftychia-Eirini Psarelli (EMA)

Talk 1 (25min): Kit Roes, EMA & Radboud UMC : Guidances /
restructuring / new ways to interact with stakeholders

Talk 2 (25min): Frank Bretz, Novartis: What happened in the last two years
in industry?

Talk 3 (20min): Anja Schiel, EMA & Norwegian Medicines Agency:
Selection of "HTA hot topics" that need discussion in coming months
Talk 4 (20min): Jasvinder Singh, MHRA: Which parts of the regulatory
flexibility introduced in the pandemic are here to stay (potential examples:
raw data submission / rapid review)?

1100-1130

30

Coffee Break

1130-1230

60

Q&A and discussion: 2-3 smaller groups in separate rooms, moderated by
1 industry + 1 regulatory member. Come back with few bullet points that
summarize discussion.

1230-1500

150

EFSPI SIGs poster sessions & lunch. Details see below.

1500-1700

120

Postbaseline subpopulation analyses: Known to be improper, but
frequently done. Can we fix them?

Chairs: Mouna Akacha (Novartis) and Khadija Rantell (MHRA)

Talk 1 (25min): Bjorn Bornkamp, Novartis: relevant scientific questions for
drug development

Talk 2 (25min): Anja Schiel: relevant scientific questions for HTA

Q&A and panel discussion (70min): Speakers + Mats Stensrud (EPFL
Lausanne), Fabrizia Mealli (Uni Florence), Kaspar Rufibach (Roche),
Steve Ruberg (Analytix thinking), Wanje Sun (FDA, virtual), Florian
Klinglmuller (AGES)

1700-1900

120

Wine tasting, organized by Uli Burger and Emmanuel Zuber






7'" EFSPI Regulatory Statistics Workshop

14t — 15" September 2022

Face-to-face meeting in Basel, Switzerland

7th EFSPI regulatory statistics workshop, Day 2

15th September, 0900-1800.

Time Duration | Presentation
0900-1100 120 Regulators and HTA bodies for new designs in Europe - how to deal
with different priorities, especially for new design types?
Chairs: Christoph Gerlinger (Bayer) and Andreas Brandt (BfARM)
Talk 1 (15min): Dieter Haering & Marius Thomas, Novartis: Neos
pediatric trial of Kesimpta and Mayzent in multiple sclerosis.
Talk 2 (20min): Theodor Framke (EMA & Med Hochschule Hannover):
Regulatory view on complex innovative designs
Talk 3 (20min): NN: HTA’s view on complex innovative designs
Q&A and panel discussion (65min): Speakers + Anja Schiel + Kit Roes +
Katharina Hees + Franz Koenig.
1100-1130 30 Coffee Break
1130-1315 105 Generalizability and external validity: How to generate evidence
about a treatment effect?
Chairs: Kaspar Rufibach (Roche) and Kit Roes (Radboud University
Medical Center & EMA)
Talk 1 (20min): Stephen Senn, Statistical Consultant: Clinical trials are
about comparability, not generalizability.
Talk 2 (20min): Florian Klinglmuller, AGES: Regulatory view on
generalizability.
Talk 3 (20min): Joshua Ray, Roche: Let them in or build a wall?
Transporting inferences across borders
Q&A and panel discussion (50min): Speakers + Rob Hemmings.
1315-1430 75 Lunch
1430-1600 90 Role of statistics / quantitative science in regulatory decision-
making.
Chairs: Emmanuel Zuber (Novartis) and Benjamin Hofner (PEI)
Talk 1 (20min): John Johnston (MHRA): What role should statistics play
in regulatory decision-making?
Talk 2 (20min): Rajeshwari Sridhara (FDA, virtual): Experience with the
project SignifiCanT.
Q&A and panel discussion (50min): Speakers + Kit Roes + Anja Schiel +
Rob Hemmings
1600-1630 30 Coffee Break
1630-1750 110 Short topic session: three short topics, presentation on 2 slides, get
input from panel (= all regulators).
Chairs: Uli Burger (Roche) & Armin Koch (U Hannover & EMA)
Topic 1: Andrea Schulze (Bayer): methodological aspects of the war in
Ukraine for clinical trials.
Send further proposals until 16th August to kaspar.rufibach@roche.com
1750-1800 10 Closure

Kaspar Rufibach (Roche, local organizing and scientific committee)






7'" EFSPI Regulatory Statistics Workshop
14t — 15" September 2022
Face-to-face meeting in Basel, Switzerland

PSI / EFSPI SIGs that will present a poster in the lunch session on 14 September:

eSIG Poster presenter

Regulatory eSIG Juergen Hummel (PPD)

Data Sharing eSIG Janice Branson (Novartis)

Onco Estimands eSIG Stefan Englert (J&J)

Vaccines An Vandebosch (J&J)

HTA (2 posters) Anders Gorst-Rasmussen (Novo Nordisk)
Lara J. Wolfson (MSD)

Launch & Lifecycle Jenny Devenport (Roche)

Visualization Alexander Schacht (Veramed)
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EU Project Findings To ‘Instil Confidence’ In Using
Patient Preference Studies

16 Jun2022 NEWS

by Vibha Sharma  @ScripRegVibha = vibha.sharma@informa.com

Executive Summary

The European Medicines Agency’s endorsement of a framework that explains how drug and medical device
sponsors can use patient preference studies to answer their research questions could help increase confidence in

the conduct and acceptability of such studies.

- PATIENT p, ExPERIENCE

4
i
Tl

INCREASED FOCUS ON PATIENT PREFERENCES STANDS WITHIN THE GLOBAL Source: Shutterstock
AIM OF STRENGTHENING PATIENT-CENTRIC DECISION-MAKING THROUGHOUT
THE MEDICAL PRODUCT LIFECYCLE

Findings from a major EU public-private project on how to use patient preference studies to better inform
regulatory and reimbursement decision-making for drugs and medical devices holds promise for the delivery of

improved outcomes for patients.

https://pink.pharmaintelligence.informa.com/PS146341/EU-Project-Findings-To-Instil-Confidence-In-Using-Patient-Preference-Studies 1/4
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The results from the project, called PREFER, explain when and how it is best to perform patient preference
studies and incorporate their outcomes in decision-making throughout the medical product lifecycle, especially
during product development, regulatory evaluations and health technology assessments (HTAs). Such insights
are expected to result in improved adaptation of products to patients needs and wishes, which in turn will
benefit patient satisfaction and health outcomes.

There has been growing interest in the use of patient preference studies, which can help understand why
patients prefer one treatment over the other and the trade-offs that they are willing to make between treatment
characteristics, or other attributes of treatments or health interventions. However, there has been limited
experience on how such studies should be designed, conducted, validated or assessed.

The findings from the EU project resulted in a set of recommendations on the topic that recently received the
thumbs up from the European Medicines Agency in the form of a positive qualification opinion. Under this, IMI

PREFER had sought the EMA’s feedback on how useful its recommendations were from a regulatory perspective.

As part of the qualification process, the EMA had published the IMI PREFER recommendations for public
consultation and offered consolidated comments that were included in the final recommendations, also known
as PREFER framework. (Also see "EMA Consults On Proposed Framework For Patient Preference Studies” - Pink Sheet,
21 Oct, 2021.)

The EMA’s endorsement should “act as a catalyst” and increase “certainty in the development and presentation
of patient preference information,” said Mireille Muller, who is regulatory policy director at Novartis and was
involved with drafting the recommendations.

EMA's Qualification Opinion A Big Deal

PREFER (Patient Preferences in Benefit-Risk Assessments during the Drug Life Cycle) was a six-year project that
was conducted under the Innovative Medicines Initiative (IMI), which is a partnership between European
pharmaceutical industry federation EFPIA and the European Commission. It sought to address the lack of clarity
on how and when to incorporate the results of such studies in regulatory, HTA or reimbursement decision-
making.

The EMA’s positive qualification opinion on PREFER’s approach should “trigger some reflection on the use of
patient preference information,” Muller said during a virtual webinar in June that was organized by IMI PREFER
to discuss the agency’s opinion. It should “start a virtuous circle by increasing sponsors’ confidence in designing
and conducting patient preference studies,” she added.

Patient preference information can be obtained through many different preference exploration (qualitative) or
elicitation (qualitative) methods. The PREFER recommendations include advice on points to consider for
choosing the most appropriate method and provides details on five most promising methods. (Also see "EU
Framework For Patient Preference Studies Under Review" - Pink Sheet, 27 Oct, 2020.)

The EMA’s endorsement of the recommendations should help regulators, HTA bodies and payers get familiar
with and “confident in using patient preference information for decision making” and this “accumulated
experience” should in turn result in the development a formal guidance, according to Muller, who was a co-lead
for the PREFER recommendations.

Bayer’s Isabelle Stoeckert, who was also involved with the PREFER project and was speaking at the webinar, said
for those in the regulatory area, having a qualification opinion by the regulators “is the holy grail that everyone
wants to achieve.”
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According to another webinar speaker, Eli Lilly’s Rebecca Noel, it means that the EMA has “confirmed that the
frameworKk is suitable for informing the objectives, design and conduct, and reporting of patient preference
studies.”

Patient Preference Info In EPARs?

As part of its opinion, the EMA agreed that, in principle, information from patient preference studies may be
included in European public assessment reports, which explain how it assessed a medicine that had been
submitted for EU marketing authorization, and other relevant documents.

This would happen in cases where the information was either relevant to the regulatory decision and the
benefit-risk assessment, and/or where patient preference study data were relevant to inform prescribers and
users of the medicinal product. “Obviously we have yet to see this come to fruition, but it was wonderful to see
this opinion,” said Noel, who was PREFER’s deputy project leader.

PREFER was a joint undertaking by 33 public and private partners with more than 130 people representing
academic institutions, pharmaceutical companies, HTA bodies and patient organizations. It also included
discussion from experts in the US, thereby helping to facilitate EU-US dialogue on the topic.

Speaking at the webinar, the US Food and Drug Administration’s Laura Lee Johnson said the EMA’s qualification
was an “early step in the maturation of patient preference studies.” She stressed that regulatory agencies would
“need to gain more experience in actual cases and applications.”

The qualification process has “helped us discuss and consider the use of patient preference information” so that
“we can think about that outside of a specific product development program,” said Lee Johnson, who is division
director in the Office of Biostatistics at the FDA’s Center for Drug Evaluation and Research. “It helps us use that
learning when those programs do come in.”

Support From EU HTA Bodies

IMI PREFER had initially asked the EU network of HTA bodies (EUnetHTA) to join the qualification opinion
process and issue a parallel opinion with the EMA. While EUnetHTA was deeply involved in the project and
offered advice on several aspects that were incorporated within the framework, last minute changes in its scope
of work meant that the qualification opinion was issued by the EMA only.

“Even though there is no formal decision or opinion from EUnetHTA, there was a lot of interest from EUNetHTA
partners and from HTA agencies,” said Irina Cleemput, senior health economist at the Belgian Health Care
Knowledge Centre (KCE) and a co-lead for PREFER recommendations.

Cleemput noted that the EU was preparing to implement a new HTA Regulation — which includes provisions for
joint scientific consultations (involving HTA bodies and the EMA) and joint clinical assessments (relative
effectiveness assessments conducted by national HTA experts at an EU level).

“There is room to use the [PREFER] recommendations... in the methodological guidances for future joint
scientific consultations and [clinical] assessments,” she said at the webinar.

EMA Qualification Opinion Does Not Cover Specific Methods

When developing the IMI PREFER framework, a key concern was how to provide guidance on which methods
drug or device sponsors should use to get patient preference information depending on their research question.
“It was not realistic to have a descriptive algorithm” that would take sponsors all the way through, noted
Janssen’s Bennett Levitan, who was a co-lead for PREFER’s work on methodology.
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Taking a more realistic approach, the framework offers guidance on “points to consider” when it comes to
choosing the most appropriate methods and under which conditions. While the framework describes in detail
the five most commonly used methods, Levitan clarified that the “methods themselves are not formally
qualified” by the EMA as they are just “examples of the many methods that can be used.”

What is qualified is the points to consider, which can be applied to many other methods that might be
appropriate and also to new methods designed in the future. In its qualification opinion, the EMA said the
points to consider were appropriate not just for the five described in the framework, but for many others, Levitan
said at the webinar.

The five methods described in the framework are:

Discrete choice experiments: A survey method in which respondents are asked to choose among a set of
profiles in a series of questions.

Best-worst scaling (BWS) object case: A survey method in which respondents are asked to indicate which
attributes in a set are best or most preferred and which are worst or least preferred.

BWS profile case: A survey method in which respondents are asked to indicate which attribute level in a
profile is best or most preferred and which is worst or least preferred.

Swing weighting: A preference elicitation method that obtains respondents’ trade-offs for changes between
attributes. It typically involves two stages, the first in which respondents are asked to rank importance of
changes in attributes (ie, swings) from the highest to the lowest, and the second stage in which respondents
are asked to judge the relative value of the attribute swings.

Threshold technique: A survey method that quantifies preferences between two health care options from the
perspective of a patient.
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US FDA's Current Technical Standards Not A Good Fit
For Real-World Data, Stakeholders Say

10 May 2022 = ANALYSIS

by Sue Sutter = @PinkSheetSutter = sue.sutter@informa.com

Executive Summary

The agency’s existing technical standards are better-suited to clinical trial data, and mapping RWD to these
formats will result in the loss of granularity and introduce new opportunities for human error, pharmaceutical
industry representatives and data companies say in comments on a draft guidance.

A . R
FDA IS TRYING TO SHOEHORD REAL-WORLD DATA INTO EXISTING, BUT Source: Alamy
UNSUITABLE, TECHNICAL STANDARDS, INDUSTRY COMMENTS SAY.

The US Food and Drug Administration is trying to shoehorn real-world data into existing technical standards
that are better-suited to clinical trial data, pharmaceutical industry stakeholders and data companies say.

In comments on the FDA’s draft guidance on data standards for drug submissions containing real-world data,
stakeholders raise concerns about the loss of detail that can result from having to map RWD to a standard that is

https://pink pharmaintelligence.informa.com/PS145857/US-FDAs-Current-Technical-Standards-Not- A-Good-Fit-For-Real World-Data-Stakeholders-Say 1/5
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currently accepted by the agency, and they request the FDA support the review of RWD in diverse formats
through means that require minimal transformations.

The October 2021 guidance “seeks to align modern data sets to data standards (those existing within the FDA)
created for a different era in health care research,” the Biotechnology Innovation Organization’s comments state.
“BIO recommends that the agency consider providing guidance for a more far-reaching approach to data
standards and create a new data standard approach tailored for RWD, given the evolving and emerging nature of
RWD assets that can be at the FDA's disposal to facilitate data use for 21st Century research problems.”

The draft guidance discusses considerations for the use of data standards currently supported by the FDA in
submissions containing study data derived from RWD sources, such as electronic health records, medical claims
data and registries. (Also see "Real-World Evidence: ‘Labor-Intensive’ Data Standardization May Be Required By US FDA"
- Pink Sheet, 21 Oct, 2021.)

The guidance was one of four RWD/real-world evidence documents released in the latter half of 2021. The others
related to electronic medical records and claims databases, registries, and regulatory considerations. (Also see
"Real-World Evidence: US FDA Urged To Leverage Prior Validation Work and Regulatory Experience" - Pink Sheet, 17 Feb,
2022.)

Data Standards In FDA Catalog ...

Currently, sponsors submitting clinical and nonclinical study data, including information derived from RWD
sources, in certain applications are required to use the supported data standards listed in the agency’s Data
Standards Catalog. In the case of clinical study datasets, this means the Clinical Data Interchange Standards
Consortium’s (CDISC) Study Data Tabulation Module (SDTM) or Analysis Data Model (ADaM).

The guidance includes two potential options to permit use of RWD in drug submissions through mapping, which
is the process of creating data element linkages between two distinct data models:

Translating the codes to their mapped structured definitions, with subsequent mapping to appropriate
CDISC controlled terminologies; or

Mapping all original codes to the least granular analogous codes, and then mapping those to CDISC
controlled terminologies.

The guidance acknowledges the first option is more labor intensive, but the second option is likely to result in
the loss of more detail.

The FDA said it plans to issue further guidance and/or update its standards catalog for study data derived from
RWD sources.

... Are Not Aligned With RWD Formats

In comments on the draft guidance, pharma industry representatives and data companies supported the FDA’s
plans to update the standards catalog, asserting the currently accepted standards are not a good fit for RWD.

The data formats in the catalog “are designed to organize clinical trial data and do not consistently align with
data organization and formats in RWD sources,” state comments from the RWE Alliance, a coalition of real-world

data and analytics companies. (Also see "Data Firms Form Real-World Evidence Alliance, Giving Them A Voice With US
FDA, Congress" - Pink Sheet, 19 May, 2021.)
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“As the draft guidance acknowledges, this lack of alignment can create challenges in converting RWD to a
currently supported data format. For example, granularity in the source data (and the insights that can be
gleaned from this information) may be lost when mapping the data to a currently supported format, or certain
RWD sources may be excluded from use as a threshold matter due to a lack of alignment,” the RWE Alliance said.

“Granularity in the source data (and the insights that can be gleaned from this
information) may be lost when mapping the data to a currently supported format,
or certain RWD sources may be excluded from use as a threshold matter due to a
lack of alignment.” — RWE Alliance

“These consequences may result in reduced internal validity and/or external validity (i.e., generalizability) for
submitted studies,” the group said. In addition, “the linkage of data across multiple RWD sources can raise
further considerations because each source may diverge from FDA’s currently supported data standards in
different ways.”

The FDA’s currently supported standards were developed “for purposes of submitting randomized clinical trial
results to demonstrate substantial evidence of effectiveness,” state comments from the Duke-Margolis Center for
Health Policy. “Given this emphasis on supporting clinical trial data, CDISC standards may define key concepts
and terms differently compared to RWD sources.”

There is a broad set of vocabularies included in RWD sources that differ from CDISC-supported formats, Duke-
Margolis said.

“Often vocabularies like SNOMED and RXNorm are used in RWD sources, whereas CDISC standards are specific
to MedRA and WHODrug Global vocabularies,” the health policy center said. “We note such differences in
vocabularies may result in mapping discrepancies that cause errors in the submitted dataset. Therefore, we
suggest FDA support and encourage transparent data mappings across these vocabularies.”

Data analytics company Aetion said RWD sources typically do not contain enough information to appropriately

map to CDISC SDTM or ADaM formats. Furthermore, existing SDTM and ADaM concepts do fully account for the
nuances of the data collected in observational studies.

In addition, mapping RWD is a complex task that introduces new opportunities for human error — and need for
FDA reviewer verification - that otherwise would not exist if the data were analyzed in near-native format,
Aetion said. Even absent human error, mapping can result in loss of critical detail, which “can materially affect
the validity of a study or the fitness of the dataset for answering a particular research question.”

