


Comments on Docket Number: FDA-2010-D-0643

In the sections below, please find the line number and comment or question that has been indicated by the society.  If it is covering several lines, a range of lines (e.g. 4-10) will be provided.  
I. Introduction 
	Line Number(s)
	Comment

	14-18 
	Consider adding in another stakeholder related to vendors (EDC, Lab, ECG, etc)

	15 
	“Electronic Data”  - Should it read “electronic source data” as to not confuse it with data that is re-entered at site (eg. EDC)?  Generally, remain consistent in your reference to electronic data/records.

	16 
	Rather than “ensure” use the term “help ensure”.

	17 
	In Line 17 the term "source record" is used, yet this is not defined in the glossary of terms.  Also Line 43 uses "source documentation" and "source data" which are defined in the glossary.

	25 
	'the use of electronic prompts for missing or inconsistent data'. Does this refer to real-time pre-programmed automated data validation checks that will run upon data entry or data submissions and will prompt the investigator to verify any missing or inconsistent data and add or correct data as appropriate?  Consider the differences between Prompts and Edits/Validation Checks and their meaning to industry personnel and defining in the glossary.


II. Background
	Line Number(s)
	Comment

	Title of document, line 42, and throughout 
	Suggest avoiding the use of the word, “documentation and document” which implies paper.  Suggest using words such as records, data, just saying eSource, or using the word captured or recorded instead of documented.

	43 
	Would you add to the definition of data originator in the Glossary of terms? If the  data are read from a device (e.g. a thermometer) and entered first in an Electronic Health Records  (EHR) system by a person A in the context of medical care, then read from the EHR and entered into the eCRF by person B in the context of a clinical trial, whom would you consider the data originator in this context for the clinical trial.

	48 
	Suggest describing the term ‘Direct data capture’ that has been used by CDISC and other organizations to describe information captured by a device such as an ECG machine.

	51 – 52 
	Suggests that eCRFs are “increasingly being used by clinical sponsors” as eSource. Reconsider eCRFs as an example of eSource as eCRFs are most often not used in an eSource environment.

	54
	Consider adding the following to the end of line 54 -  “without proper controls in place”  

	62 
	Consider removing the text from the middle of line 61 through the end of 64 as these sentences are oversimplifications. 

	67/68 
	“Contemporaneously entered” – my understanding of this word is “same period of time” – how should this be interpreted?  Same session, same trial period? Same visit window?

	71 
	Concern/confusion over the fact that there are multiple electronic sources of data as outlined above (lines 42-56), however, this section indicates that the guidance only covers the eCRF and none of the other sources of data.  

	71 
	"The identification of the data element as the basic unit of information in the eCRF" Comment: Data element is a new definition rather than a standard term, suggest that the FDA relies on a standard definition, such as using 'data item' from CDISC/XML .


III. Electronic Source Documents and Source Data
	Line Number(s)
	Comment

	87 
	What is the difference between “eSource documents” and “eSource data”? Since the rest of this document focuses on data, suggest dropping the reference to “eSource documents.”

	91 
	I would rephrase this to “eSource data may be collected within a subject’s electronic health record”… the EHR system is then the eSource.  

This document appears to take a step back into defining the requirements for the EHR.  EHR is a broad term and should be defined (eg., EHRs used in a Phase I unit to collect clinical research data vs EHRs in a Phase III study pulling in data retrospectively )

	92 
	As above. Rephrase to “eSource data also can be created within an electronic diary”.

	93 
	As above, rephrase to “or generated by an automated instrument….”

	96 
	The eCRF can be more accurately described as the collection of information necessary to capture in a clinical trial based on the protocol, which will be analyzed by the sponsor, and submitted to the agency for consideration of approving new therapy.

The “F” in eCRF refers to a “form,” which may add confusion to this document.  Suggest referring to clinical trial data.  Many records may not get uploaded into the eCRF.  Rather, the records are often managed through multiple systems and in SAS. 

The term “eCRF” is used here in a way that differs significantly from common industry use. This introduces unnecessary confusion. 

	100-141 
	Figure 1 depicts 'one example' of data flow. How firm is the agency's guidance on the Tier 1, 2 and 3 definitions (112-141) associated with this example?  Other possibilities and scenarios exist and could be considered more effective and should be considered for inclusion in this guidance.

	Figure 1 
	There is no box in Tier 1 that feeds EHR into the eCRF (when eCRF is not considered eSource).  Box should contain “Data transferred from site eSource system/EHR system”

	110, Diagram 
	Suggest writing the titles in the diagram.  Suggest changing “data entry” to “data capture.”

