	


HL7 RCRIM Working Group Meeting Minutes

January 16, 2013


Wednesday Q1 Study Design, Study Participation and Subject Data and BRIDG and JANUS Update
Attendees-In person
	First Name
	Last Name
	Affiliation
	E-mail Address

	Barry
	Brown
	Mortara Instrument, Inc.
	barry.brown@mortara.com

	Hugh
	Glover
	Bluewave
	hugh@blue-wave.co.uk

	Ed
	Helton
	NCI
	heltone2@mail.nih.gov

	John
	Kiser
	Abbott Laboratories
	john.kiser@abbott.com

	Ed
	Tripp
	Edward S. Tripp and Associates
	edward.tripp@estripp.com

	Mead
	Walker
	Mead Walker Consulting
	dmead@comcast.net

	Steve
	Ward
	Lilly
	stw@lilly.com


.attended via WebEx
	First Name
	Last Name
	Affiliation
	E-mail Address

	Michael
	Brennan
	Johnson and Johnson
	mbrenna3@its.jnj.com

	Isabelle
	Davias
	Sanofi Aventis
	isabelle.davias@sanofi-aventis.com

	William
	Friggle
	Sanofi Aventis
	William.Friggle@sanofi-aventis.com

	Norman
	Gregory
	FDA
	norman.gregory@fda.hhs.gov

	Terry 
	Hardin
	Parexel
	terry.hardin@parexel.com

	Wayne
	Kubick
	CDISC
	wkubick@cdisc.org

	Jay
	Levine
	FDA
	jonathan.levine@fda.hhs.gov.

	Fred
	Miller
	Regulatory   Informatics    Consult.        
	fred@regisfocon.com

	Armando
	Oliva
	FDA
	armando.oliva@fda.hhs.gov

	Rik
	Smithies
	NPROGRAM Ltd
	rik@nprogram.co.uk

	Robert
	Dainton
	Sanofi Aventis
	 

	Syed
	Hader
	 
	 

	Crystal
	Allard
	FDA
	crystal.allard@fda.hhs.gov

	Ted
	Peterson
	FDA consultant
	 


I. Study Participation Test results
Crystal Allard
Crystal presented the following:

[image: image1.emf]Study Participation  Test Results v2.ppt


We discussed that we should check the DSTU schema for the missing element (commissioningOrganization). This may or may not be a publishing issue.
The intent is to take the standard to normative ballot for May 2013. The implementation guide will be balloted September 2013. Items to be addressed in the IG include:

· Capture Investigator name in parts (e.g. first, last, suffix)

· Make explicit that the Study ID is the SDTM STUDYID

· Clarify the meaning of various fields: e.g. Report Cutoff Date, SubjectProtectionApproval Date
There is expected to be an expanded operational pilot following the normative ballot.

II. Patient Narrative Publication Request
Armando Oliva

Armando and Crystal prepared and presented a draft of the publication request.

[image: image2.emf]HL7_Publication_Req uest_Template_PN_IG_08Jan2013.docx


The publication request was reviewed. Motion by Mead Walker, second by Ed Helton request withdrawal of negatives and approve the publication request.

Affirmative 19

Negative: 0

Abstain: 2

Motion Carries
III. Study Design and Subject data AOB
Armando Oliva
The study design structure is based on the ICH sections for a protocol. Some sections apparently are not used. The project would like to survey the membership on what sections of a protocol are typically used.
IV. JANUS Update
Ed Helton

Ed Helton reported that NCI and FDA are proceeding with the design of CTR as planned. NCI and Crystal are working on technical transfer to create a functional prototype.
Production prototype is expected September 30, 2013.

V. BRIDG Update
Ed Helton
Due to sequestration a restructuring at NCI has resulted in a lack of resource for the BRIDG SCC. A new contract is expected within the month.
Wednesday Q2 Business Meeting
	First Name
	Last Name
	Affiliation
	E-mail Address

	Barry
	Brown
	Mortara Instrument, Inc.
	barry.brown@mortara.com

	Ed
	Helton
	NCI
	heltone2@mail.nih.gov

	John
	Kiser
	ABBVIE
	john.kiser@abbvie.com

	Scott
	Moss
	Epic
	smoss@epic.com

	Ed
	Tripp
	Edward S. Tripp and Associates
	edward.tripp@estripp.com

	Marti
	Velezis
	Sonrisa Consulting
	marti.velezis@sonrisaconsulting.com

	Mead
	Walker
	Mead Walker Consulting
	dmead@comcast.net

	Steve
	Ward
	Lilly
	stw@lilly.com


VI. Quorum for RCRIM and Revision to DMP
Ed Tripp

The team reviewed the following information from the electronic survey on quorum. RCRIM has the largest quorum requirement of any Domain Expert Work Group. Review of other large work groups indicates that RCRIM has a higher quorum requirement than other major work groups as well. 
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Comments:

Survey of other Domain Expert Work Groups

Work Group Quorum (# + co-chair) List Serve Subscribers

Anatomic Pathology 2 216

Anesthesia 2 121

Attachments 2 403

Child Health 2 264

Clinical Genomics 2 358

Clinical Interoperability Council 2 477

Community Based Collaborative Care 2 304

Emergency Care 3 180

Health Care Devices 2 470

Patient Care 2 536

Patient Safety 2 401

Pharmacy 2 440

Public Health Emergency Response (PHER) 2 350

Regulated Clinical Research Information Management (RCRIM) 8 496

Given the importance of this work at least 8 should be in attendance to make any decision.

What should the quorum size be for RCRIM. Please choose a number that represents the 

minimum number of members that must be present with the addition of a co-chair. The current 

quorum is 8 plus a co-chair. If you wish to maintain that size, select 8 from the list below.