Aetion urged the agency to consider alternate approaches to standardizing the review of RWD submitted to
support regulatory decision-making.

“For example, technologies such as centralized, platform-based analytics enable the review and analyses of RWD
from a variety of sources, without converting to a single supported data standard,” Aetion said. “Such an
approach could enable reviewers ... access to source data in a transparent manner while maintaining
information and detail that might be lost in the process of mapping the data to a particular standard.”

McKesson Corp. requests more specific guidance on the process for mapping RWD to acceptable data standards.
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“While the guidance references the need for sponsors to perform a mapping of RWD to study data submission
standards, we would like to see this guidance provide more clarity as to ‘how’ the mapping should be
performed,” McKesson’s comments state. “A prescribed process by the FDA will be helpful to the agency and

sponsors to further minimize the potential for errors when mapping RWD to study data standards.”

Consider Other Standards

Biopharma industry comments requests the agency consider referencing other specific data standards and
common data models as potentially feasible for RWD submissions. These include:

Fast Healthcare Interoperability Resources (FHIR);

Sentinel;

Observational Medical Outcomes Partnership (OMOP) CDM; and
PCORnet CDM.

Janssen R&D LLC’s comments seek more clarity as to when waivers of data standard requirements for RWD
submissions may be considered.

“We request that FDA consider including in the guidance types of submissions which include RWD that would be
suitable or not suitable for consideration of waivers for conversion to the SDTM standard,” Janssen said.
“Additionally, we also request that FDA reference, under circumstances when a waiver is granted, alternative
standards to SDTM that may be acceptable in submissions which include RWD.”

“While the expansion of RWD types and sources poses challenges to data
standardization, it also presents an opportunity for the FDA to re-evaluate data
standards for existing data sources.” - PhARMA

The Pharmaceutical Research and Manufacturers of America encouraged the FDA to exercise flexibility in
granting waivers on data standard requirements for RWD submissions, “particularly for those studies that were
initiated prior to issuance of this draft guidance where sponsors did not have the benefit of clarity that FDA has
provided here and in other recently published RWD/E draft guidances.”

PhRMA and other commenters urge the agency to seek broad input on data standards that should be included in
any update to the catalog.

“While the expansion of RWD types and sources poses challenges to data standardization, it also presents an
opportunity for the FDA to re-evaluate data standards for existing data sources and collaborate with clinical
researchers, data scientists, standards development organizations, bioinformaticians, technologists, other US
government agencies, and other health authorities to better organize data standards for current and future RWD
use in a globally harmonized manner,” PhRMA's comments state.

“We strongly encourage FDA to work with these stakeholders as the agency establishes modern data standards
best suited to the evolving and emerging RWD assets.”
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February 4, 2022

Dockets Management Staff (HFA-305)
Food and Drug Administration

5630 Fishers Lane, Rm. 1061
Rockville, MD 20852

Re: Docket No. FDA-2021-D-0548: Data Standards for Drug and Biological Product
Submissions Containing Real-World Data

Dear Sir/Madam:

The Biotechnology Innovation Organization (BIO) thanks the Food and Drug Administration
(FDA or Agency) for the opportunity to submit comments regarding the draft guidance on Data
Standards for Drug and Biological Product Submissions Containing Real-World Data.

BIO is the world's largest trade association representing biotechnology companies, academic
institutions, state biotechnology centers and related organizations across the United States and
in more than 30 other nations. BIO’s members develop medical products and technologies to
treat patients afflicted with serious diseases, to delay the onset of these diseases, or to prevent
them in the first place.

BIO appreciates the opportunity to review and comment on the draft guidance. Below are a few
overarching recommendations to improve the draft guidance:

1. Considerations for Prospective and Retrospective Real-World Data

Real-world data can be prospective or retrospective, and they have different strengths and
limitations and the considerations for mapping each respective data source to CDISC standards
may be different. For prospective real-world data (RWD) collection, it may be easier to have a
good understanding of data generation, mapping and transformation; however, there are still
challenges. For retrospective real-world data, in most circumstances, the Sponsor purchases
data from data vendors. It can be challenging for the data vendors to change practice models
based on a specific Sponsor’s needs and standards. This issue is not taken into consideration
in this draft guidance document. BIO recommends that the Agency consider highlighting the
strengths and limitations of prospective and retrospective real-world data and providing
language to delineate the challenges more clearly with each type of data source. BIO also
recommends that the Agency consider highlighting the challenges between primary data (i.e.,
collected for research purposes) and secondary data (i.e., existing data such as claims or EHR)
as conformance to FDA data standards will be much more challenging with secondary data.

2. Considerations for Mapping and Transforming Real-World Data

BIO appreciates that the Agency acknowledges the challenges in mapping and transforming
RWD into data that meet FDA-supported data standards. BIO recommends that the Agency
consider incorporating the following elements into the draft guidance:

¢ How to document the impact of data mapping and transformation on the source data.

BIO Comments on Data Standards for Drug and Biological Product Submissions Containing Real-World Data
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¢ Detailed guidance on what is the acceptable level of discrepancies between FDA
standards/terminologies and those for RWD.

o Detailed guidance on how to address data sources that may have used non-structured
data (e.g., Natural Language Processing) to generate data elements.

¢ An acknowledgment of the issues/challenges raised when multiple RWD sources are
used/linked and recommendations on how to address divergences among multiple data
sources and FDA-supported data standards.

o Detailed guidance on data compliance. For example, in clinical studies Pinnacle 21
checks are executed before submission. It would be helpful for the Agency to clarify if
RWD will be held to the same standard.

¢ Recommended best practices for handling RWD fields that have been auto-populated
(Some EMR systems will automatically pull forward data from past visits into subsequent
visits unless deliberately overwritten, and there may not be a flag for such auto-
populated data). Recommendations on the kinds of data manipulation, if any, permitted
under these circumstances would be helpful.

BIO also recommends that the Agency consider convening the relevant stakeholders that use
RWD to discuss how to make these elements actionable and to provide clear guidance.

3. Considerations for Requlatory Flexibility for Data Standardization

While the FDA is applauded for seeking guidance for developing data standards to study data
derived from RWD sources, the push to apply current FDA data standards to evolving and
emerging data sets is somewhat challenging. Mainly, the data standards of existing data sets
were created when the healthcare data ecosystem was not as diversified, heterogeneous, and
technologically advanced. (e.g., https://jamanetwork.com/journals/jama/fullarticle/1883026).
While these advancements in RWD types can pose challenges to data standardization, they
also present opportunities for the FDA to re-evaluate data standards for existing data sources,
and to collaborate with clinical researchers, data scientists, bioinformatics professionals, policy
makers, and technologists to better organize data standards for RWD use in the 21st Century.
The current guidance seeks to align modern data sets to data standards (those existing within
the FDA) created for a different era in healthcare research. BIO recommends that the Agency
consider providing guidance for a more far-reaching approach to data standards and create a
new data standard approach tailored for RWD, given the evolving and emerging nature of RWD
assets that can be at the FDA's disposal to facilitate data use for 21st Century research
problems. One step in this direction may be to consider using RWD standards such as
OMOP/CDM which are more flexible. BIO recommends that the Agency consider convening
sponsors, data scientists, bioinformaticians, etc. to work together to address the aforementioned
challenges. It may be worthwhile to consider workshops and/or pilot projects to have dialogue
and consider other appropriate data standards for RWD.

BIO agrees that data standardization is a worthwhile goal for the use of RWD in the evaluation
of product benefit/risk. Rigid requirements to transform all data into a format that was designed
for clinical trials, however, may not be practical, scientifically appropriate, or feasible. For
example, size may become an issue with mapping RWD to SDTM as many RWD studies have
much larger cohorts than found in clinical trials and some of the mandatory/required SDTM
fields are not available in RWD. BIO recommends that the Agency provide an appropriate
degree of flexibility and guidance for when it is not feasible for the data to be standardized into
the two currently recommended formats in the Catalog. For example, the use of RWD for the
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study of rare diseases is very common as it is often not feasible or ethical to conduct RCTs in
these populations. However, currently there are no standards for mapping of rare disease data
to SDTM.

4. Harmonization of RWD/E Guidance

BIO recommends a greater degree of harmonization across the contemporary guidance
documents on RWE. This harmonization would ensure that the Sponsor is incorporating all of
the necessary information into the submission package to evaluate benefit risk. For example,
the recent draft guidance “Real-World Data: Assessing Electronic Health Records and Medical
Claims Data to Support Requlatory Decision-Making for Drug and Biological Products” outlines
considerations with respect to the submission of data using common data models, yet this draft
guidance does not contain any information on the use of common data models. Hence, it is not
clear if the Sentinel common data model would be an acceptable format for submission of RWD.

As per above, the Agency should consider an opportunity to include details outlined in this draft
guidance document in the data management plan described in “Real-World Data: Assessing
Electronic Health Records and Medical Claims Data to Support Reqgulatory Decision-Making for
Drug and Biological Products". Coordinating and consolidating RWD submission documents
would decrease burden on Agency review and incorporate less burdensome processes for the
Sponsors.

Sincerely,

/s/

Camelia Thompson, Ph.D.

Senior Director, Science and Regulatory Affairs
Biotechnology Innovation Organization
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DRAFT

SPECIFIC COMMENTS

SECTION ISSUE PROPOSED CHANGE
l. INTRODUCTION AND SCOPE
Lines 34-35 “This guidance addresses considerations for the use | BIO recommends the Agency provide further guidance on
of data standards currently supported by FDA in how these distinct scenarios of RWD in drug submissions will
applicable drug submissions containing study data play a factor in selecting the appropriate data standard. In the
derived from RWD sources.” first two scenarios, there may be a need to harmonize with
data standards applied to the interventional portion of the
The scope of “drug submissions containing data study. Further, in scenario three, RWD collected prospectively
derived from RWD sources” may range from (1) a vs retrospectively may impact the appropriate data standard
few RWD variables collected in an interventional trial | used and new data standards more appropriate for RWD
(e.g., hybrid trial), (2) a concurrent RWD study to studies may be best to use in this scenario.
serve as an external control arm to a single arm
clinical trial, to (3) a study entirely based on RWD BIO recommends that the Agency clarify if clinical trial data
sources conducted either prospectively or considered for submission should be the guiding principle for
retrospectively. Should data standard considerations | RWD/RWE/Claims/Registry data as well.
be different in various scenarios?
Lines 24-27 The draft guidance states, “....FDA has created a BIO recommends that FDA clarify in the final guidance

framework for a program to evaluate the potential
use of real-world data (RWD) to generate RWE to
help support the approval of new indication(s) for
drugs3 already approved under section 505(c) of the
FD&C Act (21 U.S.C. 355(c)) or to help support or
satisfy post-approval study requirements (RWE
Program).4™

The introduction of the draft guidance states that it
covers RWD/RWE to support the approval of new
indication(s) for approved drugs or to satisfy post-
approval study requirements. In Section Il, the
Agency referenced its June 2021 guidance Providing
Regulatory Submissions In Electronic Format —
Standardized Study Data (Study Data Guidance)

whether the scope of this guidance applies to RWD/RWE
used to support original NDAs.

BIO Comments on Data Standards for Drug and Biological Product Submissions Containing Real-World Data
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SECTION

ISSUE
which seems to imply that this guidance would able
to original NDAs as well. Does this mean RW
data/evidence cannot be used to support NDAs?

PROPOSED CHANGE

Lines 35-40

The draft guidance states, “For the purposes of this
guidance, FDA defines RWD as data relating to
individual patient health status or the delivery of
health care routinely collected from a variety of
sources. Examples of RWD include data from
electronic health records (EHRs); medical claims
data, data from product and disease registries;
patient-generated data (including data from in-home-
use settings); and data gathered from other sources
that can inform on health status, such as mobile
devices.”

This guidance discusses data standards
requirements. The major challenge is
standardization.

With all the variations of data collection, BIO recommends
that the Agency clarify if there is a plan to standardize this so
that downstream data/analysis can be standardized from a
consistent format.

BIO also recommends that the Agency clarify whether e COA
or other data collected from mobile devices are in scope.

. REGULATORY BACKGROUND

Entire Section

The use of RWE for FDA approval of drugs and
biologics is not new. Evidence suggests that in
oncology, FDA has used RWE for approvals:

Feinburg, et. al. (2020).
https://www.sciencedirect.com/science/article/pii/S10
98301520322026

However, in the review of these approvals, there is
little to no insight provided into the details of data
standards used to support these approvals.

BIO recommends that the Agency assess the RWD details of
these approvals to begin providing enhanced guidance,
based on real world research experience.

Lines 52-63

The draft guidance states, “Under section 745A(a) of
the FD&C Act, at least 24 months after the issuance

BIO recommends that the Agency clarify if RWD would
adhere to the same standards as the Study Data Guidance

BIO Comments on Data Standards for Drug and Biological Product Submissions Containing Real-World Data
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SECTION

ISSUE
of a final guidance document in which FDA has
specified the electronic format for submitting certain
submission types to the Agency, such content must
be submitted electronically and in the format specified
by FDA.8 The guidance for industry, Providing
Regulatory Submissions In Electronic Format —
Standardized Study Data (Study Data Guidance), and
the technical specifications referenced therein
describe electronic submission requirements under
section 745A(a) of the FD&C Act for clinical and
nonclinical study data contained in new drug
applications (NDAs), abbreviated new drug
applications (ANDASs), certain biologics license
applications (BLAs), and certain investigational new
drug applications (INDs) submitted to the Center for
Drug Evaluation and Research or the Center for
Biologics Evaluation and Research.9 Given that these
electronic submission requirements apply to study
data submitted in the covered application types, they
apply to RWD that is submitted as study data in such
applications.”

PROPOSED CHANGE
and thus already fall into the 2 year period or does the
issuance of this final guidance start the 2 year period.

Lines 68-70

The draft guidance states, “...that use the standards
specified in the Data Standards Catalog (Catalog)”.

BIO recommends the Agency consider adding RWD
standards to the Data Standards Catalog to account for
nuances of RWD.

. APPLYING CURRENTLY SUPPORTED DATA STANDARDS TO STUDAY DATA DERIVED FROM REAL-WORLD DATA

SOURCES

A. Challenges in Real-World Data Standardization

Entire Section

The draft guidance identifies four challenges in real-
world data standardization but not all of these are
relevant to both retrospective and prospective data
collection. It would be beneficial to note this in this
section. BIO suggests that the Agency consider

BIO recommends the following edit:

“...(5) RWD sources tend to have more sporadic data
collection compared to a clinical trial, and can be
longitudinal in nature often due to variation in data
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SECTION ISSUE PROPOSED CHANGE
adding other fundamental challenges to this section collection time points from patient to patient, and (6)
but also noting that some of these obstacles can be RWD data are not collected primarily for purpose of
overcome by designing appropriate prospective research, but rather for other reasons such as claims
observational studies and using intentional data payment or a physician’s own notes.”
collection.. BIO also suggests that the Agency
provide recommendations/suggestions on acceptable | BIO also recommends that the Agency provide
methods to reconcile the challenges. recommendations/suggestions on acceptable methods to
reconcile the challenges.
The weight of evidence that the results from an RWD
study provide will vary from application to application. | BIO recommends that the Agency clarify the scope of
In cases where the RWD study is serving as the scenarios for RWD studies in which datasets are necessary
“adequate and well controlled study” or is a key and the required dataset standards are expected to be
supportive study (such as a formal external followed.
comparator/control), datasets for the RWD study
would appear to be required. Whereas, if a RWD BIO recommends that the Agency consider additional
study is being used in a very minor supportive way, guidance on RWD standardization first so that the RWD can
such as to provide background information on be mapped appropriately.
treatment patterns, it would be reasonable not to
include datasets.
The draft guidance discusses several challenges of
standardizing data derived from RWD sources for
inclusion in applicable drug submissions including
multiple variations of RWD sources and inconsistent
formats, and differences in source data,
terminologies, and exchange formats. The agency
states that it will provide guidance on RWD
standards, but it implies that RWD will impact current
data standards.
Line 86 There may be different challenges encountered BIO recommends that the Agency provide additional guidance

depending on the type of data source from which the
RWD is derived, but it is not clear from the draft
guidance whether there may be different
expectations. This perhaps could be addressed

on the expectations of different data sources.
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SECTION

ISSUE
through discussions with the appropriate review
division.

PROPOSED CHANGE

Line 93

The draft guidance states, “...and de-identification
methodologies used to protect patient data when
shared”

BIO recommends the Agency provide a reference for
acceptable de-identification methodologies, such as
https://www.hhs.gov/hipaa/for-professionals/privacy/special-
topics/de-identification/index.html

B. Documentation of Processes for Managing Real-World Data

Entire Section

The draft guidance states, “During data curation and
data transformation, adequate processes should be
in place to increase confidence in the resultant data.
Documentation of these processes may include but
are not limited to electronic documentation (i.e.,
metadata-driven audit trails, quality control
procedures, etc.) of data additions, deletions, or
alterations from the source data system to the final
study analytic data set(s). Sponsors should also
document in their applicable drug submission
changes to data to conform to the current FDA-
supported data standards, and the potential impacts
of these changes.”

Guidance within this document is limited regarding
the documentation needed during data curation and
data transformation steps. The Agency does not
provide any guidance on which processes for
managing RWD are mandatory/optional in
documentation.

Sponsors typically partner with data providers to
obtain access to RWD and based on
contractual/legal reasons may not be able to obtain
source data/information, which instead sits with the
data provider. This may include information on data
curation and transformation

BIO recommends the Agency reference the recent RWD
guidance titled “Real-World Data: Assessing Electronic Health
Records and Medical Claims Data To Support Regulatory
Decision-Making for Drug and Biological Products” within this
section and more generally within this guidance.

BIO also recommends that the Agency provide more
instruction on which processes for managing RWD are
mandatory/optional in documentation.

The process of data curation is very technical; thus BIO
recommends that the Agency collaborate with the Office of
the National Coordinator (ONC) as it organizes technical
standards for the use of technological tools (e.g., Application
Programming Interfaces (APIs), Fast Healthcare
Interoperability Resources (FHIR) and other tools that will be
standards based to support the emerging form of RWD that
are digitally created.

As this section discusses the need for such documentation,
BIO recommends that the guidance acknowledge that
Sponsors may be working with various partners for this
information and that challenges/mitigations related to
information access may exist but could be part of the
Sponsor's discussions with the review division.
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SECTION

ISSUE
processes/documentation performed by the data
provider.

PROPOSED CHANGE
Further, some data elements are often derived by the data
provider (for example, overall survival, progression free
survival, etc.) without the Sponsor having access to the
source data in which the element was derived. It would be
helpful for the guidance to clarify the expectations for such
situations. As derived data, a logical consideration would be
to incorporate this into analysis (i.e. ADaM) datasets.
However, the guidance also specifies the need for SDTM
datasets, which would involve the source data which the
Sponsor may not have access to.