	112, 120 
	The use of the word “originators” overly personifies machines.  Instead, suggest using terms such as “sources of data origination.”  Similar comment for the word “authorized.”  A machine cannot be authorized to do something. Suggest the phrase “validated system” rather than “authorized machine”.

	126 – 137 
	· Most clinical studies involve review of the data by monitors and sponsors (SDV and cleaning of the data) before the investigator signs it).    Investigators typically sign off on the original data captured as well as all of the updates and query resolutions implemented during the course of the trial.  Signoff typically occurs once at the end or during times of interim analysis.  Investigators rarely query the source originators; rather, the sponsor often does.

· Very few sponsor companies are incorporating all of the clinical trial data into EDC (into the eCRF).  Most companies integrate all of the various sources after they have been received at the sponsor company.  Investigators sign off on the eCRF electronically, but sign-off on other sources is managed in various ways.  It is often the case that the signature statement at the end of the eCRF will indicate what the sign-off pertains to (e.g. sign-off includes the eCRF, central laboratory data, etc.).  

· An investigator often does not sign-off on data captured by a subject (e.g. patient reported outcomes) or on data generated by a central lab or reading facility.  

· The requirement that all data funnel through, and be approved by, the investigator is not realistic nor current industry practice.

· Would transmission to the sponsor equate: release to sponsor as true and acknowledged data that may be used for reporting.

	129 
	The implication here is that the investigator has total control over the data in the eCRF and does not release it to the sponsor without sign off. Does this only apply when the eCRF is used as eSource?  How would this work with web based EDC systems?  This could slow down the data cleaning and decision making by the sponsor and impact safety if Sponsor could not do timely trend analysis and patient profile reviews and, overall, be a step backward from current practice.

	133 (footnote) 
	· “Exceptional” doesn’t seem to be the appropriate word, and is not informative.  Suggest describing example cases in which blinding is appropriate, e.g. if the knowledge of an investigational products impact on a particular laboratory value would indicate which treatment arm a subject is assigned to.

· So the only time that the eCRF data can be made immediately available to the sponsor is when the investigator needs to remain blinded?

	150 
	Remove the words “in an eCRF” after data element.

	154, 159-160 
	Replace the words “responsible for its entry into the eCRF” with “responsible for its insertion into the eCRF”.

	161-162 
	How and when would the FDA request other documents to corroborate? What are the rules and criteria FDA would use?  

	178-180 
	'.. Should carry a data element identifier reflecting the originator responsible for entering the transcribed data element.’ Is the data originator the person that transcribes into eCRF or the person that recorded the original data element? Or should both be tracked to maintain full traceability of data?

	186 – 194 
	The following was understood during the recent 

FDA/DIA webinar on this draft guidance:  
It is acceptable for data from EHR records to be uploaded to EDC (as long as subject identity is hidden, and only records required for the trial are accessed).  It is also acceptable for the EDC system data to be uploaded to EHR systems (for cases in which the EDC system was the first source of information, and it is appropriate to include the information in the patients EHR.  

Please clarify.

	186 – 194 
	In case of any integration of any external data is done into the eCRF, will the transfer specification protocol need to be produced to the FDA inspector along with the test validation/transfer documentation?

	186-194 
	This section does cover the use of EHR systems as direct data entry or eSource (eg. Phase I unit). Do the same restrictions on eCRF data transmission still apply in this scenario? 

	191 
	Algorithms for data extraction are too detailed for a protocol and most people reading the protocol would have no interest or understanding of this.  Propose changing ‘protocol’ to ‘Data Management Plan” and keep the ‘or in another doc…”

	196-315 
	This whole section just sounds like a reminder of the basic requirements of any EDC/eCRF system (GFI: CSUCI, etc)…. Not sure what the eSource specific parts of this are?  Focus of this should be on the data elements that are specific to eSource and not covered in other related guidance.

	203 
	Add ‘help to’ before ensure.  Add ‘can’ before ‘also.’

	214 
	Add ‘sponsors’

	219-220 
	Is it required that all identifiers are visible in one screen or database record?  Note that in an EDC database the subject ID and audit trail elements are maintained at different levels in the data structure hierarchy.

	227-228 
	Does this sentence imply no worksheets at the site and all data entered directly into EDC at the time of patient visit? 

	243 
	Is it really necessary for the ‘relationship to the original data element’ be described in text?  This seems excessive because if you have the previous data element and the current, it’s very obvious and there is no need to add this text to the reason for change.  Please clarify as this is currently not a requirement in 21 CFR Part 11.