6 with a condition that no more than two votes can be obtained from the same organization. Otherwise, I 

would keep the quorum to 8.

I support how O&O adds: "A motion may be made, by any member, to defer major decisions even if quorum is 

met, particularly if key stakeholders are not present".

Decisions maded by too few result in decisions revisited. This has been my experience.

Chair, plus 4 organizational reps. Organization reps should be comprised of a representative sample of the 

total membership: e.g,, regulator, industry, vendor and if appriate, additional SDO chair if project is jointly 

sponsored under JIC


A review of the current Decision Making Practices shows that there is a preponderance of influence clause already in the DMP to safe guard against a single organization see excerpt below:

After discussion it was the opinion of those present that the DMP should be revised to state “A quorum for committee meetings require that a co-chair and at least four other HL7 RCRIM members be present”

This will be voted on at the first teleconference to meet current quorum requirements or by electronic vote.

5. Quorum Requirements 

a) The RCRIM WG will maintain three (3) co-chairs.

b) A quorum for committee meetings require that a co-chair and at least eight other HL7 RCRIM members be present, where no single organization or party represents more than a simple majority of the voting Work Group membership for that meeting.  

c) A motion may be made, by any member, to defer major decisions even if quorum is met, particularly if key stakeholders are not present. 

5.1 Preponderance of Interest

d) To ensure balanced committee decision-making, no single organizational interest may wield a “Preponderance of Influence” within a Work Group.  

e) Preponderance of Influence is defined as having one organization representing more than 50 percent of the voting Work Group members in session.   

This rule may be either stringently or loosely enforced, at the discretion of the presiding co-chair, given that the co-chair is not a member of the organization in question.  However, if a Work Group member believes that decisions are being significantly influenced, he may invoke the “Preponderance of Influence Clause” requiring the co-chair to bring the voting membership into compliance with this 50% rule. This invocation is non-debatable.
VII. Revision to Mission and Charter
Ed Tripp

Below is the language the ArB recommends work group incorporate into their Mission and Charter statements.
SAIF standard language for Mission and Charter Statements

The [workgroup name] will develop specifications using the principles  and language of the Services Aware Interoperability Framework (SAIF) Canonical Definition (CD) and the restrictions and specializations of the HL7 SAIF Implementation Guide (IG) to ensure traceability from Conceptual to Logical to  Implementable specifications.   When submitting artifacts or methodology to  the HL7 SAIF IG the [workgroup name] will develop this content in compliance with the  principles and language of the SAIF CD. 
We discussed potential additional amendments that may be necessary if RCRIM were to need to assume Patient Safety projects. We will amend the Mission and Charter to reflect the SAIF language. If Patient Safety does not move forward as a work group we will make a second amendment to the Mission and Charter. The amended Mission and Charter will be voted on at the first teleconference to meet current quorum requirements or by electronic vote.
VIII. Conference Calls 
Ed Tripp

Discussion on approach to conference calls:

Including updates from project leads on main RCRIM Teleconference was discussed as a way to increase the importance of these meetings and improve attendance. Many of the teleconferences over the last trimester have been cancelled. The schedule will be revised as follows:
a) SPL Tech Team call will only be scheduled as requested. No regularly scheduled meetings will be posted.

b) eStability Call is well attended and will remain weekly on Mondays at 3:00 pm ET

c) RPS workgroup Call will remain on every other Tuesday at 7:30 am ET

d) RCRIM Work Group Teleconference will remain every other Tuesday at 10:00 am ET

e) Study Data will remain every other Wednesday at 11:00 am ET

f) RCRIM Vocabulary will occur the 4th Thursday of every month at 11:00 am ET

g) Clinical Trials Registration and Results (CTR&R) No calls will be scheduled any progress will be reported as part of the RCRIM Work Group Teleconference

h) BRIDG No calls will be scheduled any progress will be reported as part of the RCRIM Work Group Teleconference

i) aECG r2 No calls will be scheduled any progress will be reported as part of the RCRIM Work Group Teleconference

IX. Next WGM Agenda
Ed Tripp

The agenda for the May WGM in Atlanta was discussed with the proposed agenda noted below.

	Day
	Date
	Qtr
	Time
	Event
	Session Leader
	Room

	Monday
	6-May
	Q1
	9:00-10:30
	
	
	

	
	
	Q2
	11:00-12:30
	
	
	

	
	
	Q3
	1:45 -3:00
	aECG r2
	
	

	
	
	Q4
	3:30 -5:00
	SPL Device Identifiers and IDMP
	
	

	Tuesday
	7-May
	Q1
	9:00-10:30
	RPS DSTU Testing Results
	
	

	
	
	Q2
	11:00-12:30
	RPS Ballot preparation and issues to be addressed prior to ballot
	
	

	
	
	Q3
	1:45 -3:00
	RPS Implementation Guide
	
	

	
	
	Q4
	3:30 -5:00
	No Meeting
	
	

	Wednesday
	8-May
	Q1
	9:00-10:30
	Study Participation ballot reconciliation
	
	

	
	
	Q2
	11:00-12:30
	Business Meeting and Ballot preparation  
	
	

	
	
	Q3
	1:45 -3:00
	Joint meeting with CIC Schizophrenia and MDD class models
	CIC Hosts
	

	
	
	Q4
	3:30 -5:00
	BRIDG/JANUS /Vocabulary?
	