In the draft guidance, the Agency specifies that Sponsors
should include information in several locations, including the
Study Data Reviewer’s Guide and the Define-XML/Domain
files. A Data Dictionary is also requested to be included. Such
a dictionary, in practice, is often specified in the Define-XML
file. BIO recommends that the Agency clarify its expectations
for the Data Dictionary, including whether the data dictionary
must be an additional document or if it can be incorporated
within the Define.xml.

Lines 97-102

The draft guidance states, “During data curation and
data transformation, adequate processes should be
in place to increase confidence in the resultant data
Documentation of these processes may include but
are not limited to electronic documentation (i.e.,
metadata-driven audit trails, quality control
procedures, etc.) of data additions, deletions, or
alterations from the source data system to the final
study analytic data set(s).”

Electronic documentation should include all of the alterations
to source data. BIO recommends that the Agency clarify what
additional documentation is needed for data curation and data
transformation.

Lines 101-103

The draft guidance states, “Sponsors should also
document in their applicable drug submission
changes to data to conform to the current FDA-

BIO recommends that the Agency clarify where Sponsors
should document changes to data to conform to the current
FDA-supported data standard (i.e., should these be
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SECTION

ISSUE
supported data standards, and the potential impacts
of these changes.”

It is not clear where Sponsors should document
changes to data to conform to the current FDA-
supported data standard.

PROPOSED CHANGE
documented in the SDTM Reviewer’s Guide and/or is there
another forum for this?).

C. Considerations for Conforming Real-World Data to Currently Supported FDA Study Data Standards

Line 109-112

Currently, only SDTM and ADaM data formats are
supported in the Catalog.

BIO recommends the Agency seek Industry feedback in
updating the Catalog with additional standards for data using
RWD sources. BIO also believes the Agency could describe
the process for contacting the Agency if a Sponsor has a
suggested addition to the Catalog and provide details on the
amount of time it will take for a RWD-related data standard to
be added.

Entire Section

It is acknowledged in the draft guidance that FDA is
planning to issue further guidance and/or update the
Catalog with standards for study data that are
derived from RWD sources.

On one hand, the Agency is saying this document
will provide guidance for RWD standards. On the
other hand, it seems to be saying that RWD will also
impact current standards. We hope that the
standards would come first so the RWD data can be
mapped appropriately.

When considering appropriate data standards for
RWD, ADaM like principles could be applied and
modified to appropriately capture RWD.

BIO recommends the Agency work closely with key
stakeholder groups, including data standards consortiums,
data providers, industry, and other health authorities, to help
advance harmonized standards for RWD.

BIO suggests the Agency clarify if the comments from this
guidance will help to address the Data Standards Catalog.

BIO suggests the Agency reference and discuss recent work
on challenges and solutions for programmers dealing with
RWD non-interventional studies. For example, PHUSE EU
recently performed an assessment of challenges and various
solutions for programmers when dealing with RWD non-
interventional studies (https://phuse.s3.eu-central-
1.amazonaws.com/Deliverables/Optimizing+the+Use+of+Dat
a+Standards/Data+Standards+for+Non-
interventional+Studies.pdf). This type of assessment and
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SECTION

ISSUE

PROPOSED CHANGE
learnings from the PHUSE EU paper could be referenced and
discussed in the guidance.

BIO recommends that the Agency first evaluate current data
standards to assess how they apply to the emerging and
evolving RWD ecosystem. Richesson, et. al. (2014):
https://academic.oup.com/jamia/article/14/6/687/750453
recommend an assessment of existing data standards.

BIO recommends that the Agency provide additional guidance
on data standardization needs based on "fit for purpose" of
RWE study types and its regulatory needs with existing data
standards supported by FDA. FDA is encouraged to assess
how the current data standards conform with RWD used in
studies such as pragmatic clinical trials, external control
study, long-term follow-up studies, the use of artificial
intelligence (Al) and machine learning (ML) to identify patients
for new populations, new indications, and other types of cost
effectiveness studies that will be used by regulatory agencies.
Andre, et. al. (2019):
https://onlinelibrary.wiley.com/doi/full/10.1002/pds.4932

Line 126

The draft guidance currently seems to be limited to
accepting CDISC SDTM data.

Similar to our comment on lines 109-112, BIO recommends
the Agency consider other common data models such as
Sentinel CDM or OHDSI OMOP which are more suitable to
observational data and standardized across healthcare
research in both academic and industry settings. [Reference:
Maryam Garza, Guilherme Del Fiol, Jessica Tenenbaum,
Anita Walden, Meredith Nahm Zozus, Evaluating common
data models for use with a longitudinal community registry,
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ISSUE

PROPOSED CHANGE
Journal of Biomedical Informatics,Vol 64,2016,p333-341,ISSN
1532-0464,https://doi.org/10.1016/j.jbi.2016.10.016.
(https://www.sciencedirect.com/science/article/pii/S15320464
16301538)]

BIO also recommends that since the Sentinel CDM is used
and supported by FDA, it would be helpful for the Agency to
provide guidance based on its experience with Sentinel and
fit-for-purpose use cases, e.g.,
https://www.sentinelinitiative.org/sites/default/files/documents/
ICPE%20Presentation%20-
%20Strategies%20for%20the%20Use%200f%20RWD%20to
%20Conduct%20COVID-19.pdf

Line 115

There will be challenges with converting RWD into
data consistent with FDA-supported data standards.

BIO recommends the Agency comment on and/or reference in
the final guidance the recently published FHIR to CDISC Joint
Mapping Implementation Guide by CDISC (01 September
2021) and their views for accepting this as an approach to
remap data from EHR to CDISC SDTM variables.
(https://www.cdisc.org/standards/real-world-data/fhir-cdisc-
joint-mapping-implementation-guide-v1-0 )

Lines 115-117

The draft guidance states, “When seeking to conform
RWD to data standards supported by FDA, Sponsors
should consider the relevant data transformations,
conversions, or mappings that may be needed to
produce study datasets in the required format in an
applicable drug submission.”

BIO recommends the Agency clarify if this means that
technical rejection criteria is applicable to RWD studies. Also,
if it is applicable, apart from TS, the agency should clarify if
there is a need for other trial domains for RWD.

Lines 119-121

The draft guidance states, “Sponsors should discuss
early, with the appropriate FDA review division, any
planned submission of study data derived from RWD
sources in an applicable drug submission and their
approaches for transforming the data to the current
FDA-supported data standards.”

BIO recommends that the Agency provide additional guidance
on the appropriate forum for Sponsors to discuss data
standards with the Agency.

BIO also recommends that the Agency clarify when
discussions for planned submissions of study data derived
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ISSUE
It is not clear from the draft guidance when
discussions with the appropriate FDA review division
should occur.

PROPOSED CHANGE
from RWD sources should take place (e.g., as the protocol is
in development or after approval).

Lines 121-123

The draft guidance states, “Sponsors should
describe these approaches, including in the protocol,
data management plan, and/or final study reports.”

Often the Sponsor does not have access to the data
at the time of protocol submission to be able to
provide sufficient detail on the approaches.

BIO recommends that the Agency provide additional guidance
on how to handle RWD used in analysis that is only available
in the form of aggregate (i.e., the estimates of functional
parameters) from registries and individual subject data is not
available.

BIO recommends that the Agency clarify the level of detail
requested in each of these documents.

Line 125

The draft guidance does not mention choices of
approaches to apply CDISC to RWD. It would be of
value to provide more information whether there are
preferred approaches or approaches to avoid.

BIO recommends that the Agency provide additional
information on preferred approaches to applying CDISC to
RWD.

Line 109 (and also
Line 147)

Line 109 states that, except for waivers, Sponsors
must submit clinical and nonclinical studies in the
format under the Study Data Guidance. However,
line 147 states that the Sponsor should document
rationale for choosing particular CDISC data
elements for RWD and document differences. The
two statements appear to contradict.

BIO recommends that the Agency provide more details to
clarify expectations.

BIO also recommends that the Agency clarify situations under
which a waiver would be granted. For example, whether there
might be a need to integrate RWD with CT data that would
factor into the decision to grant a waiver.

129-131

The draft guidance states, “With adequate
documentation of the conformance methods used
and their rationale, study data derived from RWD can
be transformed to SDTM datasets and submitted to
FDA in an applicable drug submission.”

BIO recommends that the Agency clarify if all study data
derived from RWD should be transformed to SDTM.
Specifically, the Agency should clarify if it would be
acceptable to use the study analysis datasets (ADaM format
applied) derived from RWD directly without SDTM mapping.

BIO recommends that the Agency provide additional clarity on
the scope of expectations around standards. For example,
will Technical Rejection Criteria be applicable to RWD at this
point?
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ISSUE

PROPOSED CHANGE

D. Considerations for Mapping Real-World Data to Study Data Submission Standards

Entire Section

The draft guidance does not provide any specific
mapping tools.

The draft guidance acknowledges that there may be
concepts/terminology that may not be possible to
map precisely to SDTM standards and that Sponsors
should describe the challenges faced in mapping in
the Study Data Reviewer’s Guide. Indeed, for RWD
studies, it may not always be possible to meet the
same level of SDTM compliance as is currently
expected for clinical studies, even after best efforts
are applied for mapping.

Additionally, some fields may exist in free text format,
such as disease histology, etc. These present
additional challenges in mapping, as there is an
absence of a standardized code list.

There are a finite number of RWD data sources, especially
when you consider the sources most commonly used. BIO
recommends that the Agency provide or encourage the
collaborative development of crosswalks or mapping from
some of these (e.g., from OMOP CDM data to CDISC SDTM).
Further, an example of such mapping could be included as an
appendix in the final guidance.

BIO recommends that the Agency comment on its
expectations around the level of SDTM compliance and
flexibility for RWD datasets.

BIO recommends the Agency work closely with key
stakeholder groups, including data standards consortiums,
data providers, industry, and other health authorities, to help
advance harmonized standards and coding for RWD.

Lines 143-145

The draft guidance states, “In such cases, Sponsors
should document the potential impact of mapping
the sex variable or other variables to CDISC’s
terminology on the study findings.”

BIO recommends that the Agency clarify where in the
submission this information should be documented.
Specifically, the Agency should clarify if the study data
reviewers guide is the correct place to document this
information, or does this information need to be presented in
earlier documentation (e.g., study protocol).

Lines 148-150

“The sponsor should provide a description of the
general approach and anticipated impact of data
mapping as a part of or in an appendix to the Study
Data Reviewer’s Guide to highlight the domains
involved.

BIO recommends that the Agency provide a more detailed
appendix with more details on the derivation.

Line 148

Mapping of RWD sources to CDISC data elements
and generating the appropriate documentation to

Similar to our comments above, BIO recommends that the
Agency recognize that there would be efficiencies gained if
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ISSUE
explain the mapping will require time and resources
of Sponsors and could become inefficient.

PROPOSED CHANGE
other common data models are acceptable to submit to FDA
for certain types of RWD submissions.

Line 151 There is likely to be high variability in format and BIO recommends that the Agency provide more detail on the
content of a data dictionary, as well as placement on | expectations for a data dictionary, e.g., structure, format,
the eCTD backbone, without further guidance from location on eCTD backbone.
the Agency.

Line 151 If original values are maintained in the data, the BIO recommends that the Agency consider, where it is

original meaning is not lost through transformation
and is available for further use of the data.

appropriate, to include the "raw “collected values as
supplemental qualifiers in the SDTM to aid transparency and
maintain data integrity for future use.

Lines 151-153

The draft guidance states, “Furthermore, the sponsor
should include a data dictionary that documents the
definition of every data element used and all relevant
information about the element, such as its
relationships to other data, origin, usage, and
format.”

BIO recommends that the Agency clarify as to whether it
would be acceptable to only provide an ADaM data
submission package, with the link of the RWD under the same
Define. XML for the instance where RWD cannot be
transformed to SDTM datasets.

E. Considerations for Data Transformations

Entire Section

FDA is encouraged to collaborate with other data standards
entities that, in addition to the data standards-setting bodies
mentioned throughout the draft guidance, also establish data
standards for RWD used in research. For example: the
ONC's USCDI
(https://www.healthit.gov/cures/sites/default/files/cures/2020-
03/USCDI.pdf), the FHIR accelerator project Vulcan
(https://www.hl7.org/vulcan/), OMOP and OHDSI (https://

www.ohdsi.org/data-standardization/the-common-data-
model/).The NIH use of Common Data Elements (CDE)
(https://grants.nih.gov/grants/guide/notice-files/not-Im-21-
005.html),

These data standards organizations should be critical
collaborators with FDA in defining data standards for RWD.

IV. GLOSSARY

BIO Comments on Data Standards for Drug and Biological Product Submissions Containing Real-World Data

FDA Docket: FDA-2021-D-0548, February 4, 2022 Page 15 of 16




https://www.healthit.gov/cures/sites/

https://www.hl7.org/vulcan/

https://mydrive.merck.com/personal/elayda_merck_com/Documents/documents/FDA/RWD%20Data%20Standards/www.ohdsi.org/data-standardization/the-common-data-model/).The

https://mydrive.merck.com/personal/elayda_merck_com/Documents/documents/FDA/RWD%20Data%20Standards/www.ohdsi.org/data-standardization/the-common-data-model/).The

https://grants.nih.gov/grants/



SECTION ISSUE PROPOSED CHANGE

Lines 260-264 The draft guidance states, “Differences in the coding | BIO recommends that Terminology mapping should be kept
systems used between real-world data (RWD) and separate.
traditional clinical trial data can usually be addressed )
using the Define-XML file, which is included in all BIO also recommends that the Agency provide more
standard Study Data Tabulation Model (SDTM) guidance on how the Sponsor reassigns coding from raw

submissions” data into SDTM is warranted.

The Alias element in Define.xml is used for the
CDISC controlled terminology C-Code, so it already
has a purpose. Similarly, Decode has an existing
purpose. There is a potential to overload Define.xml
elements (using the same elements for different
purposes) which may lead to not being able to
represent the information when two or more pieces of
information are to go into the same element.

Lines 322-323 The draft guidance states, “...mapped structured BIO recommends that the Agency clarify the meaning behind
definitions” “mapped structured definitions”.

It is not clear what mapped structured definitions
means.

APPENDIX

Entire Section The Appendix was particularly helpful, as well as the | BIO recommends that the Agency provide case examples whe
aforementioned Conformance Guide. One common | there is not a 1:1 mapping of terminology

occurrence that is not addressed, however, are cases
where there is not a 1:1 mapping of terminologies. We
see this frequently where one ICD-9 code has
expanded to multiple ICD-10 codes. An example of a
non-1:1 mapping might increase the compliance as
preferred by FDA.

BIO Comments on Data Standards for Drug and Biological Product Submissions Containing Real-World Data
FDA Docket: FDA-2021-D-0548, February 4, 2022 Page 16 of 16






		Re: Docket No. FDA–2021-D-0548: Data Standards for Drug and Biological Product Submissions Containing Real-World Data

		The Biotechnology Innovation Organization (BIO) thanks the Food and Drug Administration (FDA or Agency) for the opportunity to submit comments regarding the draft guidance on Data Standards for Drug and Biological Product Submissions Containing Real-W...




image7.emf
janssen experience  with RWE.pdf


janssen experience with RWE.pdf
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RWE at Janssen Overview

= Why Real World Evidence was used in this NDA
= Initial Presentation to FDA and request for data
= Submitting RWE data in CDISC format

= Solutions Explored
— Mapping to SDTM
— ADaM Creation, Structure, and Submission

= Qverview of ADaM structure
= FDA questions and responses
= FDA Technical Walkthrough






Why Real World Evidence was used in this NDA

= Current standard of care therapy for the disease under
study is shown to have a low response for subjects with
the specific tumor biomarker alterations we are targeting
W|th our drug Diagnostic Prognostic

= Using a real world matched clinical and genomic
dataset of patients with the disease under study we
explored the predictive value of this specific tumor
biomarker alteration to current standard of care therapy

= All real world data were derived from a vendor,
containing full clinical and treatment histories and
molecular data on a cohort of patients with the disease
under study. Clinical data were captured from
electronic health records by the RWE vendor.
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Predictive






Initial Presentation to FDA and request for data

= At the pre-NDA meeting results of this real world analyses were presented and
decided to be submitted as a white paper included in the submission

= CDISC Format - FDA requested that the data to support this analyses be included in
CDISC format

= Discussions began on whether to send ADaM, SDTM or .
both and an effort was started to map the RWE data to C D I S C
SDTM and ensure the analysis datasets were ADaM

compliant

= Data Privacy/FOIA - Concerns arose over disclosure of patient-
level data as part of FOIA

= Team discussed potential risk of re-identification associated with
the submission of RWE to FDA and if FDA would publicly disclose
RWE information in the FDA review post approval summary
documents. RWE vendor highlighted the issue and the potential
de-identification risk during preparation of aggregate and patient
level data submission and contract negotiations with Janssen.






RWE data processing _.—== .
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SDTM or ADaM?

CDISC

«  Why not do both? °@@

SDTM & ADM

« Can we feasibly map to SDTM?

try it, or at least spec it

 What do we put in the ADaM datasets?

J





Flood Zones
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CDISC Data Mapping





Overview of our CDISC formatting process

To overcome delays due to data issues, we generated both SDTM conversion and
ADaM creations in parallel

ADaM are directly created from source RAW datasets and but later regenerated
using mapped SDTM datasets and validated/verified against raw ADaM version.

ADaM
RWE source specs/metadata ADaM

by referring raw dataset
data variables as

input creation Raw and SDTV CDISC
ADaMs compliance
compared and _ check
SDTM SDTM SDTM verified (pinnacle 21)

esub package

mapping metadata dataset
spec creation creation






What is in the data?

Table of content lists out files we would receive, variables in files and expected
values: This normally starts the bilateral communication.

(I = T30 (X0 ] o) £ o] o PO
6.1 Disease History: DISHIST ..o
6.2  Demographics: DM _GL 900..........cooooiiii e
6.3 ECOG Performance Status and HB Level: ECOG HB............................
6.4 Molecular alteration data (FGFR gene/other molecule): FGFR ...............
6.5 PD-L1 expression by immunohistochemistry (IHC): PD L1 ....................
6.6  Systemic Therapy: SYST TH ...
6.7  SUrgery: SURG ... e

6.8  Survival Status: SURV_STAT ...






Check out what really are in the source data

1)
We have missing treatment start date while treatment is there. For Example below Snapshot is for Line 1 Treatment and Start date and
end date, where Treatment start date is missing and we have same issue with Line 2-6 Treatment dates. How to handle missing start
dates for treatment.
Can you we get complete date for all missing line start and end dates ?
SiC | SYST_TH_LN1 lsvs*r_m_uh_srmﬂ SYST_TH_LN—1_END]
LuNa8QPy Gem_cis =
QP 5qy24 Other
UTMJI2wSp Other G
gxnloCvz Other
SNIdGIWH Other
| SUDK VO Other
KEJgoK2Zo Other A"
Resolved ~ e
No The value in SYST_TH_OTH is Need valid date in
"Pembrolizumab" but SYST_TH_10_SPEC is SYST _TH_ _OTH_START and
"Nivolumab, Pembrolizumab". Is this patient |[SYST_TH_OTH_END
took both drug or only Pembrolizumab?
No The value in SYST_TH_OTH is "Nivolumab" but|Need valid date in
SYST_TH_IO_SPEC is "Nivolumab, SYST_TH_OTH_START and
Pembrolizumab". Is this patient took both SYST_TH_OTH_END
drug or only Pembrolizumab?