	255 – 257 
	Storing the same data element multiple times should be discouraged, even if it is automatically populated after the first capture. Rather than “A data element can automatically populate more…” suggest “A data element can be displayed in more…” Consider whether this section even needs to be included in the document.

	261 
	Change “ensure” to “promote” or “help ensure”.

	266 
	Consider rewording this section to call for the investigator to be prompted to fill out an AE report rather than suggesting that one be “generated.”

	283, 317-320 
	In the case of highly standard devices where the value provided is not a measurement but a readout of a predefined value, such as barcode scanners, is it a requirement to retain make, model, serial number to identify the device?

	288-289 
	This is a new requirement to include originators other than site staff.  Are separate lists allowable?  (e.g. user list from EDC system, user list from ePRO site, and manual list of others)  Where does the ultimate responsibility for the management of this reside (CRO, Sponsor, Site, etc)?

	293 – 295 
	The requirement for a medical device to transmit its manufacturer, ID, model, serial number is unrealistic.  This would require a Device Management dameon running on each device similar to http://en.wikipedia.org/wiki/OMA_Device_Management  which doesn't exist in the Medical Device world.

	306 
	How can the site confirm that the password belongs to a user unless they share passwords, which should not be done?

	306-308

313-315 
	Do these statements imply that each and every time the PI is to sign the form, that they must enter their password and check a box for accepting responsibility?  Could it be grouped by visit and/or patient level for electronic sign-off? 

	317-320 
	This is a specific eSource related detail and should be reflected in table 1.

	339 – 346 
	· The requirement that all data funnel through, and be approved by, the investigator is not realistic nor current industry practice. Investigators rarely sign off on data elements before transmitting information to the sponsor.  In practice, Investigators sign off on eCRF content after monitoring and sponsor data querying has occurred (after the sponsor has determined that the data is sufficiently complete and accurate to support proceeding to database lock and the unblinding step).

· The way that this is currently written is NOT feasible in a clinical research and data cleaning setting.  

· Archived and released to parties in Tier 3: Is released to parties in tier 3 the final data release for reporting? In other words would direct access to the data for on-study review/monitoring by the sponsor be allowable?

	352 – 355 
	It seems unnecessary to discuss with the FDA about any cases of hidden data element information from the investigator.  It should be sufficient to document this in the protocol and ensure that the Investigator and the IRB are aware, and to have measures to unhide the information for cases of safety concern.

	361-362 
	May data be made accessible to sponsor for monitoring and data review activities on an ongoing (near) -real time basis, i.e. before final review and sign-off by Investigator ?

	363 
	What is the regulatory mandate for the electronic signing of each eCRF?

	366 – 368 
	Why must the eCRF be stored in XML files? Shouldn’t the requirement be that the eCRF system must allow export of data in a way that meets current FDA Study Data Exchange Standards?

	367-368 
	I am not familiar with FDA Study Data Exchange Standards…. Please clarify.

	375 
	Is it realistic to expect the investigator to generate eCRF archives?  It is not clear if Investigators can do this in a consistent way.  

	375 – 376 
	Isn’t this bullet point just a less specific version of the 5th bullet point (lines 382 – 386)?

	377 
	Not possible to “control” a write-protected copy.  Suggest deleting this line, as it is redundant with line 382.

	380 
	The location of which copies?

	387-389
	Please define “paper documents.”

	390-396 
	Greater detail is required regarding the expectation of the study subject potentially recording ePRO data and the like. What are the requirements for subject record retention? Would/does this fall under 21CFR Part 11?  How and when would access be given to former subjects/patients after the conclusion of a clinical trial?

	397 
	 At the time of archival or sign-off?  Most EDC systems allow investigator sign off, but do not write-protect.  If data is subsequently modified, the systems flag the data element as requiring additional sign-off by the investigator.


IV. Regulatory Review Collaboration
	Line Number(s)
	Comment

	435 – 443 
	The details of these systems should be described in the Data Management Plan.  Plans for using systems could be put in the protocol at a very high level but the details of security measures, etc. are more appropriately outlined in Clinical Data Management documents.

	442 – 443
	The sentence about logs of records being included in protocols seems extraneous and should be removed.


Glossary 
	Line Number(s)
	Comment

	453
	Is an electronic copy generated by a validated computer system that is 21 CFR Part 11 compliant considered a certified copy?

	471 
	Suggest including Direct Entry (by human) and Direct Capture (by machine).

	NA 
	Suggest defining eCRF, or other term to represent the collection of electronic data in support of a clinical trial protocol safety and efficacy analysis. When possible use definitions that already exist in the CDISC dictionary. If new terms need to be defined, consider submitting them to CDISC for inclusion in the dictionary.
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