	


X. PBS Metrics Issue (4 ballots not published)
Ed Tripp

The Work Group reviewed the following PBS metrics issues that relate to ballots not being published:
Dashboard

Dashboard

	Health Categories
	Total 
	Normative
	DSTU 
	Informative
	Comment 

	Total Active Ballots: 
	6
	1
	1
	4
	0

	Ballots Missing Recon Packages: 
	1
	1
	0
	0
	NA

	Non-Advancing Ballots: 
	0
	0
	0
	0
	0

	Idle Ballots: 
	5
	0
	1
	4
	0

	Expired DSTUs: 
	0
	NA
	0
	NA
	NA


Ballots Missing Recon Packages

May 2012 Ballot Cycle 

	HL7 Version 3 Standard: Structured Product Labeling, Release 5

	
	

	Ballot Tally Page: V3_SPL_R5_N1_2012MAY
	Project Insight Reference ID: 325

	Tally Summary 

Negative
Affirmative
Withdraw
Total Affirmatives
Needed for Passage
19
20
+
0
=
20
29



Total Active Ballot Items without Reconciliation Packages: 1

Resolution of Data Types issue will be heard by the Board of Directors at the February Teleconference. The SPL Team will take action following the decision on Data Types
	Work Group
	Steering Division
	Recirc.
	Unpub. Ballots
	Unpub. CMETs
	 
	Pjt Insight Open & 3YP with Nxt Milestone Behind>120 Days
	Pjt Insight 
'On Hold' 
Nxt Planned Rvw Date Past>120 Days
	Work Group Missing 3YP Items in Pjt Insight
	Total Items in Pjt Insight
	% of PI Items
Behind>120 Days
((Col. G+H) / Col. J)
	Project Health
(Nbr of Red Cells In
Cols C, D, I, K)

	RCRIM
	DESD
	0
	4
	0
	 
	8
	0
	5
	14
	57%
	1


Unpublished ballots:
	Work Group
	Name
	Pjt ID
	D-DSTU,
 I-Inform,
N-Norm.
	Notes
	Ballot Cycle
	Pkg.
	Lvl.
	Neg.
	Q.
	A.

	RCRIM
	HL7 Version 3 Domain Analysis Model: Regulated Studies; CDISC Content to Message - Study Participation, Release 1 
	205
	I
	passed by numbers, 0 negs; needs Informative document publication request;
	2009Jan
	Y
	I1
	0
	91.23%
	32

	RCRIM
	HL7 Version 3 Implementation Guide: Regulated Studies; CDISC Content to Message - Study Design, Release 1
	205
	I
	Needs Informative publication request
	2011May
	Y
	I1
	5
	87.72%
	32

	RCRIM
	HL7 Version 3 Implementation Guide: Regulated Studies; CDISC Content to Message - Study Participation, Release 1
	205
	I
	Needs Informative publication request
	2011May
	Y
	I2
	1
	88.60%
	33

	RCRIM
	HL7 Implementation Guide for CDA® Release 2: Exchange of Clinical Trial Subject Data; Patient Narratives, Release 1 - US Realm
	822
	D
	passed by numbers, 22 negs; needs publication request;
	2012Jan
	Y
	D1
	22
	91.51%
	34


XI. RCRIM Standards related material downloads

This was not discussed due to time constraints but is provided for information purposes
[image: image4.emf]Product Total

SPL in the Clinical Environment Presentation 1,461

HL7 EHR Clinical Research Functional Model, Release 1 (PDF Version) 362

HL7 Version 3 Domain Analysis Model: Clinical Trials Registration and Results (CTR&R), Release 1 275

HL7 Version 3 Implementation Guide: Structured Product Labeling, Release 5 103

SPL Final Release 4 (ANSI/HL7 V3 SPL, R4-2009)  93

HL7 Version 3 Implementation Guide: Structured Product Labeling, Release 3: FDA Content of Labeling 63

HL7 Version 3 Implementation Guide: Structured Product Labeling, Release 4 58

HL7 Version 3 Implementation Guide: Drug Stability Reporting (eStability) R2, Release 3 55

SPL Final Release 2 (ANSI/HL7 V3 SPL, R2-2006) 50

SPL Final Release 1 (ANSI/HL7 V3 SPL, R1-2004) 44

SPL Final Release 3 (ANSI/HL7 V3 SPL, R3-2007) 44

HL7 Version 3 Implementation Guide: Regulated Product Submission, Release 1 31

Annotated ECG Implementation Guide, Release 1 29

Pharmacovigiliance - Individual Case Safety Report, Parts 1 and 2 28

HL7 Version 3 Implementation Guide: Drug Stability Reporting (eStability) R1, Release 2 17

HL7 Version 3 Implementation Guide: Structured Product Labeling, Release 1 14


Wednesday Q3 aECG R2
	First Name
	Last Name
	Affiliation
	E-mail Address

	Ed
	Helton
	NCI
	heltone2@mail.nih.gov

	John
	Kiser
	ABBVIE
	john.kiser@abbvie.com

	Ed
	Tripp
	Edward S. Tripp and Associates
	edward.tripp@estripp.com

	Mead
	Walker
	Mead Walker Consulting
	dmead@comcast.net

	Steve
	Ward
	Lilly
	stw@lilly.com


Attending via WebEx

	First Name
	Last Name
	Affiliation
	E-mail Address

	William
	Friggle
	Sanofi Aventis
	William.Friggle@sanofi-aventis.com

	Norman
	Gregory
	FDA
	norman.gregory@fda.hhs.gov

	Catherine
	Ortemann
	 
	 


XII. aECG R2
Barry Brown
The following was sent by email from Norman Stockbridge (FDA)

Please convey to RCRIM and HL7 my sincere appreciation for their highly successful aECG HL7 V3 standard, which has been used by the pharmaceutical industry to transmit some 6.8 million digital ECGs from 550 clinical studies for FDA review. This has enabled FDA reviewers to assess the quality of the underlying data in these studies and helped ensure the quality of decisions that we make regarding an important public health risk.