SDTM Mapping






SDTM mapping how we tackled it

« After in-depth review of DTA and source data, Janssen SDTM domain
specialist would provide one-to-one mapping specs, variable to variable,
dataset to dataset;

« First we create metadata from nothing.

« For simple datasets with easy to understand variables, mapping may only
involve labels change, variable length reset, ...

« For complex dataset like ‘pd_I1'(FGFR info), we need to reference to analysis
dataset and figure out which SDTM dataset is a good fit (MI/SUPPMI).

« Sometimes a RAW dataset can be mapped to multiple SDTM datasets like s P E cs
‘dishist’ to MH/DM/FA.

« It takes more time to link related domains like MH and FA via RELREC.

QC by replicating

SDTM mapping SDTM metadata CDISC compliant ADaM using

spec creation dataset creation






Concomitant Medication mapping challenge

The systemic therapy data is nonstandard and non-normalized i.e. it had redundant and inconsistent
formats.

It had line wise information in horizontal structure with so many variables(i.e. line 1
name, line 1 start date, line 1 end date, line 2 name, line 2 end date, etc..)
and don’t have a separate placeholder variable for each line other category.
The following example explains how multiple variables are mapped to
CMGRIP;

The patient has “"Other” for Line 2, 3, 5 and 6. In SYST_TH_OTH, though
there are 9 lines of treatments. Since most subjects have up to 6 lines of
therapy, we keep 6 lines. But line7 is an immune therapy drug, we decided

SYST_TH_OTH

THLN2: RCT 54 Gy/6 mal Cisplatin;
THLN 3 RCT 45 Gy + Cisplatin;
THLNS5: Gemcitabine/Trastuzumab;
THLN 6 Trastuzumab;

THLN7 Atezolizumab;

THLN 8 Gem/Cis;

to keep it as well. THLN 9 Gem

| DOMAIN  USUBJID CMSEQ CMGRPID CMTRT CMSTDTC CMENDTC
t|cm ' Bridge-C7cLCETy | 1|1ST LINEOF TREATMENT  |Gem_cis 12010-02-23 | 2010-08-08
5| cm ' Bridge-C7cLCETy 2 | 2ND LINE OF TREATMENT | RCT 54 Gy/6 mal Cisplatin 12010-11-26 12011-01-13
5/Cm ' Bridge-C7cLCETy 3| 3RD LINE OF TREATMENT | RCT 45 Gy + Cisplatin 12013-12-16 | 2014-01-27
7lcm | Bridge-C7cLCETy 4 |4TH LINE OF TREATMENT | Vinflunine | 2014-07-09 | 2014-07-30
3| cm | Bridge-C7cLCETy 5 | 5TH LINE OF TREATMENT | Gemcitabine/Trastuzumab 1 2014-10-22 | 2016-09-28
3| cm | Bridge-C7cLCETy 6 | 6TH LINE OF TREATMENT | Trastuzumab | 2016-11-25 | 2017-05-03
) |cm Bridge-C7cLCETy 7 | 7TH LINE OF TREATMENT | PDL1 Inhibitor (Atezolizumab) | 2017-05-08 20170717






SDTM Pinnacle 21 Enterprise checking

In between, we run P21E, address WARNING, ERRORS, update SDTM dataset, till P21E runs clean.

Example in P21E:

1. In FA, FAOBJ is null of the records where FATESTCD="HISTSU”, FATESTCD="Substance Use History”. While FAOBJ should not be null.
So can we set FAOBJ = "SUBSTANCE USE” for these records (FATESTCD="HISTSU"”, FATESTCD="Substance Use History”)?

NULL value in FAOBJ

variable marked as

Required 72
Expert response: Please assign value to FAOBJ=SMOKING when FATESTCD=HISTSU. FAOBJ cannot be indeed empty.

2. In PR, there are records PRPRESP="" and PROCCUR="Y". While Occurrence (--OCCUR) may only be populated, when a given
Intervention or Event has been pre-specified (--PRESP = 'Y").

So can we set to PROCCUR ="" for records where PRPRESP=""?

Value for PROCCUR is
populated for unsolicited
Intervention or Event g

Expert response: If PROCCUR is populated then PRPRESP=Y, per mapping spec it if for 3 sources variables (SURG_TUR, SURG_CX,
SURG_PE). So not sure what is the source data of the issue listed but I guess it is not ‘pre-specified’ records per the mapping spec. So, yes
PROCCUR for those records should be empty.

COMPLIANCE

Che cau




http://Rules

http://Rules



SDTM mapping lessons learned

SDTM mapping efforts for RWE are hard and tedious and
required extensive metadata and specs to go with the
source data;

Issues like a lot of raw variables described in DTA
document are misspelled, variables with NO proper
labels, making it difficult to be sure of their meaning and
hence difficult to map.

Understanding how data were collected from patient
charts to fully align with vendor’s database documentation
before we make decision what raw maps to which SDTM.

Understanding medication start dates (e.g. how these
were derived from patient charts), the algorithm for
response and other fields was not well understood up
front when the data was received.

Compliance checks = significant errors because much
of the information required in SDTM is just not available.

This required multiple phone calls with the vendor, and
explanation of the dataset to the FDA required provision of
some of vendor’s database documentation.

[}

- ®

Q.

BEHIND THE DATA






ADaM

ADaM Creation, Structure,
and Submission






ADaM CREATION PROCESS

« ADaM are directly created from source RAW datasets and later regenerated using
mapped SDTM datasets and validated/verified against raw ADaM version.

JADELY

RWE source specs/metadata
by referring raw

data variables as
input

SDTM SDTM SDTM
mapping metadata dataset
spec creation creation

ELY
dataset
creation

ADaM
regeneration
from SDTM

dataset

Raw and SDTM
versions of
ADaMs
compared and
verified

CDISC
compliance
check
(pinnacle 21)

esub package
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ADaM CREATION Lessons Learned |

LESSONS LEA

« Above parallel approach was lengthy, redundant and it took more resources and
time, but this was a best feasible solution at that point.

Had multiple meetings with our vendor to resolve data issues even though, we

left with hand full of partial dates and inconsistent data points, so team decided
to handle them at analysis level.

Example day and month of birth dates are imputed, and specimen reported dates are proposed

as entry timepoint to handle the time lag issue by using a delayed entry model (left truncation
model).






STRATEGY FOR ADAM DESIGN AND LIST OF ADS

Tier 1 Datasets (Source & Derived)

Tier 2 Datasets

demographics and baseline
(Derived from Tier 1)

disease charac. , population variables
and key date variables for all subjects
in the raw demo dataset

ADBIO Contains gene-fusion

‘0> and mutation params o

contains OS related
endpoint params

ontains all prior meds and con meds from
source med datasets w/Prior and Con med
flag vars and flag vars for |0/Chemo mono
and combo treatment received.

Medications

Contains best overall response
parameters for IO treated subjects,

because source data captured only IO
associated response.






GUIDING PRINCIPLES FOR ADaM DESIGN
AND CHALLENGES FACED

- Data integrity, traceability, and dependency links related issues are very
common in retrospective data collection models, but these are all the
fundamental principles of submission data.

« Carefully verified these key principles and the data points, which are not meeting
these key principles were escalated and resolved before analysis activity.
 Unresolved data points are excluded from all our analysis.

« Few examples of data integrity, traceability and dependency related issues.

« Many survival duration data points were transferred without respective treatment start and end
date (death or last known date).

« Systemic line 1 treatment end date after line 2 start date

« Response and response date were transferred without treatment association and few response
dates were before the treatment start date






GUIDING PRINCIPLES FOR ADaM DESIGN
AND CHALLENGES FACED

Took more time and resource to understand, convert and impute the
nonstandard data points to standard ADaM structure. Biostat and programming

team are worked very closely to designh and implement imputation,
derivation algorithms.

Due to the limitation of vendor’s data disclosure agreement, we are directed to

include only analysis required and respective dependent information in ADaMs,

so cross functional team carefully reviewed and excluded all non-required
data points from ADaMs

Pooled analysis of core clinical study and RWE was well planned hence the
RWE team decided to adopt the same AD structures, attributes (variables,
labels), parameters and it's naming conventions, which was followed in the core
clinical study, so the data pooling activity was easy and fast.






GUIDING PRINCIPLES FOR ADaM DESIGN
AND CHALLENGES FACED

 Due to this approach we reused wide range of reporting macros and
programs for pooled analysis. As planned, required RWE ADaMs datasets
(ADSL, ADTTE, ADEFF) and parameters were directly pooled with core clinical
study to compare the Overall survival and object response rate of clinical study

drug with RWE drugs.






Regulatory Process






FDA Information Requests

Multiple RWE Data Sources

FDA requested that data from multiple RWE data sources be submitted, where available

Response Data

FDA requested response data be provided. Janssen stressed response by RECIST not typically collected outside
of clinical trials. RWE vendor developed Real-World Tumor Response (rwTR).

Patient Narratives, Radiology Scans and Radiology Reports

Individual patient narratives requested; names of antineoplastic therapy; radiological assessment dates with reports (including
baseline); and clinician assessment/plan. Radiology scans were also requested, but were not available for provision to FDA.

CDISC Formatting and analysis programs

FDA requested CDISC formatted data and analysis programs

SAP Timelines

Assess timing of statistical analysis plan in relation to initiation of data analyses to ensure analyses were pre-planned
and not post-hoc






FDA Technical Walkthrough Questions on the RWE data

FDA: In RWE, X patients have been treated, why Y in the analysis?

Janssen: Reason is .... Patient flags to identify this population are located in
the ADSL.xpt dataset. These are referenced in the ADRG.pdf document in
5.3.5.4 predictive value report which was previewed during the meeting with
the FDA review team and shown below.

FDA: How reliable is the diagnosis information and line of therapy in the
Electronic Health Records from the RWE vendor:

Janssen: EHR recorded diagnosis dates and all therapies received. These
captured both structured records in database and unstructured records from

free text clinical notes, reviewer and abstractor reviewed these data and
consolidate them into the database.

FDA: Are RWE patients representative of general disease under study
patients?
Janssen: The demographics seem to suggest they reflect the general disease

under study patients. Note these are primarily patients from community
practice and less reflective of clinical trial population.

FDA: Are there any of the disease under study patients in the RWE database
excluded due to lack of determination of genomic data.

Janssen: Possibly. Since the genetic status is a key analysis variable, we did
not obtain any data from patients who did not have genomic results.

Technical

<






Conclusion

= SDTM mapping efforts for RWE were hard and tedious and required extensive
metadata and specs to go with the source data — not worth it!

= Only one RWE source had sufficient information to correctly map the data and
the company we bought it from was uneasy about sending all the data to the
FDA, they were more comfortable with only sending what was used in
analyses

= Compliance checks on the SDTM had significant errors because much of the
information required in SDTM is just not available

= ADaM datasets were eventually the only data submitted and all the source
data used in the analyses were included in this package. E.g. the tier 1 datasets
were the source data mapped to a consistent format (ADCM, ADBIO, ADSL) and
the derived endpoints in tier 2 (ADEFF, ADTTE)

= |Lessons Learned:

Y

A\

— We need an easier format than SDTM to submit source RWE data, data does not 9
conform to any traditional codelists and many required variables are not possible to ,__V
create N

— We need to ensure de-identification prior to use in the analysis
— We need better information on how the data is collected from the patient charts in

order to analyze and document it properly and that information is hard to come by
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Data Standards for Drug and Biological Product Submissions
Containing Real-World Data
Guidance for Industry?

This draft guidance, when finalized, will represent the current thinking of the Food and Drug
Administration (FDA or Agency) on this topic. It does not establish any rights for any person and is not
binding on FDA or the public. You can use an alternative approach if it satisfies the requirements of the

applicable statutes and regulations. To discuss an alternative approach, contact the FDA staff responsible
for this guidance as listed on the title page.

l. INTRODUCTION AND SCOPE
21st Century Cures Act and Real-World Data

The 21% Century Cures Act,? signed into law on December 13, 2016, is intended to accelerate
medical product development and bring innovations faster and more efficiently to the patients
who need them. Among other provisions, the 21 Century Cures Act added section 505F to the
Federal Food, Drug, and Cosmetic Act (FD&C Act) (21 U.S.C. 355¢g). Pursuant to this action,
calling for FDA to issue guidance on the use of real-world evidence (RWE) in regulatory
decision-making, FDA has created a framework for a program to evaluate the potential use of
real-world data (RWD) to generate RWE to help support the approval of new indication(s) for
drugs? already approved under section 505(c) of the FD&C Act (21 U.S.C. 355(c)) or to help
support or satisfy post-approval study requirements (RWE Program).*

This guidance provides recommendations to sponsors for complying with section 745A(a) of the
FD&C Act (21 U.S.C. 379k-1(a)) when submitting RWD as study data in applicable drug
submissions. FDA is issuing this guidance as part of its RWE Program and to satisfy, in part, the
mandate under section 505F of the FD&C Act (21 U.S.C. 355¢) to issue guidance on the use of
RWE in regulatory decision-making.®

! This guidance has been prepared by the Center for Drug Evaluation and Research (CDER) in cooperation with the
Center for Biologics Evaluation and Research (CBER) at the Food and Drug Administration.

2 Public Law 114-255.

3 For the purposes of this guidance, all references to drugs include both human drugs and biological products.

4 See Framework for FDA’s Real-World Evidence Program (December 2018), available at
https://www.fda.gov/media/120060/download. The framework and RWE Program also cover biological products
licensed under the Public Health Service Act.

> See section 505F(e) of the FD&C Act.
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This guidance addresses considerations for the use of data standards® currently supported by
FDA in applicable drug submissions containing study data’ derived from RWD sources. For the
purposes of this guidance, FDA defines RWD as data relating to individual patient health status
or the delivery of health care routinely collected from a variety of sources. Examples of RWD
include data from electronic health records (EHRs); medical claims data, data from product and
disease registries; patient-generated data (including data from in-home-use settings); and data
gathered from other sources that can inform on health status, such as mobile devices.

The contents of this document do not have the force and effect of law and are not meant to bind
the public in any way, unless specifically incorporated into a contract. This document is
intended only to provide clarity to the public regarding existing requirements under the law.
FDA guidance documents, including this guidance, should be viewed only as recommendations,
unless specific regulatory or statutory requirements are cited. The use of the word should in
FDA guidance means that something is suggested or recommended, but not required.

1. REGULATORY BACKGROUND

Under section 745A(a) of the FD&C Act, at least 24 months after the issuance of a final
guidance document in which FDA has specified the electronic format for submitting certain
submission types to the Agency, such content must be submitted electronically and in the format
specified by FDA.® The guidance for industry, Providing Regulatory Submissions In Electronic
Format — Standardized Study Data (Study Data Guidance), and the technical specifications
referenced therein describe electronic submission requirements under section 745A(a) of the
FD&C Act for clinical and nonclinical study data contained in new drug applications (NDAS),
abbreviated new drug applications (ANDAS), certain biologics license applications (BLAS), and
certain investigational new drug applications (INDs) submitted to the Center for Drug Evaluation
and Research or the Center for Biologics Evaluation and Research.® Given that these electronic
submission requirements apply to study data submitted in the covered application types, they
apply to RWD that is submitted as study data in such applications. That is, RWD submitted as
study data to NDAs, ANDAs, certain BLAS, and certain INDs, as further described in section
I1.A of the Study Data Guidance, must be in an electronic format that the Agency can process,
review, and archive, unless such submission is exempt from the electronic submission
requirements or if FDA has granted a waiver.'® Currently, as stated in the Study Data Guidance,

6 See the Glossary (section V1) for definitions of words and phrases that are in bold italics at first mention
throughout this guidance.

7 See FDA guidance for industry Providing Regulatory Submissions in Electronic Format — Standardized Study
Data (June 2021). We update guidances periodically. For the most recent version of a guidance, check the FDA
guidance web page at https://www.fda.gov/regulatory-information/search-fda-guidance-documents.

8 For additional information on how FDA interprets and intends to implement the electronic submission
requirements of section 745A(a) of the FD&C Act, see guidance for industry Providing Regulatory Submissions in
Electronic Format — Submissions Under Section 745A(a) of the Federal Food, Drug, and Cosmetic Act (December
2014).

9 See section 1l of the Study Data Guidance for more information on the types of submissions subject to electronic
submission requirements for standardized study data and what submissions are exempt from such requirements.

10 Sponsors or applicants may apply for a waiver from the requirement to use specific versions of FDA-supported
standards for the submission of study data using the waiver request process described in section I1.D of the Study
Data Guidance.
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the Agency can process, review, and archive electronic submissions of clinical and nonclinical
study data (including those derived from RWD sources) that use the standards specified in the
Data Standards Catalog (Catalog).!* As that guidance explains, the Catalog provides a listing of
currently supported*? and/or required standards, their uses, the date FDA will begin (or has
begun) to support a particular standard, the date such support ends (or will end), the date the
requirement to use a particular standard will begin (or has begun), the date such requirement
ends (or will end), and other pertinent information. FDA is issuing this guidance to provide
recommendations to sponsors for complying with section 745A(a) of the FD&C Act using
standards specified in the Catalog when submitting study data derived from RWD sources in
applicable drug submissions.

I11.  APPLYING CURRENTLY SUPPORTED DATA STANDARDS TO STUDY DATA
DERIVED FROM REAL-WORLD DATA SOURCES

A. Challenges in Real-World Data Standardization

FDA recognizes the challenges involved in standardizing study data derived from RWD sources
for inclusion in applicable drug submissions. These challenges include but are not limited to: (1)
the variety of RWD sources and their inconsistent formats (e.g., EHR, registry); (2) the
differences in source data captured regionally and globally using different standards,
terminologies, and exchange formats for the representation of the same or similar data
elements®; (3) a wide range of methods and algorithms used to create datasets intended to
aggregate data; and (4) the many aspects of health care data that can affect the overall quality of
the data, including business processes and database structure, inconsistent vocabularies and
coding systems, and de-identification methodologies used to protect patient data when shared.

B. Documentation of Processes for Managing Real-World Data

During data curation and data transformation, adequate processes should be in place to increase
confidence in the resultant data. Documentation of these processes may include but are not
limited to electronic documentation (i.e., metadata-driven audit trails, quality control procedures,
etc.) of data additions, deletions, or alterations from the source data system to the final study
analytic data set(s). Sponsors should also document in their applicable drug submission changes
to data to conform to the current FDA-supported data standards, and the potential impacts of
these changes.