When RCRIM first created aECG, FDA and industry were focused on standardizing a data format for traditional 10-second ECGs and their annotations.  Since then, it has become standard practice to use continuous ECG recording devices (e.g. Holter, telemetry) to capture the ECG waveforms.  While the result we get is usually in the form of 10-second extractions, the process industry follows has led to some concern that FDA should look for bias in the selection of the 10-second segments. In addition, FDA would like to be able to review long ECGs obtained during development programs for antiarrhythmic drug therapy.

The current aECG standard embeds the data in simple text and simply will not scale to several days of continuous recordings of 12 leads at 1000 Hz. Mortara has just completed work to renovate the database and tools we use to accommodate long digital ECGs. I have asked Barry Brown from Mortara to work with RCRIM and HL7 to make any necessary changes required to permit efficient transmission of long, continuous digital ECG data.

I would be most grateful if you and RCRIM would help in this matter. Please let me know if I can do anything to clarify the business case.

Regards,

Norman Stockbridge, MD, PhD

Director, Division of Cardiovascular and Renal Products

Center for Drug Evaluation and Research

FDA

301-796-1155

Barry reviewed the following.

[image: image5.emf]Continuous aECG  HL7 Presentation 2013-01-16.pptx


Barry discussed the necessity for changing the approach to avoid excessively large XML files.

Barry presented a draft of the Project Scope Statement


[image: image6.emf]Continuous aECG  HL7 Project Scope Statement 2.docm


Ed Tripp and Barry will work to finish preparing the Project Scope and present it for a vote at the first teleconference to meet current quorum requirements or by electronic vote

Wednesday Q4 Discussions of ongoing projects (Joint with CIC)

CIC Hosted this meeting see CIC minutes for attendance and information.
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 Publication Request of HL7 Standards Material

Please use this form to submit the request to the TSC.

		Indicate one:

		Standards Material/Document



		 (
X
)

		DSTU



		

		Informative



		

		Normative





 (
2
013-01-16
)

Date of this request: 

 (
HL7 RCRIM
)

HL7 Work Group making this request: 



Name of the standard for which request is being made:

 (
HL7 Implementation Guide for CDA® Release 2: Exchange of Clinical Trial Subject Data; Patient Narratives, Release 1 - US Realm
)







URL of Project Scope Statement: 

 (
http://www.hl7.org/special/Committees/projman/searchableProjectIndex.cfm?action=edit&ProjectNumber=822
)





 (
US 
)

Document Realm: 

 (
2012-JAN
)

Ballot cycle in which the document was successfully balloted:



Results of that ballot (following reconciliation activities):   

		Vote

		Number 

		Vote

		Number 



		Affirmative

		34

		Not Returned

		9



		Negative

		22

		Total in ballot pool

		106



		Abstentions

		41

		Needed for Passage

		34







URL of ballot reconciliation document:

 (
http://www.hl7.org/documentcenter/public/ballots/2012JAN/reconciliation/recon_cdar2_ig_exctsd_patnarr_r1_d1_2012jan.xlsx
)







Has the Work Group posted its consideration of all comments received in its reconciliation document on the ballot desktop?  

		X

		Yes

		

		No







 (
yyyy
-mm-
dd
)Date on which final document/standards material was supplied to HQ 



URL of publication source material/ SVN repository:






For DSTU: 

Number of months the Work Group wishes to have the document published as a DSTU:
12 months     18 months    X 24  months  



Notes: Once approved by the TSC, the document will be posted to: http://www.hl7.org/dstucomments/index.cfm.   There is a database here for early adopters to enter comments/corrections/suggestions.



In accordance with §13.02.05 of the Governance and Operations Manual—Draft Standard for Trial Use (DSTU)— Upon approval the proposed draft standard, with the concurrence of the TSC, shall be released for publication as a DSTU.





For Informative: 

Does the Work Group or TSC wish to register this document with ANSI as a Technical Report? 

		

		Yes

		

		No






Note:  While registering the document with ANSI does not infer any status on the document, it does ensure notification of the availability of the informative documents to a broad audience. 



In accordance with §13.01.05 of the Governance and Operations Manual, informative documents, once approved, require the concurrence of the TSC to be released for publication.   





Please provide the following information for the publication of the product brief:



Family: (select one)

· Arden 

· CCOW

· CDA  X

· Education

· EHR

· V2

· V3



Section: (select those that are applicable:) 

· Clinical and Administrative Domains

· EHR Profiles

· Implementation Guides X

· Rules and References

· Education and Awareness



Category: (select those that are applicable:)

		e.g. briefs under Clinical and Administrative Domains

		e.g. briefs under Rules and References



		Cardiology 

		CCOW



		Care Provision

		Data Types



		Clinical Genomics 

		Decision Support



		Clinical 

Statement 

		Encoding Syntax



		Community-Based Health

		Methodology Specifications



		Decision Support

		Security and Privacy



		Financial Management

		Services 



		HHSFR

		Structures



		Laboratory

		Terminology



		Materials Management

		Transport Specifications



		Medical Products

		



		Medical Records

		



		Patient Administration

		



		Patient Care

		



		Patient Referral

		



		Personnel Management

		



		Pharmacy

		



		Public Health

		



		Regulated Studies X

		



		Scheduling

		



		Services

		



		SPL

		



		Other: (Please describe)



		Other: (Please describe)











Parent standard: (e.g. the standard to which an implementation guide applies) 

		Clinical Document Architecture (CDA)







Update/replace standard: (e.g. the R1 specification which an R2 publication updates or replaces) – Please specify if a standard is superseded by this publication

		







Description: This is typically a short paragraph summarizing the use and intent of the standard, such as would be found in an overview paragraph in the published specification.