C. Considerations for Conforming Real-World Data to Currently Supported
FDA Study Data Standards

FDA plans to issue further guidance and/or to update the Catalog with standards for study data
that are derived from RWD sources. Currently, and absent a waiver, sponsors submitting clinical

11 The Catalog is available at http://www.fda.gov/forindustry/datastandards/studydatastandards/default.htm.
12 For the purposes of this document, “supported” means the receiving Center has established processes and
technology to support receiving, processing, reviewing, and archiving files in the specified standard.

13 See data element at https://csrc.nist.gov/glossary/term/data_element.
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and nonclinical study data (including those derived from RWD sources) in submissions subject
to section 745A(a) of the FD&C Act are required to use the formats described in the Study Data
Guidance and the supported study data standards listed in the Catalog. Sponsors should refer to
the specifications, recommendations, and general considerations provided in the Study Data
Technical Conformance Guide'* when submitting study data in an applicable drug submission to
FDA. When seeking to conform RWD to data standards supported by FDA, sponsors should
consider the relevant data transformations, conversions, or mappings that may be needed to
produce study datasets in the required format in an applicable drug submission.

Sponsors should discuss early, with the appropriate FDA review division, any planned
submission of study data derived from RWD sources in an applicable drug submission and their
approaches for transforming the data to the current FDA-supported data standards. Sponsors
should describe these approaches, including in the protocol, data management plan, and/or final
study reports.

FDA recognizes that a range of approaches may be used to apply currently supported data
standards (e.g., Clinical Data Interchange Standards Consortium’s (CDISC’s) Study Data
Tabulation Model (SDTM)) to RWD sources such as EHR or claims data.

With adequate documentation of the conformance methods used and their rationale, study data
derived from RWD can be transformed to SDTM datasets and submitted to FDA in an applicable
drug submission.

D. Considerations for Mapping Real-World Data to Study Data Submission
Standards

FDA is aware that, for nearly every data domain, there is wide divergence in the terminologies
used and their precise meaning between RWD sources and FDA-supported data standards.
Examples range from the meaning and specific terms used for race/ethnicity, terminology
systems for medications, and interpretation of health care records for vital measurements. Even
for seemingly identically recorded variables (e.g., male/female), there can be differences in the
way these variables are defined between RWD sources and FDA-supported data standards. For
example, sex as a variable may be codified in CDISC’s terminology as a concept based on
physical characteristics, whereas EHRs may use gender identity. In such cases, sponsors should
document the potential impact of mapping the sex variable or other variables to CDISC’s
terminology on the study findings.

Documentation of the sponsor’s rationale for choosing particular CDISC data elements for RWD
and documentation of the differences between the two is critical. The sponsor should provide a
description of the general approach and anticipated impact of data mapping as a part of or in an
appendix to the Study Data Reviewer’s Guide to highlight the domains involved. Furthermore,
the sponsor should include a data dictionary that documents the definition of every data element
used and all relevant information about the element, such as its relationships to other data, origin,
usage, and format. The technical details, best not included in the Study Data Reviewer’s Guide,

14 The Study Data Technical Conformance Guide is available at https://www.fda.gov/industry/fda-resources-data-
standards/study-data-standards-resources.
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can be referenced by guiding the reviewers to the detailed mappings in the Define-XML file (see
the Appendix) and relevant dataset/domains.

E. Considerations for Data Transformations

Sponsors may encounter challenges when transforming RWD into data that are consistent with
FDA-supported data standards. Examples of these challenges include (but are not limited to)
management of semantic concepts (terms) that are present at multiple locations in a health record
(such as medication information), inconsistent coding or miscoding of concepts (e.g., drugs or
diagnoses), changes in data collection or coding practices (e.g., International Classification of
Diseases-9 (ICD-9) and ICD-10 codes) that occurred during the study, or missing information
(either because information is not typically recorded in health care settings or due to inconsistent
data entry).

Sponsors should document data challenges encountered during transformation to an FDA-
supported data standard and a justification of their approach to enable the application of an FDA-
supported data standard. Mapping of standards and terminologies can be handled using the
Define-XML (see the Appendix) and domain data files. Given that describing the rationale and
justification for approaches used to reconcile any challenges in the source data are likely to
require free-text description, in addition, a narrative should be presented in the Study Data
Reviewer’s Guide, either in the body or as an appendix, with appropriate directions for reviewers
to the Define-XML and dataset/domains for more detail, if needed.

IV. GLOSSARY

Controlled Terminology: a finite set of values (e.g., codes, text, numeric) that represent the only
allowed values for a data item. Generally, controlled terminology standards specify the key
concepts that are represented as definitions, preferred terms, synonyms, codes, and code
systems.®®

Data Curation: application of standards (e.g., Clinical Data Interchange Standards Consortium
(CDISC), Health Level 7, International Classification of Diseases-10 Clinical Modification
(ICD-10-CM)) to source data, for example, the application of codes to adverse events, disease
staging, the progression of disease, and other medical and clinical concepts.

Data Domain: a collection of logically related observations (with a common, specific topic) that
are normally collected for all subjects in a clinical investigation. NOTE: The logic of the
relationship may pertain to the scientific subject matter of the data or to its role in the trial/study.
Example domains include laboratory test results, adverse events, concomitant medications.

Data Standards: a set of rules about how a particular type of data should be structured, defined,
formatted, or exchanged between computer systems. Data standards make submissions

15 See Glossary at https://www.cdisc.org/standards/glossary.
16 1d.
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predictable, consistent, and have a form that an information technology system or a scientific
tool can use.

Data Transformation: includes data extraction, cleansing, and integration (e.g., into a Common
Data Model (CDM)).

Define-XML: transmits metadata that describes any tabular dataset structure. When used with
the CDISC content standards, it provides the metadata for human and animal model datasets
using the SDTM and/or Standard for Exchange of Nonclinical Data (SEND) standards and
analysis datasets using Analysis Data Model (ADaM).*’

Electronic Health Record (EHR): an individual patient record contained within the EHR
system. A typical individual EHR may include a patient’s medical history, diagnoses, treatment
plans, immunization dates, allergies, radiology images, pharmacy records, and laboratory and
test results.

Exchange Format: a data format for converting from one file or database structure to another.
For example, XML is commonly used as a data exchange format.

Mapping: the process of creating data element linkages between two distinct data models.

Medical Claims Data: the compilation of information from medical claims that health care
providers submit to insurers to receive payment for treatments and other interventions. Medical
claims data use standardized medical codes, such as the World Health Organization’s
International Classification of Diseases Coding (ICD-CM) diagnosis codes, to identify diagnoses
and treatments. 8

National Drug Code (NDC): a universal product identifier for drugs in the United States that
applies a unique 10-digit or 11-digit, 3-segment number (the first segment identifies the labeler;
the second segment is the product code that identifies the specific strength, dosage form and
formulation of a drug; and the third segment identifies package sizes and types) to
pharmaceuticals.

Non-interventional (observational) study: a type of study in which patients are not assigned to a
study arm according to a protocol, but instead receive the drug of interest during routine clinical
care.

Registries: organized systems that collect uniform data (clinical and other) to evaluate specified
outcomes for a population defined by a particular disease, condition, or exposure, and that serve
one or more scientific, clinical, or policy purposes.

17 See Define-XML at https://www.cdisc.org/standards/data-exchange/define-xml.
18 See Framework for FDA’s Real-World Evidence Program (December 2018) at
https://www.fda.gov/media/120060/download.
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RxNorm: provides normalized names for clinical drugs and links its names to many of the drug
vocabularies commonly used in pharmacy management and drug interaction software, including
those of First Databank, Micromedex, and Gold Standard Drug Database.*°

Source Data: all information in original records and certified copies of original records of
clinical findings, observations, or other activities in a clinical study necessary for the
reconstruction and evaluation of the study. Source data are contained in source documents
(original records or certified copies).?°

Study Data Reviewer’s Guide: a study data reviewer’s guide should describe any special
considerations or directions or conformance issues that may facilitate an FDA reviewer's use of
the submitted data and may help the reviewer understand the relationships between the study
report and the data.

Terminologies: the body of terms used for particular technical application to standardize a
medical term for the submission of nonclinical and clinical study data.

Traceability: permits an understanding of the relationships between the analysis results (tables,
listings, and figures in the study report), analysis datasets, tabulation datasets, and source data.?*

19 See RxNorm at https://www.nlm.nih.gov/research/umls/rxnorm/index.html.
20 See FDA guidance for industry Use of Electronic Health Record Data in Clinical Investigations (July 2018).
21 See FDA technical specifications document Study Data Technical Conformance Guide (June 2021).
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APPENDIX: EXAMPLES OF MAPPING HEALTH CARE DATA TO CDISC SDTM

Differences in the coding systems used between real-world data (RWD) and traditional clinical
trial data can usually be addressed using the Define-XML file, which is included in all standard
Study Data Tabulation Model (SDTM) submissions. The Define-XML file, along with the
appropriate use of Decode or Alias data elements, provides a mechanism for communicating the
transformation of external coding systems to the appropriate SDTM controlled terminology.

An example of this approach involves race/ethnicity data, where the Food and Drug
administration (FDA) anticipates both heterogeneity among electronic health records (EHRs) as
well as between EHR and Clinical Data Interchange Standards Consortium (CDISC)
terminologies. In the guidance for industry Collection of Race and Ethnicity Data in Clinical
Trials (October 2016), FDA recommends that a minimum of five specific categories be used to
define race:

(1) American Indian or Alaska Native

(2) Asian

(3) Black or African American

(4) Native Hawaiian or Other Pacific Islander
(5) White

RWD sources, however, may not follow the same system of coding. Given that FDA
recommends using the race and ethnicity categorization outlined in the October 2016 guidance
mentioned above, a sponsor should map the RWD terminology system to the relevant SDTM
terminology. To achieve this objective, the Decode or Alias elements in Define-XML file can be
used to document the conversions to a single nomenclature while ensuring traceability.

Table 1 illustrates how race can be transformed from non-standardized to standardized data using
FDA-supported data standards. In Table 1, the Decode column shows the original codes present
in an EHR system and the Code column shows the relevant mapped term in the current FDA-
supported controlled terminology:
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Table 1: Approach to Using Define-XML to Indicate Decision Involved in Transforming Non-
Standardized Data (Race Data) to Standardized Data (i.e., SDTM and ADaM)

Illustrative example of an approach to representing cross-mapping of coding systems, in this case for Race data, to CDISC
coding in the Define-XML file. This table does not recommend how to map coding systems to CDISC terminology, only how to
represent the mapping choices made.

Race [RACE, C74457]

AMERICAN INDIAN OR ALASKA NATIVE [C41259] American Indian or Alaska Native,

Native American, Native of Alaska
ASIAN [C41260] Asian, Chinese
BLACK OR AFRICAN AMERICAN [C16352] Black or African American, Black
NATIVE HAWAIIAN OR OTHER PACIFIC ISLANDER | Native Hawaiian or Other Pacific Islander,
[C41219] Samoan
OTHER [*] Other
WHITE [C41261] White, Mexican

“Permitted Value (Code): vocabulary that is provided in the study data tabulations and conformant with controlled terminologies.

“*Display Value (Decode): vocabulary that was used in the original data set (i.e., EHR value). Code/Decode: Respective CDISC
elements.

Differences in controlled terminology between RWD systems and FDA submission data
standards may make mapping terminology challenging. Furthermore, FDA is aware that in non-
interventional studies, a sponsor may use data aggregated from multiple RWD systems. Such
situations can complicate the use of terminologies further, since different RWD sources, such as
EHRs, might use different coding systems for the same concept or might use the same coding
system but use different default codes for the same item.

Various approaches can be applied to permit the use of RWD in applicable drug submissions.
Examples of potential approaches are: 1) translating the codes to their mapped structured
definitions with subsequent mapping to appropriate CDISC controlled terminologies, which
provides the most detail but is labor-intensive; or, alternatively 2) mapping all original codes to
the least granular analogous codes, and then mapping those to CDISC controlled terminologies,
which is less labor-intensive yet necessitates that detail of a more specific categorization will not
be represented in the submitted, standardized dataset. It is up to the sponsors to determine the
best approach to mediating data transformation, as well as to document and justify their approach
accordingly. However, if details that are essential to the consideration of the safety and
effectiveness of a drug are absent, the latter approach may not be appropriate. Whatever
approach is used, the application of Decode to achieve CDISC standard controlled terminology is
one mechanism to document the normalization of nomenclature into a format developed by
CDISC.

An example where concepts and terminology do not map precisely and directly is the SDTM
intervention domain capturing drugs prescribed. Domains containing drugs prescribed data may
be mapped to a template SDTM intervention domain. (FDA anticipates that an EHR system may
use prescription coding from RxNorm, NDC, or other such systems.) Additionally, and unless a
sponsor uses EHR data where the prescription dispensing information is retained or opts to link
EHR information with medical claims data, uncertainty will persist regarding the actual
prescription (e.g., whether a generic pharmaceutical agent was substituted). In such cases,
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sponsors should apply the Decode and/or Alias elements within Define-XML to normalize the
coding systems (as illustrated in Table 2), where the final dataset (see Table 3) will have
prescription dosing information uniformly reflecting the less specific prescription coding system.

The standard modeling would be accompanied by the Define-XML code list as follows:

Table 2: Approach to Using Define-XML to Indicate Decision Involved in Transforming Non-

Standardized Data (Dugs Prescribed) to Standardized Data (i.e., SDTM and ADaM)

Ilustrative example of an approach to representing cross-mapping of coding systems, in this case for prescription data, to
CDISC coding in the Define-XML file. This table does not recommend how to map coding systems to CDISC terminology, only
how to represent the mapping choices made.

Permitted Value (Code)" ‘Display Value (Decode)™

FLUoxetine FLUoxetine 40 milligram (mg) Oral Capsule, RxCUI = 383919, 0093-
7198-56, FLUoxetine 40 mg Oral Capsule Generic Permitted

PROzac PROzac 40 mg Oral Capsule, RxCUI = 313989, 0777-3107-30

*Permitted Value (Code): vocabulary that is provided in the study data tabulation.

“Display Value (Decode): vocabulary that was used in the original data set (i.e., EHR value). Code/Decode: Respective CDISC
elements.

The standard modeling of prescription data in the domain file would appear as shown below
(Table 3):
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385  Table 3: Example of the Drugs Prescribed Data in the Respective Domain Upon Mapping
386 Illustrative example of an approach to representing the values from data, in this case for prescription data, to CDISC format in
387 the relevant data domain file. This table does not recommend how to map data to CDISC standards, only how to represent the
388 mapping choices made. The column headers represent CDISC data elements. For more information, see
ggg https:/Avww.cdisc.org/standards/foundational/sdtm.
-TRT --MODIFY --DECOD --DOSE  --DOSU  --ROUTE  --DOSFRM
FLUoxetine [FLUoxetine |To be populated|Generic Drug }40 mg ORAL CAPSULE
40 mg Oral by the sponsor |Name in WHO
Capsule to assist in Drug
coding to (either from
standard original data
terminology system or
assigned by
medical coding
vendor for
sponsor)
FLUoxetine |FLUoxetine |(same as (same as 40 mg ORAL CAPSULE
40 mg Oral above) above)
Capsule
Generic
Permitted
RxCUI = FLUoxetine |(same as (same as
383919 above) above)
0093-7198- [FLUoxetine |(same as (same as
56 above) above)
PROzac 40 |PROzac (same as (same as 40 mg ORAL CAPSULE
mg Oral above) above)
Capsule
RxCUI = PROzac (same as (same as
313989 above) above)
0777-3107- [PROzac (same as (same as
30 above) above)
391

392  Although only a few examples are presented here, sponsors should use elements of the Define-
393 XML file and relevant domain data files to communicate how the health care terminology of all
394  data domains were normalized to CDISC standard terminology. As in the examples shown
395 above, the technical details of all transformations are best placed in the data files.
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				JAN		FEB		MAR		APR		MAY		Early June?		JUN		SEP		AUG		SEP		OCT		NOV		NOV		DEC

		Chair														TBD		TBD				Feng Lui		Yeh-Fong C.		Greg Ball		Greg Ball		DIA Stat Forum(Lissa, Sara,Pandu)						Data Science

		Speaker(s)								F.Khan, TBD												TBD						 		Stella Grosser

		Topic								Data Science in Clinical Development						ICH Updates		Data Science #2-topic contigent on content of APR session				Oncology Estimands		Rare Disease		The Aggregate Safety Assessment Planning (ASAP) Process		The Spirit of the IND Safety Reporting Final Rule						ASAP: DIA-ASA SWG

		Date								Q1?												9/28/21		10/1/21		11/18/21		11/9/21						Oct?

		Core Rep								Asli M.						FZ		FZ				TBD						Jon H.

		Attendence																Move to February?				Advert:

																												FDA Robert Temple/Jacqueline Corrigan-Curay

																																				Ideas

																																				Collaboration/synthesis of evidence: COVID-JB

																																				Safety: PhUSE-White Paper BC/Matt Sukup, G. Levin

																																				ASP Template: Safety DIA/ASA interdiscpl WG-G. Ball, BC

																																				Estimands-where are we at? SW

																																				Possible Safety Series

																																				Go/No Go decision framework:ZW?/co-worker









2022

				JAN		FEB		MAR		APR		MAY		Early June?		JUN		JUL		AUG		SEP		OCT		NOV		DEC

		Chair				Andy Nicholls						Bill W										Nelson		Greg B		Greg B		JB

		Speaker(s)										Multi-nat w Case-study												Safety viz.		Threshhold signalling/Abbvie tool		Digital tools/Meaningful Change (COA/PRO)

		Topic				Data Science						tentative												contingent on ASA webinar in MAR

		Date				2/24/22																		NL

		Core Rep				FZ																		Working on identifying topic/speakers		1-Nov

		Attendence



												Biogen/Adulhelm

												P-value/MCID						Dose-Finding/BOID

												COVID						combination therapy/study designs

												Decentralized		ZW/DM				master protocols implementation

												DDA

												RWE		Nelson

												covariate adjustment

												ML where does it apply?

														JB

												Project Optimus (dose response/FDA)		??		YW?

												DIA		FF

												External Controls/Historical Borrowing		FF

										2 sessions/theme?		RWE/D theme: Pull from Nov DS conf.		JB/FF

												Methods & Data Sources/practical		??

												Preparing for an AdCom		JH

												Small Company Stats		DM

												FDA Safety Stds update		GB

												MMA		??





2023

				JAN		FEB		MAR		APR		MAY		Early June?		JUN		JUL		AUG		SEP		OCT		NOV		DEC

		Chair

		Speaker(s)

		Topic

		Date

		Core Rep

		Attendence

														Project Optimus (dose response/FDA)		??		YW?

														DIA		FF

														External Controls/Historical Borrowing		FF

												2 sessions/theme?		RWE/D theme: Pull from Nov DS conf.		JB/FF		YW?