 (
The scope of this CDA implementation guide is limited to the exchange of patient narratives, which are created as a summary document during the conduct of a 
clinical trial
.  The CDA Implementation Guide will focus on a constrained dataset that supports the exchange of both human and machine readable content.
)

















Targets: These are categories of potential users, implementers, or other interested parties such as those that are indicated on the Project Scope Statement under “Stakeholders/Vendors/Providers”. Select those that are applicable, or suggest others:

		Stakeholders

		Vendors

		Providers



		|_| Clinical and Public Health Laboratories

		|X| Pharmaceutical

		|_| Clinical and Public Health Laboratories



		|_| Immunization Registries

		|_| EHR, PHR

		|_| Emergency Services



		|_| Quality Reporting Agencies

		|_| Equipment 

		|_| Local and State Departments of Health



		|X| Regulatory Agency

		|_| Health Care IT

		|_| Medical Imaging Service



		|_| Standards Development Organizations (SDOs) 

		|_| Clinical Decision Support Systems

		|_| Healthcare Institutions (hospitals, long term care, home care, mental health)



		|_| Payors 

		|_| Lab

		|_| Other (specify in text box below)



		|_| Other (specify in text box below)

		|_| HIS

		|_| N/A



		|_| N/A

		|_| Other (specify below)

		



		

		|_| N/A

		











Benefits: This section will describe the benefits the standard or its implementation provides to healthcare, information technology, interoperability and the like. This section is often difficult to compose and will require careful editing by the review group(s). 

 (
Development of patient narrative implementation guide utilizing CDA will help facilitate the need for data reuse and cross reference to other pertinent clinical trial information 
)











Implementations/Case Studies: This section would identify the known implementers of the standard, production or DSTU implementers, or any known adopters of the specification. Agencies or other organizations that sponsored the development of the specification could be listed here.

 (
The implementers of this standard are biopharmaceutical companies, healthcare providers serving as principal investigators for clinical trials studies
)











Development Background: This section may be used for additional important information beyond the short summary in the Description, such as would be found in an Introduction section, in the published specification. 

 (
This implementation guide describes how to 
leverage
 the HL7 
Clinical Document Architecture (
CDA
) standard
 for the Exchange of Clinical Trial Subject Data: Patient Narratives.   
)











Reviewed By, and Date: (i.e. the group or individuals endorsing this product brief information and the date the endorsement was approved) 

		16 Jan 2013







Email this Request to lynn@hl7.org.  

© 2013 Health Level Seven® International.  All rights reserved.
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What is aECG?

“Annotated ECG”

V3 message developed by RCRIM 2002-2004

Nomenclature developed by IEEE 2002-2012

Used by pharmaceutical industry to share digital ECGs with FDA

Contains ECG waveforms (usually 10-seconds)

Contains waveform annotations of lab’s analysis:

Beat locations and types (e.g. Normal, Ventricular)

Rhythms (e.g. Atrial Fibrillation, Sinus Tachycardia)

Measurements (e.g. PR, QRS, QT, RR)











aECG Waveform XML

<component>

	<sequence classCode="OBS">

		<code code="MDC_ECG_LEAD_I" etc. />

		<value xsi:type="SLIST_PQ">

			<origin value="0" unit="uV"/>

			<scale value="3.75" unit="uV"/>

			<digits>-5 -5 -3 -1 -3 -4 -4 -4</digits>

		</value>

	</sequence>

</component>













aECG Annotation XML

<annotation classCode="OBS">

	<code code="MDC_ECG_BEAT"/>

	<value xsi:type="CE" code="MDC_ECG_BEAT_NORMAL"/>

	<component>

		<annotation classCode="OBS">

			<code code="MDC_ECG_WAVC"/>

			<value xsi:type="CE" code="MDC_ECG_WAVC_QRSWAVE"/>

			<support typeCode="SPRT">

				<supportingROI classCode="ROIBND">

					<code code="ROIPS" />

					<component>

						<boundary classCode="OBS">

							<code code="TIME_ABSOLUTE" />

							<value xsi:type="IVL_TS">

								<low value="20090505111144.188"/>

								<high value="20090505111144.282"/>

							</value>

						</boundary>













Challenge

When aECG was developed 10 years ago, focus was on 10-second ECGs

Current practice is to collect ECGs using continuous recording devices like Holter and telemetry

FDA wants to review the continuous recordings

10-second aECG XML files are ~0.5 MB each

48-hour aECG XML files would be ~9 GB each

Current computer, network, and application architectures would be challenged to manipulate 9 GB XML files











Proposal

Since industry and FDA already have tools to manipulate aECG XML, the goal is to make as few changes as possible

Keep meta-data in the current aECG XML file, but allow waveform and annotation data to be encoded outside the XML file

Use external file pointers to simple binary files containing the waveform samples and annotation locations

Use format descriptors to describe the binary format











Matrix Representation of 12-lead ECG



Waveform Sample











Interleaved Storage



Location in File











Multiple Files



Hour 1

Hour “P”











Annotations



ms From Beginning











External File Reference Attributes

filePath

Relative path and filename

fileFormat

LE_BINARY = little endian binary file

BE_BINARY = big endian binary file

CSV = comma separated UTF-8 text values

TSV = tab separated UTF-8 text values

fileCompression

GZ = GZip compression (RFC 1952)

DF = Deflate (RFC 1951)

ZL = RFC 1950 (similar to Deflate)

Z = LZC (variant of LZW, patented and less efficient than Deflate) 











External File Reference Attributes

itemType

INT = 2-byte or 4-byte signed integer

UINT = 2-byte or 4-byte unsigned integer

FLOAT = 4-byte (float) or 8-byte (double) floating point number in IEEE 754-1985 format