														Methods & Data Sources/practical		??

														Preparing for an AdCom		JH

														Small Company Stats		DM

														FDA Safety Stds update		GB

														Med Affairs/Market Access		??

														Estimands in practice: Update		AL?

														Innovative Designs






image10.emf
Community Metrics  - June 2022.xlsx


Community Metrics - June 2022.xlsx
General Metrics

				Total Logins		Unique Logins				Threads Created		Total Thread Views		Total Thread Replies		Total Thread Likes				Chats Created		Total Chat Views		Total Chat Replies				Events Created		Total Event RSVPs		Total Event Participants				Digests Sent		Digests Received		Digests Opened		Digest Clicks				Search Terms		Search Success %

		January 2021

		February 2021

		March 2021

		April 2021

		May 2021

		June 2021

		July 2021

		August 2021

		September 2021

		October 2021

		November 2021

		December 2021



























































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































Community Enrollment

				January 2021		February 2021		March 2021		April 2021		May 2021		June 2021		July 2021		August 2021		September 2021		October 2021		November 2021		December 2021

		Adaptive Design

		Advanced Therapies

		Bayesian Scientific

		Clinical Data Management

		Clinical Research

		Clinical Safety & Pharmacovigilance

		Clinical Trial Disclosure

		Clinically Meaningful Change

		Digital Acceleration

		Diversity & Inclusion

		Document & Records Mgmt

		General

		Good Clinical Practices & Quality Assurance

		Innovative Design

		Legal Affairs

		Medical Communications

		Medical Science Liaisons

		Medical Writing

		Patient Engagement

		Professional Development

		Project Management

		Real World Evidence

		Regulatory Affairs

		Remote Monitoring

		Statistics & Data Science

		Study Endpoints





Events and Comments





tw_community_metrics

						Cumulative Unique Logins		Total Monthly Logins		Unique Monthly Logins		Avg. Visits per Monthly User		Unique Authors		Total Posts		Total Comments		Total Likes		Total Events		Total Attendees		Total Searches

				Jan"-"21				745		295		2.5		73		119		41		56		10				111

				Feb"-"21				807		332		2.4		63		127		31		65		5				117

				Mar"-"21				787		335		2.3		54		93		23		27		5		17		143

				Apr"-"21		1197		679		324		2.1		62		90		50		57		3		6		129

				May"-"21		1272		770		215		3.6		34		71		23		35		3		5

				Jun"-"21		1410		1002		393		2.5		41		52		41		61		3		3

				Jul"-"21		1431		995		343		2.9		52		73		39		44		2		1

				Aug"-"21		1479		769		316		2.4		48		84		31		36		2		1

				Sep"-"21		1528		643		277		2.3		34		82		16		56		2		1

				Oct"-"21		1572		812		332		2.4		37		84		18		69		2		1

				Nov"-"21		1678		730		281		2.6		35		65		29		38		5		0

				Dec"-"21				575		229		2.5		42		63		14		35		3

				Jan"-"22				1118		424		2.6		60		80		28		36		9

				Feb"-"22				1404		507		2.8		71		99		57		57		5

				Mar"-"22				1581		480		3.3		85		121		42		70		4

				Apr"-"22				2149		934		2.3		89		162		64		94		2

				May"-"22				1487		683		2.2		75		79		23		77		1



































































tw_group_enrollment



				Group Name		Jan"-"21		Feb"-"21		Mar"-"21		Apr"-"21		May"-"21		Jun"-"21		Jul"-"21		Aug"-"21		Sep"-"21		Oct"-"21		Nov"-"21		Dec"-"21		Jan"-"22		Feb"-"22		Mar"-"22		Apr"-"22		May"-"22

				Adaptive Design Scientific Working Group		75		80		87		92		92		92		92		92		92		92		92		92		92		92		92		92		92

				Advanced Therapies		101		110		117		125		136		145		151		154		160		166		172		176		184		197		208		315		348

				Advanced Therapies Core Committee		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2

				Advisory Council of North America		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0

				Bayesian Scientific Working Group		115		117		121		125		129		137		143		146		151		158		161		164		167		176		178		216		225

				Bioethics		3		19		29		36		41		47		53		55		63		66		67		71		76		79		85		126		144

				Board of Directors		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0

				Chairs & Working Group Leaders		105		113		113		113		113		114		114		114		114		114		117		117		117		117		117		123		123

				Chairs & Working Group Leaders - Community Chairs		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0

				Clinical Data Management		46		54		63		68		79		83		90		96		108		113		118		124		134		142		149		240		280

				Clinical Data Management Core Committee		18		18		18		18		18		18		18		18		18		18		18		18		18		18		18		18		18

				Clinical Research		551		561		576		588		604		612		621		628		639		651		655		664		682		696		718		876		947

				Clinical Research - Data Interoperability		3		3		3		3		3		4		5		5		5		5		5		5		5		5		5		5		5

				Clinical Research Core Committee		9		9		9		9		9		9		9		9		9		9		9		11		11		11		11		11		11

				Clinical Safety & Pharmacovigilance		501		509		521		535		550		568		579		587		596		603		608		617		639		655		671		821		877

				Clinical Safety & Pharmacovigilance Core Committee		5		5		5		5		5		5		5		5		5		5		5		5		5		5		5		5		5

				Clinical Trial Disclosure		441		451		463		476		485		499		504		510		519		525		529		539		551		561		572		659		690

				Clinical Trial Disclosure - Innovative / Adaptive Trial Design Working Group		1		1		1		1		1		1		1		1		1		1		1		1		1		1		1		1		1

				Clinical Trial Disclosure - Plain-Language Summary Working Group		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0

				Clinical Trial Disclosure - Policy 0043/FOIA Working Group		25		33		47		57		61		69		73		77		81		89		95		101		112		118		123		158		170

				Clinical Trial Disclosure - Policy 0070 Working Group		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2

				Clinical Trial Disclosure Core Committee		12		12		12		12		12		12		12		12		12		12		12		12		12		12		12		12		12

				Clinically Meaningful Change Working Group		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0

				DIA Japan Operation Team		15		15		15		15		15		15		15		15		15		15		15		15		15		15		15		15		15

				Digital Acceleration		5		24		34		67		81		96		105		116		131		143		150		155		165		175		193		324		371

				Digital Acceleration Core Committee		2		2		2		2		2		2		5		12		18		23		25		29		34		38		45		100		112

				Diversity & Inclusion in Life Sciences		146		153		162		176		187		194		202		207		214		220		224		226		229		234		242		304		331

				Diversity & Inclusion in Life Sciences Core Committee		3		3		3		3		3		3		3		3		3		3		3		3		3		3		3		3		3

				Document & Records Management		51		58		63		76		84		90		96		102		110		114		116		122		133		146		152		236		265

				Documents & Records Management Core Committee		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0

				General		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0

				Good Clinical Practices - Audit Trail Review		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4

				Good Clinical Practices - External Endpoint Committees		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2

				Good Clinical Practices - Post-COVID Tools		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4

				Good Clinical Practices - System Validation		9		9		9		9		10		10		10		10		10		10		10		10		10		10		10		10		10

				Good Clinical Practices & Quality Assurance		425		431		437		446		459		472		478		488		497		502		504		512		525		535		548		666		717

				Good Clinical Practices & Quality Assurance Core Committee		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10

				Innovative Design Scientific Working Group		26		32		36		43		49		54		58		60		69		76		81		85		93		102		108		191		213

				Japan Clinical Operation and Monitoring		24		24		24		24		24		24		24		24		24		24		24		24		24		24		24		24		24

				Legal Affairs		34		39		46		51		56		62		65		70		74		78		80		82		87		87		90		118		129

				Legal Affairs Core Committee		1		1		1		1		1		1		1		1		1		1		1		1		1		1		1		1		1

				Medical Communications		65		77		90		101		110		118		125		131		141		143		150		155		168		176		191		258		277

				Medical Communications Core Committee		0		7		7		7		7		7		7		7		7		7		7		7		7		7		7		7		7

				Medical Communications Fellows		0		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2

				Medical Science Liaisons		35		41		44		48		52		56		59		62		65		67		68		71		79		82		88		123		132

				Medical Science Liaisons Core Committee		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0

				Medical Writing		396		406		411		419		429		446		454		463		472		481		487		498		511		521		531		619		646

				Medical Writing - Annual Euro Meeting Program		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4

				Medical Writing - Australia Region		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0		0

				Medical Writing - China Region		4		5		6		7		8		8		8		8		10		10		12		14		17		17		18		42		51

				Medical Writing - Global Annual Conference Program		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4

				Medical Writing - India Region		4		7		8		8		9		10		11		13		15		16		19		23		27		27		30		37		40

				Medical Writing - MASC Forum		5		5		5		5		5		5		5		5		5		5		5		5		5		5		5		5		5

				Medical Writing Core Committee		8		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10		10

				Patient Engagement		347		355		362		367		373		379		382		386		397		402		407		413		423		429		440		550		590

				Patient Engagement Core Committee		7		7		7		8		9		9		9		9		9		9		9		9		9		9		9		9		9

				Professional Development		69		78		88		102		112		129		141		152		162		173		183		191		208		224		239		345		385

				Professional Development Core Committee		1		1		1		1		1		1		1		1		1		1		1		1		1		1		1		1		1

				Project Management		381		388		397		406		417		426		433		442		448		458		462		468		476		490		498		604		663

				Project Management - Communications		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2

				Project Management - Core Committee		7		7		7		7		7		7		7		7		7		7		7		8		8		8		8		8		8

				Project Management - GAM Program		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4

				Project Management - Member Engagement		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2

				Project Management - Project Management		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4

				Real World Evidence		43		54		61		70		76		80		87		99		109		126		135		145		164		189		205		338		377

				Regulatory Affairs		810		827		863		876		893		910		924		941		958		972		978		993		1,023		1,059		1,101		1,305		1,362

				Regulatory Affairs		810		827		863		876		893		910		924		941		958		972		978		993		1,023		1,059		1,101		1,305		1,362

				Regulatory Affairs - Advertising & Promotion		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4

				Regulatory Affairs - Chemistry Manufacturing & Controls		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2

				Regulatory Affairs - Labeling		3		3		3		3		3		3		3		3		3		3		3		3		3		3		3		3		3

				Regulatory Affairs - Regulatory Information Management		3		3		3		3		3		3		3		3		3		3		3		3		4		4		4		4		4

				Regulatory Affairs - Regulatory Intelligence		3		3		3		3		3		3		3		3		3		3		3		3		3		3		3		3		3

				Regulatory Affairs Core Committee		7		7		7		7		9		9		9		9		9		9		9		9		9		9		9		9		9

				Remote Monitoring Working Group		7		10		11		16		18		21		23		32		36		43		45		49		54		60		63		110		139

				Risk-Based Monitoring Working Group		77		77		77		77		77		77		77		77		77		77		77		77		77		77		77		77		77

				Statistics & Data Science		299		303		307		311		316		325		327		333		341		349		352		360		371		383		389		467		509

				Statistics & Data Science - Advisors		9		9		9		9		9		9		9		9		9		9		9		9		9		9		9		9		9

				Statistics & Data Science - China Region		3		3		3		3		3		3		3		3		3		3		3		3		3		6		8		29		42

				Statistics & Data Science - Education Committee		6		6		6		6		6		6		6		6		6		6		6		6		6		6		6		6		6

				Statistics & Data Science - Education Committee - Virtual Journal Club		5		5		5		5		5		5		5		5		5		5		5		5		5		5		5		5		5

				Statistics & Data Science - Europe Region		2		2		2		2		2		2		2		2		2		2		2		2		2		4		5		33		43

				Statistics & Data Science - Liaison Committee		8		8		8		8		8		8		8		8		8		8		8		8		8		8		8		8		8

				Statistics & Data Science - Membership & Social Committee		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4		4

				Statistics & Data Science Core Committee		26		26		26		26		26		26		26		26		26		26		26		26		26		26		30		30		30

				Study Endpoints		294		297		298		304		314		319		322		330		337		345		349		358		372		381		388		478		508

				Study Endpoints Core Committee		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2		2































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































tw_group_engagement_metrics



				Month												Group Name

				2021-01-01		<------ Select One										Statistics & Data Science		<------ Select One



				Group Name		Unique Authors		Total Posts		Total Comments		Total Likes				Month		Unique Authors		Total Posts		Total Comments		Total Likes

				Community Leadership Council		3		2		7		1				2021-01-01		1		2		0		0

				EUCTR/CTIS Working Group		1		2		0		0				2021-06-01		2		1		1		0

				All Members Forum		13		7		6		3

				Clinical Trial Disclosure		12		10		10		15

				Plain-Language Summary Working Group		1		6		0		1

				Patient Engagement		9		7		4		3

				Statistics & Data Science Core Committee		2		3		0		0

				Document & Records Management		1		2		0		0

				Advanced Therapies		1		1		0		0

				Study Endpoints		1		1		0		3

				Digital Acceleration		1		3		0		0

				Statistics & Data Science		5		81		8		20

				Professional Development		2		4		0		0

				Medical Writing		6		5		9		7

				Regulatory Affairs		7		18		4		15

				Clinical Safety & Pharmacovigilance		4		3		4		3

				Medical Communications		1		2		0		0

				Project Management		2		2		0		2

				Good Clinical Practices & Quality Assurance		2		3		0		0











































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































Stats & DS enrollment



				Group Name		Jan"-"21		Feb"-"21		Mar"-"21		Apr"-"21		May"-"21		Jun"-"21		Jul"-"21		Aug"-"21		Sep"-"21		Oct"-"21		Nov"-"21		Dec"-"21		Jan"-"22		Feb"-"22		Mar"-"22		Apr"-"22		May"-"22

				Statistics & Data Science		299		303		307		311		316		325		327		333		341		349		352		360		371		383		389		467		509



DIA Stats & DS Community Enrollment



Statistics 	&	 Data Science	

44197	44228	44256	44287	44317	44348	44378	44409	44440	44470	44501	44531	44562	44593	44621	44652	44682	299	303	307	311	316	325	327	333	341	349	352	360	371	383	389	467	509	







group_engagement_worksheet

		NAME		MONTH		GROUP_ID		UNIQUE_AUTHORS		TOTAL_POSTS		TOTAL_COMMENTS		TOTAL_LIKES								GROUP_ID		NAME

		Medical Writing - India Region		2021-01-01		48rec2onNaXXszE46		2		5		0		0								48rec2onNaXXszE46		Medical Writing - India Region

		Community Leadership Council		2021-01-01		4QXwDXbr5Bf4kdXJy		6		7		0		0								4QXwDXbr5Bf4kdXJy		Community Leadership Council

		Clinical Research Core Committee		2021-01-01		53JiXwuwTeBSMRK9c		1		1		0		0								53JiXwuwTeBSMRK9c		Clinical Research Core Committee

		DIA Japan Operation Team		2021-01-01		8sXBdJDPKxo4TZYp9		1		5		0		0								8sXBdJDPKxo4TZYp9		DIA Japan Operation Team

		All Members Forum		2021-01-01		DEEXXgFCDscRHLpR6		9		13		0		0								DEEXXgFCDscRHLpR6		All Members Forum

		Clinical Trial Disclosure		2021-01-01		FCvZ579qF9E9nmEod		8		9		5		0								FCvZ579qF9E9nmEod		Clinical Trial Disclosure

		Patient Engagement		2021-01-01		LhqMQx3JMpshixKwc		6		1		8		0								LhqMQx3JMpshixKwc		Patient Engagement

		Legal Affairs		2021-01-01		P8xpMpMhs2xXTgnHp		1		2		0		0								P8xpMpMhs2xXTgnHp		Legal Affairs

		Statistics & Data Science Core Committee		2021-01-01		QCRWRbjA5N48Cbwfb		1		3		0		0								QCRWRbjA5N48Cbwfb		Statistics & Data Science Core Committee

		Chairs & Working Group Leaders		2021-01-01		WJovRowPmHqebvxuD		7		7		12		0								WJovRowPmHqebvxuD		Chairs & Working Group Leaders

		Clinical Trial Disclosure - Policy 0043/FOIA Working Group		2021-01-01		X8EqKBsJWeqLodnv2		2		13		3		0								X8EqKBsJWeqLodnv2		Clinical Trial Disclosure - Policy 0043/FOIA Working Group

		Digital Acceleration Core Committee		2021-01-01		bsP2WfLdSjTg5bc2H		1		1		0		0								bsP2WfLdSjTg5bc2H		Digital Acceleration Core Committee

		Document & Records Management		2021-01-01		dgTE7AQYbuWeh6qka		3		2		3		0								dgTE7AQYbuWeh6qka		Document & Records Management

		Advanced Therapies		2021-01-01		eqLRApyZKF5pAHdBH		1		2		0		0								eqLRApyZKF5pAHdBH		Advanced Therapies

		Digital Acceleration		2021-01-01		jZm28zdug3enfbuhH		1		1		0		0								jZm28zdug3enfbuhH		Digital Acceleration

		Statistics & Data Science		2021-01-01		jcmcCXpJZ2neJApah		2		5		1		0								jcmcCXpJZ2neJApah		Statistics & Data Science

		Professional Development		2021-01-01		kGxB4RZqcqhNSukGL		2		2		0		0								kGxB4RZqcqhNSukGL		Professional Development

		Medical Writing		2021-01-01		oDFrHbRaNxTFPm7wD		2		8		0		0								oDFrHbRaNxTFPm7wD		Medical Writing

		Regulatory Affairs		2021-01-01		oRFCC54pPS4QMLcNq		7		11		3		0								oRFCC54pPS4QMLcNq		Regulatory Affairs

		Clinical Safety & Pharmacovigilance		2021-01-01		tKPeobwmbFXqGAsFE		3		3		0		0								tKPeobwmbFXqGAsFE		Clinical Safety & Pharmacovigilance

		Clinical Trial Disclosure Core Committee		2021-01-01		uqiW4CqzM57bG68PT		1		2		0		0								uqiW4CqzM57bG68PT		Clinical Trial Disclosure Core Committee

		Diversity & Inclusion in Life Sciences		2021-01-01		vJy7xKstcaDXj8Gvy		2		2		0		0								vJy7xKstcaDXj8Gvy		Diversity & Inclusion in Life Sciences

		Patient Engagement Core Committee		2021-01-01		vogvbmNz7cxqmtyqd		1		1		0		0								vogvbmNz7cxqmtyqd		Patient Engagement Core Committee

		Project Management		2021-01-01		vyNub6xdLePFAHFf6		6		5		3		0								vyNub6xdLePFAHFf6		Project Management

		Good Clinical Practices & Quality Assurance		2021-01-01		xjuSkDpTEjF8G7tBt		3		3		1		0								xjuSkDpTEjF8G7tBt		Good Clinical Practices & Quality Assurance