STRING = UTF-8 encoded string.  Must be null-terminated in binary files

itemSize

For STRING: bytes reserved for this string item including null terminator

For INT and UINT: 2 or 4 bytes

For FLOAT: 4 or 8 bytes

For CSV / TSV: ignored

headerSize

Binary: number of bytes to the first record

Text: number of rows (lines) to skip











External File Reference Attributes

recordSize

Binary: number bytes per record

Text: number items per record

itemOffsetIntoRecord

Binary: byte offset of item within the record

Text: number of items to skip from beginning of record

recordCount

Number of records to read from the file

nullValue

Value used to indicate the item is missing or has no value 











aECG Waveform in External File

<component>

	<sequence classCode="OBS">

		<code code="MDC_ECG_LEAD_I" etc. />

		<value xsi:type="SLIST_PQ">

			<origin value="0" unit="uV"/>

			<scale value="3.75" unit="uV"/>

			<externalFile filePath=“hour1.bin” etc./>

		</value>

	</sequence>

</component>













aECG Annotation External File

<annotation classCode="OBS">

	<code code="MDC_ECG_BEAT"/>

	<value xsi:type="CE" code="MDC_ECG_BEAT_NORMAL"/>

	<component>

		<annotation classCode="OBS">

			<code code="MDC_ECG_WAVC"/>

			<value xsi:type="CE" code="MDC_ECG_WAVC_QRSWAVE"/>

			<support typeCode="SPRT">

				<supportingROI classCode="ROIBND">

					<code code="ROIPS" />

					<component>

						<boundary classCode="OBS">

							<code code="TIME_ABSOLUTE" />

							<value xsi:type="IVL_TS">

								<low><externalFile filePath=“beat_annotations.bin” etc./></low>

								<high><externalFile filePath=“beat_annotations.bin” etc./></high>

							</value>

						</boundary>













Analysis Windows

Instead of extracting 10-second ECGs for analysis, labs will declare “Analysis Windows” within the continuous data where detailed measurements were made

Propose to make this a “Derived Series” within the aECG XML

Just declare the beginning and end times

No need to repeat the waveform data













Time Point Window

Analysis Windows are presumably chosen within some larger window of time around a protocol event, e.g. 60 minutes post dose

The protocol presumable limits the window of time around the event, e.g. 5 minutes

Like the Analysis Window, the proposal would be to make this a “Derived Series”











TPW and AW Example













Protocol Event Annotations

To help reviewers understand the context of the continuous ECG waveform, introduce a new type of annotation for “Protocol Event”

Intended to be short text labels

Intended to be displayed with other long-term trends or parameters like HR, VPB Rate, ST, QT, etc.











Protocol Event Visualization















Questions, Discussion
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		Annotated ECG Release 2
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2. [bookmark: Project_Intent][bookmark: Sponsoring_Group]Sponsoring Group(s) / Project Team



		Primary Sponsor/Work Group (1 Mandatory) 

		RCRIM



		Co-sponsor Work Group(s)

		



		

		



		Project Team:

		



		Project facilitator (1 Mandatory)

		Barry Brown



		Other interested parties and their roles
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3. [bookmark: Project_Scope]Project Definition

3.a. Project Scope



		Enhance the existing Annotated ECG (aECG) V3 message to include support for continuous ECG recordings at least 48 hours, 12 leads, 1000 samples/second (2 billion samples).  Also add support for at least 5 annotations per beat at 60 beats/minute (1 million annotations).  Make minimal changes to the existing XML structure to minimize impacts to existing software used by industry and regulators.





3.b. Project Need
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3.c. Success Criteria

		Indicate the success criteria for the project.





3.d. [bookmark: Project_Obj_Deliv_TgtDate]Project Objectives / Deliverables / Target Dates

		[bookmark: Project_Obj_Deliv_TgtDate_Example]

		Target Date 



		Enter objective/deliverable here.

All planned ballots and their target dates should be included as the following example indicates.

		Enter Target Date



		Example: Submit for DSTU Ballot
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		Example: Complete DSTU Reconciliation
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3.e. Project Requirements

		See Project Scope. 





3.f. Project Risks

		Risk Description

		Not being backwards compatible.
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		ECG labs would have to support two different standards.



		Probability:
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		|X| Medium
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		Severity:

				|_| High
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		Mitigation Plan

		





3.g. Project Dependencies

		No dependencies.
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		Enter the SPECIFIC URL where supporting project documents, deliverables, ballot reconciliation work and other project information will be kept. A template to create a Project Page on the HL7 Wiki is available at: http://wiki.hl7.org/index.php?title=Template:Project_Page. 





3.i. Backwards Compatibility

		

		Health Level Seven®, International


2013 Project Scope Statement 









		HL7 Project Scope Statement v2013_template_only

		2013 Release 
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© 2013 Health Level Seven® International.  All rights reserved.

				Are the items being produced by this project backward compatible?

		|X| Yes
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		Backward compatibility is an important requirement.  aECG XML that meets the current aECG specification must continue to be valid with the new aECG specification.
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				|_|
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				|_|
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				|X|
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				|_|
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				|_|
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				|_|

		V2 Messages - Clinical







				|_|
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				|_|
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				|_|

		V2 Messages – Infrastructure
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				|_|
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				|_|

		- New Product Definition -









				|_|

		V3 Documents – Clinical (e.g. CDA)







				|_|

		- New/Modified HL7 Policy/Procedure/Process -











5. Project Intent (check all that apply)



				|_|

		Create new standard



		|X|

		Revise current standard (see text box below)



		|_|

		Reaffirmation of a standard



		|_|

|_|

		New/Modified HL7 Policy/Procedure/Process

Withdraw an Informative Document



		|_|

		N/A  (Project not directly related to an HL7 Standard)







				|_|

		Supplement to a current standard



		|_|

		Implementation Guide (IG) will be created/modified



		|_|

		Project is adopting/endorsing an externally developed IG

(specify external organization in Sec. 6 below)



		|_|

		Externally developed IG is to be Adopted



		|_|

		Externally developed IG is to be Endorsed













		If revising a current standard, indicate the name of the standard being revised and date it was published (or request for publication, or ANSI designation date).   