		Clinical Research		2021-01-01		zxu4z9gi4THFYfbBx		5		5		0		0								zxu4z9gi4THFYfbBx		Clinical Research

		Medical Science Liaisons		2021-02-01		2B7C9LPjH8pJL3a9B		1		1		0		0								2B7C9LPjH8pJL3a9B		Medical Science Liaisons

		Medical Writing - India Region		2021-02-01		48rec2onNaXXszE46		2		2		0		0								9G9KELcvwX4QbAkXE		Real World Evidence

		Community Leadership Council		2021-02-01		4QXwDXbr5Bf4kdXJy		3		4		0		0								eS5wMy6vKBSBFKWyP		Clinical Data Management Core Committee

		DIA Japan Operation Team		2021-02-01		8sXBdJDPKxo4TZYp9		1		3		0		0								h9zgbRe2w3LFgqbDw		Study Endpoints

		Real World Evidence		2021-02-01		9G9KELcvwX4QbAkXE		1		1		0		0								hHpoXtgjiFg85HnwK		Clinical Data Management

		All Members Forum		2021-02-01		DEEXXgFCDscRHLpR6		10		13		1		0								u8ZMAkBGrySnoZPu8		Medical Communications Core Committee

		Clinical Trial Disclosure		2021-02-01		FCvZ579qF9E9nmEod		3		21		0		0								uLZMScNj8ca7puthT		Medical Communications

		Patient Engagement		2021-02-01		LhqMQx3JMpshixKwc		5		5		2		0								v3bdxpTzoFKRSrtP8		Bioethics

		Legal Affairs		2021-02-01		P8xpMpMhs2xXTgnHp		2		3		0		0								XtzkioEfvWuRfJFgK		Innovative Design Scientific Working Group

		Statistics & Data Science Core Committee		2021-02-01		QCRWRbjA5N48Cbwfb		1		1		1		0								HtxSiRdPSJXrMahjd		Good Clinical Practices & Quality Assurance Core Committee

		Chairs & Working Group Leaders		2021-02-01		WJovRowPmHqebvxuD		3		5		0		0								hDFiqjaYNB6Ztx7wn		Medical Writing Core Committee

		Clinical Trial Disclosure - Policy 0043/FOIA Working Group		2021-02-01		X8EqKBsJWeqLodnv2		1		3		0		0								BWr5pKnbvmY5JQYz6		EUCTR/CTIS Working Group

		Document & Records Management		2021-02-01		dgTE7AQYbuWeh6qka		1		2		0		0								XQmrutiCnMbaqMZ7Q		Bayesian Scientific Working Group

		Clinical Data Management Core Committee		2021-02-01		eS5wMy6vKBSBFKWyP		1		1		0		0								kY9mcEwTDeGK8z84S		Risk-Based Monitoring Working Group

		Advanced Therapies		2021-02-01		eqLRApyZKF5pAHdBH		1		2		0		0								PWuit6eqWDcJETLZe		Clinical Research - Data Interoperability

		Study Endpoints		2021-02-01		h9zgbRe2w3LFgqbDw		3		4		2		0								MxzWCQvAfSyxkBZps		Regulatory Affairs - Regulatory Information Management

		Clinical Data Management		2021-02-01		hHpoXtgjiFg85HnwK		1		2		0		0								9A5cqoqAMKLPgQwPY		Global Annual Meeting

		Digital Acceleration		2021-02-01		jZm28zdug3enfbuhH		4		5		1		0								Grefih7JeRYNPadEL		Plain-Language Summary Working Group

		Statistics & Data Science		2021-02-01		jcmcCXpJZ2neJApah		2		6		1		0

		Professional Development		2021-02-01		kGxB4RZqcqhNSukGL		1		1		2		0

		Medical Writing		2021-02-01		oDFrHbRaNxTFPm7wD		3		6		1		0

		Regulatory Affairs		2021-02-01		oRFCC54pPS4QMLcNq		13		13		17		0

		Clinical Safety & Pharmacovigilance		2021-02-01		tKPeobwmbFXqGAsFE		2		3		0		0

		Medical Communications Core Committee		2021-02-01		u8ZMAkBGrySnoZPu8		1		1		0		0

		Medical Communications		2021-02-01		uLZMScNj8ca7puthT		4		4		0		0

		Bioethics		2021-02-01		v3bdxpTzoFKRSrtP8		1		3		0		0

		Patient Engagement Core Committee		2021-02-01		vogvbmNz7cxqmtyqd		1		1		0		0

		Project Management		2021-02-01		vyNub6xdLePFAHFf6		1		0		1		0

		Good Clinical Practices & Quality Assurance		2021-02-01		xjuSkDpTEjF8G7tBt		2		5		0		0

		Clinical Research		2021-02-01		zxu4z9gi4THFYfbBx		5		4		2		0

		Medical Writing - India Region		2021-03-01		48rec2onNaXXszE46		1		1		0		0

		Community Leadership Council		2021-03-01		4QXwDXbr5Bf4kdXJy		1		1		0		0

		All Members Forum		2021-03-01		DEEXXgFCDscRHLpR6		6		14		0		0

		Clinical Trial Disclosure		2021-03-01		FCvZ579qF9E9nmEod		9		10		6		0

		Patient Engagement		2021-03-01		LhqMQx3JMpshixKwc		4		7		3		0

		Legal Affairs		2021-03-01		P8xpMpMhs2xXTgnHp		1		8		0		0

		Statistics & Data Science Core Committee		2021-03-01		QCRWRbjA5N48Cbwfb		1		4		0		0

		Chairs & Working Group Leaders		2021-03-01		WJovRowPmHqebvxuD		3		1		4		0

		Clinical Trial Disclosure - Policy 0043/FOIA Working Group		2021-03-01		X8EqKBsJWeqLodnv2		1		2		0		0

		Innovative Design Scientific Working Group		2021-03-01		XtzkioEfvWuRfJFgK		1		1		0		0

		Clinical Data Management Core Committee		2021-03-01		eS5wMy6vKBSBFKWyP		1		2		0		0

		Advanced Therapies		2021-03-01		eqLRApyZKF5pAHdBH		2		2		1		0

		Digital Acceleration		2021-03-01		jZm28zdug3enfbuhH		1		1		0		0

		Statistics & Data Science		2021-03-01		jcmcCXpJZ2neJApah		2		3		2		0

		Medical Writing		2021-03-01		oDFrHbRaNxTFPm7wD		4		9		1		0

		Regulatory Affairs		2021-03-01		oRFCC54pPS4QMLcNq		7		13		1		0

		Clinical Safety & Pharmacovigilance		2021-03-01		tKPeobwmbFXqGAsFE		1		1		0		0

		Medical Communications		2021-03-01		uLZMScNj8ca7puthT		1		1		0		0

		Bioethics		2021-03-01		v3bdxpTzoFKRSrtP8		2		2		0		0

		Diversity & Inclusion in Life Sciences		2021-03-01		vJy7xKstcaDXj8Gvy		5		6		3		0

		Patient Engagement Core Committee		2021-03-01		vogvbmNz7cxqmtyqd		2		1		1		0

		Project Management		2021-03-01		vyNub6xdLePFAHFf6		1		1		0		0

		Clinical Research		2021-03-01		zxu4z9gi4THFYfbBx		1		4		0		0

		Medical Writing - India Region		2021-04-01		48rec2onNaXXszE46		2		4		0		0

		Community Leadership Council		2021-04-01		4QXwDXbr5Bf4kdXJy		5		4		3		0

		All Members Forum		2021-04-01		DEEXXgFCDscRHLpR6		13		14		1		0

		Clinical Trial Disclosure		2021-04-01		FCvZ579qF9E9nmEod		14		15		16		0

		Good Clinical Practices & Quality Assurance Core Committee		2021-04-01		HtxSiRdPSJXrMahjd		1		1		0		0

		Patient Engagement		2021-04-01		LhqMQx3JMpshixKwc		1		1		0		0

		Legal Affairs		2021-04-01		P8xpMpMhs2xXTgnHp		1		1		0		0

		Statistics & Data Science Core Committee		2021-04-01		QCRWRbjA5N48Cbwfb		1		2		0		0

		Chairs & Working Group Leaders		2021-04-01		WJovRowPmHqebvxuD		5		2		4		0

		Digital Acceleration Core Committee		2021-04-01		bsP2WfLdSjTg5bc2H		1		1		0		0

		Study Endpoints		2021-04-01		h9zgbRe2w3LFgqbDw		1		3		0		0

		Medical Writing Core Committee		2021-04-01		hDFiqjaYNB6Ztx7wn		1		1		0		0

		Digital Acceleration		2021-04-01		jZm28zdug3enfbuhH		2		2		0		0

		Statistics & Data Science		2021-04-01		jcmcCXpJZ2neJApah		2		4		0		0

		Professional Development		2021-04-01		kGxB4RZqcqhNSukGL		1		1		0		0

		Medical Writing		2021-04-01		oDFrHbRaNxTFPm7wD		6		12		12		0

		Regulatory Affairs		2021-04-01		oRFCC54pPS4QMLcNq		7		9		7		0

		Clinical Safety & Pharmacovigilance		2021-04-01		tKPeobwmbFXqGAsFE		2		2		0		0

		Medical Communications		2021-04-01		uLZMScNj8ca7puthT		2		2		0		0

		Bioethics		2021-04-01		v3bdxpTzoFKRSrtP8		1		1		0		0

		Diversity & Inclusion in Life Sciences		2021-04-01		vJy7xKstcaDXj8Gvy		1		1		0		0

		Patient Engagement Core Committee		2021-04-01		vogvbmNz7cxqmtyqd		2		2		1		0

		Good Clinical Practices & Quality Assurance		2021-04-01		xjuSkDpTEjF8G7tBt		3		5		2		0

		Medical Science Liaisons		2021-05-01		2B7C9LPjH8pJL3a9B		1		1		0		0

		Community Leadership Council		2021-05-01		4QXwDXbr5Bf4kdXJy		3		2		2		0

		All Members Forum		2021-05-01		DEEXXgFCDscRHLpR6		11		15		2		0

		Clinical Trial Disclosure		2021-05-01		FCvZ579qF9E9nmEod		6		14		0		0

		Patient Engagement		2021-05-01		LhqMQx3JMpshixKwc		2		3		0		0

		Legal Affairs		2021-05-01		P8xpMpMhs2xXTgnHp		1		3		0		0

		Chairs & Working Group Leaders		2021-05-01		WJovRowPmHqebvxuD		2		1		1		0

		Clinical Trial Disclosure - Policy 0043/FOIA Working Group		2021-05-01		X8EqKBsJWeqLodnv2		1		2		0		0

		Document & Records Management		2021-05-01		dgTE7AQYbuWeh6qka		2		2		0		0

		Study Endpoints		2021-05-01		h9zgbRe2w3LFgqbDw		1		1		0		0

		Medical Writing Core Committee		2021-05-01		hDFiqjaYNB6Ztx7wn		1		0		1		0

		Digital Acceleration		2021-05-01		jZm28zdug3enfbuhH		1		0		1		0

		Statistics & Data Science		2021-05-01		jcmcCXpJZ2neJApah		4		3		1		0

		Medical Writing		2021-05-01		oDFrHbRaNxTFPm7wD		5		11		4		0

		Regulatory Affairs		2021-05-01		oRFCC54pPS4QMLcNq		10		14		7		0

		Clinical Safety & Pharmacovigilance		2021-05-01		tKPeobwmbFXqGAsFE		1		1		0		0

		Medical Communications		2021-05-01		uLZMScNj8ca7puthT		1		1		0		0

		Bioethics		2021-05-01		v3bdxpTzoFKRSrtP8		2		2		2		0

		Patient Engagement Core Committee		2021-05-01		vogvbmNz7cxqmtyqd		1		1		0		0

		Project Management		2021-05-01		vyNub6xdLePFAHFf6		2		2		0		0

		Good Clinical Practices & Quality Assurance		2021-05-01		xjuSkDpTEjF8G7tBt		3		5		0		0

		Clinical Research		2021-05-01		zxu4z9gi4THFYfbBx		2		3		0		0

		Community Leadership Council		2021-06-01		4QXwDXbr5Bf4kdXJy		4		4		3		0

		All Members Forum		2021-06-01		DEEXXgFCDscRHLpR6		10		11		1		0

		Clinical Trial Disclosure		2021-06-01		FCvZ579qF9E9nmEod		6		19		5		0

		Patient Engagement		2021-06-01		LhqMQx3JMpshixKwc		3		4		1		0

		Chairs & Working Group Leaders		2021-06-01		WJovRowPmHqebvxuD		1		1		0		0

		Clinical Trial Disclosure - Policy 0043/FOIA Working Group		2021-06-01		X8EqKBsJWeqLodnv2		1		2		0		0

		Study Endpoints		2021-06-01		h9zgbRe2w3LFgqbDw		3		2		3		0

		Statistics & Data Science		2021-06-01		jcmcCXpJZ2neJApah		2		3		0		0

		Medical Writing		2021-06-01		oDFrHbRaNxTFPm7wD		10		8		17		0

		Regulatory Affairs		2021-06-01		oRFCC54pPS4QMLcNq		10		55		13		0

		Clinical Trial Disclosure Core Committee		2021-06-01		uqiW4CqzM57bG68PT		2		1		1		0

		Bioethics		2021-06-01		v3bdxpTzoFKRSrtP8		1		1		0		0

		Project Management		2021-06-01		vyNub6xdLePFAHFf6		1		1		0		0

		Good Clinical Practices & Quality Assurance		2021-06-01		xjuSkDpTEjF8G7tBt		1		2		0		0

		Medical Science Liaisons		2021-07-01		2B7C9LPjH8pJL3a9B		1		1		0		0

		Community Leadership Council		2021-07-01		4QXwDXbr5Bf4kdXJy		2		2		0		0

		All Members Forum		2021-07-01		DEEXXgFCDscRHLpR6		11		15		4		0

		Clinical Trial Disclosure		2021-07-01		FCvZ579qF9E9nmEod		16		20		6		0

		Patient Engagement		2021-07-01		LhqMQx3JMpshixKwc		1		1		0		0

		Statistics & Data Science Core Committee		2021-07-01		QCRWRbjA5N48Cbwfb		1		3		0		0

		Chairs & Working Group Leaders		2021-07-01		WJovRowPmHqebvxuD		1		1		0		0

		Digital Acceleration Core Committee		2021-07-01		bsP2WfLdSjTg5bc2H		1		1		0		0

		Advanced Therapies		2021-07-01		eqLRApyZKF5pAHdBH		1		1		0		0

		Study Endpoints		2021-07-01		h9zgbRe2w3LFgqbDw		3		5		0		0

		Digital Acceleration		2021-07-01		jZm28zdug3enfbuhH		2		3		1		0

		Statistics & Data Science		2021-07-01		jcmcCXpJZ2neJApah		4		10		5		0

		Medical Writing		2021-07-01		oDFrHbRaNxTFPm7wD		15		4		15		0

		Regulatory Affairs		2021-07-01		oRFCC54pPS4QMLcNq		17		15		9		0

		Clinical Safety & Pharmacovigilance		2021-07-01		tKPeobwmbFXqGAsFE		2		3		0		0

		Medical Communications		2021-07-01		uLZMScNj8ca7puthT		1		1		0		0

		Good Clinical Practices & Quality Assurance		2021-07-01		xjuSkDpTEjF8G7tBt		1		2		0		0

		Clinical Research		2021-07-01		zxu4z9gi4THFYfbBx		1		1		0		0

		Medical Writing - India Region		2021-08-01		48rec2onNaXXszE46		1		5		0		0

		Community Leadership Council		2021-08-01		4QXwDXbr5Bf4kdXJy		5		2		3		0

		Real World Evidence		2021-08-01		9G9KELcvwX4QbAkXE		1		1		0		0

		EUCTR/CTIS Working Group		2021-08-01		BWr5pKnbvmY5JQYz6		1		1		0		0

		All Members Forum		2021-08-01		DEEXXgFCDscRHLpR6		9		10		1		0

		Clinical Trial Disclosure		2021-08-01		FCvZ579qF9E9nmEod		7		10		4		0

		Good Clinical Practices & Quality Assurance Core Committee		2021-08-01		HtxSiRdPSJXrMahjd		1		1		0		0

		Patient Engagement		2021-08-01		LhqMQx3JMpshixKwc		3		3		1		0

		Legal Affairs		2021-08-01		P8xpMpMhs2xXTgnHp		1		2		0		0

		Statistics & Data Science Core Committee		2021-08-01		QCRWRbjA5N48Cbwfb		1		2		1		0

		Advanced Therapies		2021-08-01		eqLRApyZKF5pAHdBH		1		2		0		0

		Digital Acceleration		2021-08-01		jZm28zdug3enfbuhH		2		3		0		0

		Statistics & Data Science		2021-08-01		jcmcCXpJZ2neJApah		2		5		0		0

		Professional Development		2021-08-01		kGxB4RZqcqhNSukGL		2		2		1		0

		Medical Writing		2021-08-01		oDFrHbRaNxTFPm7wD		6		16		3		0

		Regulatory Affairs		2021-08-01		oRFCC54pPS4QMLcNq		13		13		5		0

		Clinical Safety & Pharmacovigilance		2021-08-01		tKPeobwmbFXqGAsFE		9		8		8		0

		Bioethics		2021-08-01		v3bdxpTzoFKRSrtP8		3		3		1		0

		Diversity & Inclusion in Life Sciences		2021-08-01		vJy7xKstcaDXj8Gvy		2		2		2		0

		Project Management		2021-08-01		vyNub6xdLePFAHFf6		2		4		0		0

		Good Clinical Practices & Quality Assurance		2021-08-01		xjuSkDpTEjF8G7tBt		3		3		1		0

		Clinical Research		2021-08-01		zxu4z9gi4THFYfbBx		1		1		0		0

		Medical Writing - India Region		2021-09-01		48rec2onNaXXszE46		2		6		0		0

		Community Leadership Council		2021-09-01		4QXwDXbr5Bf4kdXJy		3		2		4		0

		All Members Forum		2021-09-01		DEEXXgFCDscRHLpR6		11		18		1		0

		Clinical Trial Disclosure		2021-09-01		FCvZ579qF9E9nmEod		5		8		0		0

		Patient Engagement		2021-09-01		LhqMQx3JMpshixKwc		3		4		1		0

		Legal Affairs		2021-09-01		P8xpMpMhs2xXTgnHp		1		2		0		0

		Statistics & Data Science Core Committee		2021-09-01		QCRWRbjA5N48Cbwfb		1		5		0		0

		Clinical Trial Disclosure - Policy 0043/FOIA Working Group		2021-09-01		X8EqKBsJWeqLodnv2		1		1		0		0

		Bayesian Scientific Working Group		2021-09-01		XQmrutiCnMbaqMZ7Q		1		1		0		0

		Innovative Design Scientific Working Group		2021-09-01		XtzkioEfvWuRfJFgK		1		1		0		0