5.a. 

5.b. Ballot Type (check all that apply)

				|_|

		Comment Only



		|_|

		Informative



		|_|

		DSTU to Normative







						|_|

		Normative (no DSTU)



		|_|

		Joint Ballot (with other SDOs or HL7 Work Groups)



		|_|

		N/A  (project won’t go through ballot)
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5.c. Joint Copyright 
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		|_|

		Joint Copyrighted Material will be produced
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		Steering Division Approval Date  

		SD Approval Date CCYY-MM-DD
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		|_| HIS

		|_| N/A



		|_| N/A

		|_| Other (specify below)

		



		

		|_| N/A

		







				Other:  Indicate other stakeholders, vendors or providers not listed above.











7.b. [bookmark: Realm][bookmark: Synchro_SDO_Profilers]Synchronization With Other SDOs / Profilers





		Check all SDO / Profilers which your project deliverable(s) are associated with.



		|_| ASC X12

		|_| CHA
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				|_|
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		|_|    Realm Specific 
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Survey Monkey RCRIM

				What should the quorum size be for RCRIM. Please choose a number that represents the minimum number of members that must be present with the addition of a co-chair. The current quorum is 8 plus a co-chair. If you wish to maintain that size, select 8 from the list below.

				2		0.00%		0

				3		0.00%		0

				4		25.00%		5

				5		20.00%		4

				6		20.00%		4

				7		5.00%		1

				8		30.00%		6

				Comments:

		1		6 with a condition that no more than two votes can be obtained from the same organization. Otherwise, I would keep the quorum to 8.

		2		I support how O&O adds: "A motion may be made, by any member, to defer major decisions even if quorum is met, particularly if key stakeholders are not present".

		3		Decisions maded by too few result in decisions revisited. This has been my experience.

		4		Chair, plus 4 organizational reps. Organization reps should be comprised of a representative sample of the total membership: e.g,, regulator, industry, vendor and if appriate, additional SDO chair if project is jointly sponsored under JIC

		5		Given the importance of this work at least 8 should be in attendance to make any decision.

								Survey of other Domain Expert Work Groups

								Work Group		Quorum (# + co-chair)		List Serve Subscribers

								Anatomic Pathology		2		216

								Anesthesia		2		121

								Attachments		2		403

								Child Health		2		264

								Clinical Genomics		2		358

								Clinical Interoperability Council		2		477

								Community Based Collaborative Care		2		304

								Emergency Care		3		180

								Health Care Devices		2		470

								Patient Care		2		536

								Patient Safety		2		401

								Pharmacy		2		440

								Public Health Emergency Response (PHER)		2		350

								Regulated Clinical Research Information Management (RCRIM)		8		496
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		Name		2		3		4		5		6		7		8

		Jonathan Levine										x

		Bron Kisler														x

		Wayne Kubick														x		Given the importance of this work at least 8 should be in attendance to make any decision.

		Karin Sailor										x

		Julie Evans														x

		Rebecca Kush														x

		Amitabh Ghosh								x

		Lise Stevens								x								Chair, plus 4 organizational reps. Organization reps should be comprised of a representative sample of the total membership: e.g,, regulator, industry, vendor and if appriate, additional SDO chair if project is jointly sponsored under JIC

		Dr. SrinivasMadhusudhan Kandada										x

		Michael Brennan												x

		Koji Shomoto						x

		Joyce														x		Decisions maded by too few result in decisions revisited. This has been my experience.

		Gabriele						x										Hi Ed, I'm in a completly different role and actually should come off the RCRIM distribution list. I will unsubscribe.

		Myron Finseth						x										I support how O&O adds: "A motion may be made, by any member, to defer major decisions even if quorum is met, particularly if key stakeholders are not present".

		Frank Faunce								x

		Norman Gregory						x

		Edward Helton						x

		andrew marr														x

		Marti Velezis										x						6 with a condition that no more than two votes can be obtained from the same organization. Otherwise, I would keep the quorum to 8.

		Amitabh Ghosh								x

		Total		0		0		5		4		4		1		6
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Background

Purpose: 

		To determine if the HL7 Study Participation Standard, as designed, can support the exchange of clinical investigator information and other entities involved in the conduct of a clinical trial for submission to the FDA









Background

HL7 Study Participation Standard:

		Currently a “draft standard for trial use” (DSTU)

		Designed to support the exchange of information, in a machine-readable format, about entities that participate in a clinical trial:

		Clinical Investigators

		Research Facilities (Investigational Sites)

		Contract Research Organizations (CROs)

		Central Labs (and other “service providers”)

		Institutional Review Boards (IRBs)

		This information is currently submitted to FDA, but not in a machine-readable format 









Scope

		Testing was limited in scope:

		Testing of the standard for its intended use



		Out of scope:

		Evaluation of the processes and technologies needed to support its use in an operational environment









Regulatory Requirements

		Federal Regulations (21 CFR 312.23) require sponsors to report to FDA:

		“the name and address and a statement of the qualifications (curriculum vitae or other statement of qualifications) of each investigator, and the name of each subinvestigator (e.g., research fellow, resident) working under the supervision of the investigator; the name and address of the research facilities to be used; and the name and address of each reviewing Institutional Review Board.” 