		Clinical Data Management Core Committee		2021-09-01		eS5wMy6vKBSBFKWyP		1		1		0		0

		Study Endpoints		2021-09-01		h9zgbRe2w3LFgqbDw		1		1		0		0

		Clinical Data Management		2021-09-01		hHpoXtgjiFg85HnwK		1		1		0		0

		Statistics & Data Science		2021-09-01		jcmcCXpJZ2neJApah		2		7		2		0

		Risk-Based Monitoring Working Group		2021-09-01		kY9mcEwTDeGK8z84S		1		1		0		0

		Medical Writing		2021-09-01		oDFrHbRaNxTFPm7wD		8		16		6		0

		Regulatory Affairs		2021-09-01		oRFCC54pPS4QMLcNq		6		11		2		0

		Clinical Safety & Pharmacovigilance		2021-09-01		tKPeobwmbFXqGAsFE		2		2		1		0

		Project Management		2021-09-01		vyNub6xdLePFAHFf6		2		2		0		0

		Good Clinical Practices & Quality Assurance		2021-09-01		xjuSkDpTEjF8G7tBt		3		2		1		0

		Clinical Research		2021-09-01		zxu4z9gi4THFYfbBx		2		1		1		0

		Medical Writing - India Region		2021-10-01		48rec2onNaXXszE46		1		1		0		0

		Community Leadership Council		2021-10-01		4QXwDXbr5Bf4kdXJy		4		6		4		0

		Real World Evidence		2021-10-01		9G9KELcvwX4QbAkXE		2		2		0		0

		EUCTR/CTIS Working Group		2021-10-01		BWr5pKnbvmY5JQYz6		1		2		0		0

		All Members Forum		2021-10-01		DEEXXgFCDscRHLpR6		6		7		1		0

		Clinical Trial Disclosure		2021-10-01		FCvZ579qF9E9nmEod		7		19		2		0

		Patient Engagement		2021-10-01		LhqMQx3JMpshixKwc		3		4		0		0

		Legal Affairs		2021-10-01		P8xpMpMhs2xXTgnHp		1		2		0		0

		Clinical Research - Data Interoperability		2021-10-01		PWuit6eqWDcJETLZe		1		2		0		0

		Statistics & Data Science Core Committee		2021-10-01		QCRWRbjA5N48Cbwfb		1		3		0		0

		Chairs & Working Group Leaders		2021-10-01		WJovRowPmHqebvxuD		2		1		1		0

		Clinical Trial Disclosure - Policy 0043/FOIA Working Group		2021-10-01		X8EqKBsJWeqLodnv2		1		2		0		0

		Advanced Therapies		2021-10-01		eqLRApyZKF5pAHdBH		1		1		0		0

		Study Endpoints		2021-10-01		h9zgbRe2w3LFgqbDw		3		5		1		0

		Digital Acceleration		2021-10-01		jZm28zdug3enfbuhH		1		1		0		0

		Statistics & Data Science		2021-10-01		jcmcCXpJZ2neJApah		2		10		0		0

		Medical Writing		2021-10-01		oDFrHbRaNxTFPm7wD		3		5		2		0

		Regulatory Affairs		2021-10-01		oRFCC54pPS4QMLcNq		12		22		3		0

		Clinical Safety & Pharmacovigilance		2021-10-01		tKPeobwmbFXqGAsFE		2		2		0		0

		Medical Communications		2021-10-01		uLZMScNj8ca7puthT		1		1		0		0

		Bioethics		2021-10-01		v3bdxpTzoFKRSrtP8		1		3		0		0

		Project Management		2021-10-01		vyNub6xdLePFAHFf6		6		2		6		0

		Medical Writing - India Region		2021-11-01		48rec2onNaXXszE46		1		4		0		0

		Community Leadership Council		2021-11-01		4QXwDXbr5Bf4kdXJy		2		2		4		0

		EUCTR/CTIS Working Group		2021-11-01		BWr5pKnbvmY5JQYz6		2		2		0		0

		All Members Forum		2021-11-01		DEEXXgFCDscRHLpR6		12		13		2		2

		Clinical Trial Disclosure		2021-11-01		FCvZ579qF9E9nmEod		3		8		0		0

		Patient Engagement		2021-11-01		LhqMQx3JMpshixKwc		4		2		3		0

		Regulatory Affairs - Regulatory Information Management		2021-11-01		MxzWCQvAfSyxkBZps		1		8		0		0

		Statistics & Data Science Core Committee		2021-11-01		QCRWRbjA5N48Cbwfb		2		2		0		0

		Chairs & Working Group Leaders		2021-11-01		WJovRowPmHqebvxuD		1		2		0		0

		Advanced Therapies		2021-11-01		eqLRApyZKF5pAHdBH		2		2		0		1

		Study Endpoints		2021-11-01		h9zgbRe2w3LFgqbDw		2		3		0		0

		Digital Acceleration		2021-11-01		jZm28zdug3enfbuhH		1		1		0		0

		Statistics & Data Science		2021-11-01		jcmcCXpJZ2neJApah		4		6		3		2

		Medical Writing		2021-11-01		oDFrHbRaNxTFPm7wD		6		8		7		0

		Regulatory Affairs		2021-11-01		oRFCC54pPS4QMLcNq		10		13		4		2

		Clinical Safety & Pharmacovigilance		2021-11-01		tKPeobwmbFXqGAsFE		6		6		0		0

		Bioethics		2021-11-01		v3bdxpTzoFKRSrtP8		1		5		0		0

		Diversity & Inclusion in Life Sciences		2021-11-01		vJy7xKstcaDXj8Gvy		2		2		0		0

		Project Management		2021-11-01		vyNub6xdLePFAHFf6		2		2		0		0

		Clinical Research		2021-11-01		zxu4z9gi4THFYfbBx		2		1		1		0

		Medical Science Liaisons		2021-12-01		2B7C9LPjH8pJL3a9B		1		1		0		0

		Medical Writing - India Region		12/1/21		48rec2onNaXXszE46		1		2		0		1

		Community Leadership Council		12/1/21		4QXwDXbr5Bf4kdXJy		3		2		3		0

		All Members Forum		12/1/21		DEEXXgFCDscRHLpR6		12		17		1		2

		Clinical Trial Disclosure		12/1/21		FCvZ579qF9E9nmEod		5		14		1		3

		Patient Engagement		12/1/21		LhqMQx3JMpshixKwc		3		3		2		0

		Regulatory Affairs - Regulatory Information Management		12/1/21		MxzWCQvAfSyxkBZps		1		1		0		1

		Statistics & Data Science Core Committee		12/1/21		QCRWRbjA5N48Cbwfb		1		2		0		1

		Document & Records Management		12/1/21		dgTE7AQYbuWeh6qka		1		1		0		1

		Study Endpoints		12/1/21		h9zgbRe2w3LFgqbDw		1		1		0		1

		Digital Acceleration		12/1/21		jZm28zdug3enfbuhH		0		0		0		1

		Statistics & Data Science		12/1/21		jcmcCXpJZ2neJApah		1		1		0		0

		Medical Writing		12/1/21		oDFrHbRaNxTFPm7wD		2		5		0		3

		Regulatory Affairs		12/1/21		oRFCC54pPS4QMLcNq		3		7		0		6

		Clinical Safety & Pharmacovigilance		12/1/21		tKPeobwmbFXqGAsFE		5		3		2		6

		Medical Communications		12/1/21		uLZMScNj8ca7puthT		1		1		0		0

		Bioethics		12/1/21		v3bdxpTzoFKRSrtP8		5		1		5		2

		Project Management		12/1/21		vyNub6xdLePFAHFf6		1		1		0		0

		Medical Writing - India Region		1/1/22		48rec2onNaXXszE46		2		0		2		0

		Community Leadership Council		1/1/22		4QXwDXbr5Bf4kdXJy		3		3		2		0

		All Members Forum		1/1/22		DEEXXgFCDscRHLpR6		10		16		1		4

		Clinical Trial Disclosure		1/1/22		FCvZ579qF9E9nmEod		12		16		10		3

		Patient Engagement		1/1/22		LhqMQx3JMpshixKwc		4		3		2		1

		Legal Affairs		1/1/22		P8xpMpMhs2xXTgnHp		1		1		0		0

		Clinical Research - Data Interoperability		1/1/22		PWuit6eqWDcJETLZe		1		1		0		0

		Clinical Trial Disclosure - Policy 0043/FOIA Working Group		1/1/22		X8EqKBsJWeqLodnv2		2		2		0		0

		Document & Records Management		1/1/22		dgTE7AQYbuWeh6qka		1		1		0		1

		Study Endpoints		1/1/22		h9zgbRe2w3LFgqbDw		1		1		0		1

		Statistics & Data Science		1/1/22		jcmcCXpJZ2neJApah		1		2		0		0

		Medical Writing		1/1/22		oDFrHbRaNxTFPm7wD		2		7		1		3

		Regulatory Affairs		1/1/22		oRFCC54pPS4QMLcNq		10		17		3		8

		Clinical Safety & Pharmacovigilance		1/1/22		tKPeobwmbFXqGAsFE		2		2		0		3

		Bioethics		1/1/22		v3bdxpTzoFKRSrtP8		3		4		2		0

		Project Management		1/1/22		vyNub6xdLePFAHFf6		2		2		0		0

		Good Clinical Practices & Quality Assurance		1/1/22		xjuSkDpTEjF8G7tBt		1		1		0		0

		Clinical Research		1/1/22		zxu4z9gi4THFYfbBx		3		1		2		0

		Medical Science Liaisons		2/1/22		2B7C9LPjH8pJL3a9B		1		1		0		0

		Medical Writing - India Region		2/1/22		48rec2onNaXXszE46		1		1		0		0

		Community Leadership Council		2/1/22		4QXwDXbr5Bf4kdXJy		4		4		8		1

		Real World Evidence		2/1/22		9G9KELcvwX4QbAkXE		1		1		0		0

		EUCTR/CTIS Working Group		2/1/22		BWr5pKnbvmY5JQYz6		1		1		0		0

		All Members Forum		2/1/22		DEEXXgFCDscRHLpR6		11		12		7		6

		Clinical Trial Disclosure		2/1/22		FCvZ579qF9E9nmEod		7		9		2		3

		Patient Engagement		2/1/22		LhqMQx3JMpshixKwc		2		2		1		0

		Regulatory Affairs - Regulatory Information Management		2/1/22		MxzWCQvAfSyxkBZps		1		1		0		0

		Legal Affairs		2/1/22		P8xpMpMhs2xXTgnHp		1		3		0		0

		Statistics & Data Science Core Committee		2/1/22		QCRWRbjA5N48Cbwfb		1		4		0		0

		Bayesian Scientific Working Group		2/1/22		XQmrutiCnMbaqMZ7Q		1		2		0		0

		Document & Records Management		2/1/22		dgTE7AQYbuWeh6qka		1		2		0		1

		Advanced Therapies		2/1/22		eqLRApyZKF5pAHdBH		1		1		0		0

		Clinical Data Management		2/1/22		hHpoXtgjiFg85HnwK		1		1		0		0

		Digital Acceleration		2/1/22		jZm28zdug3enfbuhH		4		6		0		0

		Statistics & Data Science		2/1/22		jcmcCXpJZ2neJApah		6		7		5		7

		Medical Writing		2/1/22		oDFrHbRaNxTFPm7wD		2		4		0		1

		Regulatory Affairs		2/1/22		oRFCC54pPS4QMLcNq		19		22		20		14

		Clinical Safety & Pharmacovigilance		2/1/22		tKPeobwmbFXqGAsFE		1		1		0		0

		Medical Communications		2/1/22		uLZMScNj8ca7puthT		2		1		1		1

		Bioethics		2/1/22		v3bdxpTzoFKRSrtP8		2		2		0		1

		Project Management		2/1/22		vyNub6xdLePFAHFf6		4		4		6		2

		Good Clinical Practices & Quality Assurance		2/1/22		xjuSkDpTEjF8G7tBt		2		1		1		1

		Clinical Research		2/1/22		zxu4z9gi4THFYfbBx		6		4		5		1

		Medical Science Liaisons		3/1/22		2B7C9LPjH8pJL3a9B		1		1		0		0

		Medical Writing - India Region		3/1/22		48rec2onNaXXszE46		1		2		0		0

		Community Leadership Council		3/1/22		4QXwDXbr5Bf4kdXJy		4		8		1		3

		Global Annual Meeting		3/1/22		9A5cqoqAMKLPgQwPY		1		1		0		1

		Real World Evidence		3/1/22		9G9KELcvwX4QbAkXE		1		1		0		0

		EUCTR/CTIS Working Group		3/1/22		BWr5pKnbvmY5JQYz6		1		1		0		0

		All Members Forum		3/1/22		DEEXXgFCDscRHLpR6		14		17		2		3

		Clinical Trial Disclosure		3/1/22		FCvZ579qF9E9nmEod		11		19		4		13

		Plain-Language Summary Working Group		3/1/22		Grefih7JeRYNPadEL		1		5		0		0

		Patient Engagement		3/1/22		LhqMQx3JMpshixKwc		3		2		1		0

		Legal Affairs		3/1/22		P8xpMpMhs2xXTgnHp		1		1		0		0

		Statistics & Data Science Core Committee		3/1/22		QCRWRbjA5N48Cbwfb		1		2		1		0

		Clinical Trial Disclosure - Policy 0043/FOIA Working Group		3/1/22		X8EqKBsJWeqLodnv2		1		2		0		0

		Innovative Design Scientific Working Group		3/1/22		XtzkioEfvWuRfJFgK		0		0		0		1

		Document & Records Management		3/1/22		dgTE7AQYbuWeh6qka		1		1		0		0

		Study Endpoints		3/1/22		h9zgbRe2w3LFgqbDw		3		1		2		4

		Digital Acceleration		3/1/22		jZm28zdug3enfbuhH		3		6		0		1

		Statistics & Data Science		3/1/22		jcmcCXpJZ2neJApah		7		18		9		4

		Medical Writing		3/1/22		oDFrHbRaNxTFPm7wD		6		7		5		3

		Regulatory Affairs		3/1/22		oRFCC54pPS4QMLcNq		11		16		10		17

		Clinical Safety & Pharmacovigilance		3/1/22		tKPeobwmbFXqGAsFE		1		3		0		2

		Medical Communications		3/1/22		uLZMScNj8ca7puthT		1		1		0		1

		Bioethics		3/1/22		v3bdxpTzoFKRSrtP8		1		1		0		0

		Project Management		3/1/22		vyNub6xdLePFAHFf6		2		1		2		1

		Good Clinical Practices & Quality Assurance		3/1/22		xjuSkDpTEjF8G7tBt		1		1		0		0

		Clinical Research		3/1/22		zxu4z9gi4THFYfbBx		5		1		4		4

		Community Leadership Council		4/1/22		4QXwDXbr5Bf4kdXJy		3		2		7		1

		EUCTR/CTIS Working Group		4/1/22		BWr5pKnbvmY5JQYz6		1		2		0		0

		All Members Forum		4/1/22		DEEXXgFCDscRHLpR6		13		7		6		3

		Clinical Trial Disclosure		4/1/22		FCvZ579qF9E9nmEod		12		10		10		15

		Plain-Language Summary Working Group		4/1/22		Grefih7JeRYNPadEL		1		6		0		1

		Patient Engagement		4/1/22		LhqMQx3JMpshixKwc		9		7		4		3

		Statistics & Data Science Core Committee		4/1/22		QCRWRbjA5N48Cbwfb		2		3		0		0

		Document & Records Management		4/1/22		dgTE7AQYbuWeh6qka		1		2		0		0

		Advanced Therapies		4/1/22		eqLRApyZKF5pAHdBH		1		1		0		0

		Study Endpoints		4/1/22		h9zgbRe2w3LFgqbDw		1		1		0		3

		Digital Acceleration		4/1/22		jZm28zdug3enfbuhH		1		3		0		0

		Statistics & Data Science		4/1/22		jcmcCXpJZ2neJApah		5		81		8		20

		Professional Development		4/1/22		kGxB4RZqcqhNSukGL		2		4		0		0

		Medical Writing		4/1/22		oDFrHbRaNxTFPm7wD		6		5		9		7

		Regulatory Affairs		4/1/22		oRFCC54pPS4QMLcNq		7		18		4		15

		Clinical Safety & Pharmacovigilance		4/1/22		tKPeobwmbFXqGAsFE		4		3		4		3

		Medical Communications		4/1/22		uLZMScNj8ca7puthT		1		2		0		0

		Project Management		4/1/22		vyNub6xdLePFAHFf6		2		2		0		2

		Good Clinical Practices & Quality Assurance		4/1/22		xjuSkDpTEjF8G7tBt		2		3		0		0

		Community Leadership Council		5/1/22		4QXwDXbr5Bf4kdXJy		1		1		0		0

		EUCTR/CTIS Working Group		5/1/22		BWr5pKnbvmY5JQYz6		1		1		0		0

		All Members Forum		5/1/22		DEEXXgFCDscRHLpR6		16		10		7		15

		Clinical Trial Disclosure		5/1/22		FCvZ579qF9E9nmEod		4		10		1		9

		Plain-Language Summary Working Group		5/1/22		Grefih7JeRYNPadEL		3		6		3		3

		Patient Engagement		5/1/22		LhqMQx3JMpshixKwc		3		3		2		3

		Statistics & Data Science Core Committee		5/1/22		QCRWRbjA5N48Cbwfb		1		1		0		0

		Chairs & Working Group Leaders		5/1/22		WJovRowPmHqebvxuD		1		1		0		0

		Clinical Trial Disclosure - Policy 0043/FOIA Working Group		5/1/22		X8EqKBsJWeqLodnv2		1		2		0		1

		Document & Records Management		5/1/22		dgTE7AQYbuWeh6qka		2		3		0		1

		Advanced Therapies		5/1/22		eqLRApyZKF5pAHdBH		1		1		0		0

		Digital Acceleration		5/1/22		jZm28zdug3enfbuhH		2		3		0		1

		Statistics & Data Science		5/1/22		jcmcCXpJZ2neJApah		2		3		0		1

		Medical Writing		5/1/22		oDFrHbRaNxTFPm7wD		1		1		0		1

		Regulatory Affairs		5/1/22		oRFCC54pPS4QMLcNq		8		17		5		19

		Clinical Safety & Pharmacovigilance		5/1/22		tKPeobwmbFXqGAsFE		4		4		2		9

		Medical Communications		5/1/22		uLZMScNj8ca7puthT		1		1		0		1

		Bioethics		5/1/22		v3bdxpTzoFKRSrtP8		2		2		0		0

		Diversity & Inclusion in Life Sciences		5/1/22		vJy7xKstcaDXj8Gvy		1		1		0		0

		Project Management		5/1/22		vyNub6xdLePFAHFf6		4		4		2		0

		Clinical Research		5/1/22		zxu4z9gi4THFYfbBx		2		4		0		0
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