		Furthermore, sponsors are required to collect and maintain (21 CFR 312.53):

		“a signed investigator statement (Form FDA-1572) containing: (i) The name and address of the investigator; (ii) The name and code number, if any, of the protocol(s) in the IND identifying the study(ies) to be conducted by the investigator; (iii) The name and address of any medical school, hospital, or other research facility where the clinical investigation(s) will be conducted; (iv) The name and address of any clinical laboratory facilities to be used in the study; (v) The name and address of the IRB that is responsible for review and approval of the study(ies).”









Current State

		Sponsors collect a signed 1572 and C.V. from each investigator.

		Although regulations do not require the submission of the 1572 or C.V., it is common practice for sponsors to submit a copy of each to convey clinical investigator qualification information

		Current submission format is PDF

		Information mgmt is challenging

		Manual transcription of information into database (BMIS)

		A new structured, machine-readable format would enable automated processes to better manage this information at CDER

		Information about CROs, Central Labs not well managed

		Difficult to determine easily which CROs are involved with which studies

		Sponsors also report inefficiencies and high data management costs using manual, paper-based processes









Testing Goals

		To create a valid Study Participation files for review by US FDA.  

		To use simple testing tools (xForm, Style sheet) to create, edit, view, and save HL7 Study Participation files.

		To identify and utilize controlled vocabularies. Vocabularies are necessary to support creation of HL7 Study Participation messages.  This will require the use of controlled terms, and where appropriate make the necessary additions and/or modifications to these terminologies and value sets.

		To identify business process and/or technical issues that may negatively affect efforts to implement the HL7 Study Participation standard

		To identify issues, and (if feasible) propose potential remedies 

		To determine whether such issues will impact the further use and development of HL7 Study Participation, and if so to communicate these issues with the HL7 Study Data Standards (Stage II) team accordingly.

		To confirm a collective (if only general) understanding of how the process and technology will function together.    

		To provide a proof of concept of HL7 Study Participation to the broader stakeholder community.  Furthermore, to confirm (or to reasonably predict) the feasibility of implementing the HL7 Study Participation standard for use by sponsors of clinical trials in submitting data to the FDA.









Testing Approach

		FDA created a browser-based data entry tool (xForm) to generate valid HL7 study participation test files

		No prior experience with XML or HL7 standards necessary

		xForm also allows FDA testers to view the contents in a human-readable format

		Use of the xForm was not required.

		One tester (NCI) bypassed the xForm and generated the test file programatically from internal systems









Testing Approach

		FDA testers solicited from CDER and CBER offices that receive and review this information

		Outside (of FDA) testers solicited via the HL7 RCRIM Study Data Standard “Stage II” Project Team

		All Received:

		Test Plan

		Evaluation Form 

		xForm (including style sheet) and Instructions

		Implementation Guide

		Schema









Participants

		Johnson and Johnson



		Sanofi



		National Cancer Institute



		Regulatory Informatics Consulting



		CDER Office of Scientific Investigations



		CDER Office of New Drugs









Results

		Six test files

		Three initially failed to validate against the schema but all were easily corrected

		A total of 108 comments, which result in 

		12 changes to the standard

		3 changes (corrections) to the schema

		19 changes to the Implementation Guide

		9 changes to controlled terminology / value sets

		36 changes to the xForm

		1 general comment









Sample Results

		Standard:

		Associate investigators primarily with sites (current primary assoc is at the study level, secondary assoc with the site)

		Capture Study Title as optional field

		Allow multiple physical locations to a site

		Replace two existing classes (RegistrationEvent and DataCollection acts) with a single class: Accrual status (to harmonize with clinicaltrials.gov)









Sample Results

		Schema

		Fix missing element (commissioningOrganization)





		Implementation Guide

		Capture Investigator name in parts (e.g. first, last, suffix)

		Make explicit that the Study ID is the SDTM STUDYID

		Clarify the meaning of various fields: e.g. Report Cutoff Date, SubjectProtectionApproval Date









Sample Results

		Vocabulary

		Proposed two codes for investigator statusCode: Active and Inactive, and develop definitions

		Use AccrualStatus terminology that aligns with clinicaltrials.gov



		xForm

		Make hints clearer

		Display all required fields by default

		Rename label of “Ethical Committee” to “Institutional Review Board/Ethical Committee” 



		General: 

		FDA will need to publish separate instructions on how to handle information that changes over time, using active/inactive codes in the message and the eCTD submission file life-cycle features (e.g. “replace” and “append” previously submitted information)









Conclusions

		Testing showed that it is possible to create valid test files using a simple data entry tool 

		No knowledge of XML or HL7 v3 needed

		Simple tools, using open source technology, hide the complexity of v3

		Validation easily done using standard XML validation tools (e.g. XMLSpy)









Conclusions

		Technical issues around the xForm technology that was used

		Internet Explorer plug-in (MozzIE) needed to display the xForm

		Determined to be a security risk by FDA Office of Information Management (OIM)

		Future xForms should use another open source technology: XSLTForms (no plug-in required)









Conclusions

		Potential Process Limitation

		The content supported by the standard is not managed within a single system or single organization component by the sponsor 

		Potentially limits automation (short-term)

		However, this limitation to process automation exists regardless of the format used for submission

		Moving towards a machine-readable standard will enable automation of upstream processes long-term









Recommendations

		Make changes to the standard, schema, I.G., vocabulary, and xForm, as noted in the report

		Ballot the changes to the standard and I.G. in HL7

		Ballot the standard: May 2013

		Ballot the I.G.: Sept 2013

		Operational pilot encompassing a wider stakeholder community









Questions?





m ﬁ U.S. Food and Drug Administration www.fda.gov

I r Protecting and Promoting Public Health








