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CDISC response



Regulators Position

 Regulators require information about disturbances to ongoing studies caused by the COVID-19 

pandemic, state the need to document the changes, their duration and which trial participants were

affected.
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CDISC response to COVID-19 (1/2)

 CDISC Task Force launched in Late March 2020 to support CDISC members and research

community  to treat COVID, with the goal of developing Interim User Guide and related materials.

Task force members: 

Industry stakeholders

Regulatory

Academia

Key CDISC data standards staff

 On April 21, 2020 the Task Force released 2 guidelines:

 Guidance for Ongoing Studies Disrupted by COVID-19

 CDISC Interim User Guide for COVID-19
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CDISC response to COVID-19 (2/2)

 Guidance for Ongoing Studies Disrupted by COVID-19
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Reference: Guidance for Ongoing Studies Disrupted by COVID-19 Pandemic



Overview Chiesi actions 

 In the context of COVID-19, Chiesi undertaken a number of measures to ensure patients’ safety and 

data validity creating a cross-functional Task Force inside the Global Clinical Development Group 

(QA, GCP Compliance unit, CPM and DM/STAT). 

Outcomes:

 Risks assessment for each individual ongoing Clinical Trials

 DM/STAT analysis of impacts on ongoing studies on data collection, SDTM domains, 

DM/STAT documents
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Basic rules & Risk assessment

 Basic rules during the outbreak periods:

 No new trial should be initiated unless the risk/benefit for patient was clearly 

undisputable. Studies where FPFV has not been achieved yet were put on hold. 

 Trials set up activities (design, feasibility on DB etc…) may carry on. Sites’ feasibility shall never increase the 

burden to sites staff.

 Risks assessment for each individual ongoing Clinical Trials 

 Investigate with the CRO the impact of the emergency on the study conduction and how any changes could be 
implemented;

 Request CRO to update on regular basis, the regulatory guidance that the National Competent Authority issued 
at national level about the management of clinical trials they have authorized;

 CRO to start writing a detailed story board for trial;

 Tracking any risk analysis/identification related to the outbreak of COVID-19 performed for any clinical trial 
related to activities such as recruitment, drug administration and monitoring strategies.
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DM/STAT analysis on data collection & SDTM

How to satisfy the regulators requests from DM/STAT perspective and harmonize the 

solutions between studies and the CROs?

• Recommendation from ‘CDISC Guidance for Ongoing Studies Disrupted by COVID-19’

• Status of Chiesi studies & chance to update or not existing eCRFs
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ONGOING studies

NEW studies

eCRF update (preferred option) to add COVID related indicators

(e.g. discontinuation due to COVID)

OR

workaround (when eCRF update is not possible): instructions to 

sites to include key words such as "COVID-19" in existing text fields 

(e.g. CRF Comment page)

Standard CRF forms to be amended or custom forms to be 

designed to collect COVID related information



Chiesi standards

 Background:

Chiesi Libraries: based on latest version of CDISC SDTMIG guideline and Therapeutic Area 
Data Standards, we prepare guidelines for CRF, aCRF and SDTM for internal and CROs
usage.
The aim is to collect data and to generate SDTM in a standardized way within programs and 
across CROs.

 CRF guideline: to guide the CRF designer/Data Manager in the design of the Case Report 
Form (CRF) for Chiesi Group clinical studies;

 aCRF guideline: this guideline contains the general rules for annotating the CRF with the 
corresponding SDTM variables in the database and the templates of the standard 
annotated CRF;

 SDTM guideline: aim of this document is to describe the Chiesi requirements for the 
SDTM dataset design and preparation of the define.xml. This guideline defines which 
datasets and which variables for each dataset should be produced. 
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Data: Disposition (1/2)

 Case: Subject discontinue due to AE, DEATH, WITHDRAWAL of CONSENT linked to COVID-19. 

Data collection: 2 options

Option 1. eCRF update SDTM impact

10 | COVID-19: impacts on data collection and SDTM | S. Mirandola | October 2020, 16th | On-line, IBIG Forum |

In SUPPDS domain



Data: Disposition (2/2)

 Case: Subject discontinue due to AE, DEATH, WITHDRAWAL of CONSENT linked to COVID-19. 

Option 2.  Study Disposition form AS IS + Workaround
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Workaround:

• If reason = AE, the COVID relatedness will be derived from the AE page.
• If reason = DEATH, the COVID relatedness will be derived from the AE 

page (fatal event).
• If reason =  WITHDRAWAL OF CONSENT, a comment referring to 

COVID-19 will be added in the Comments form.
• If the subject discontinues due to Sponsor/site decision related to 

COVID:
Reason = ‘Other’  Please specify: ‘restricted due 
to Coronavirus outbreak’

Sites will be instructed by detailed information in the eCRF Completion Guideline



Data: Adverse Events 

 Case: the need to identify adverse events related to COVID-19

Data collection: no need to update AE form; we instructed the sites on using key text (e.g. COVID-19) in the 

verbatim (AETERM).

SDTM impact
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In SUPPAE domainAEEPRELI to be populated programmatically using 

PT codes COVID-19 related (reference MedDRA v23.0; 

https://www.meddra.org/COVID-19-terms-and-MedDRA 

COVID-19 related New terms MedDRa 23.0 and MedDRa

23.1 spreadsheet’ )



Data: Procedures (1/3)

 Case: COVID-19 test/any other diagnostic procedure COVID related need to be captured during 

the course of the study in case of suspected infection

Data collection: 

 Records (i.e. COVID-19 test results, CT scan) collected in Concomitant Procedures form;

 The procedures will be coded by the MedDRA dictionary.

SDTM impact: no impact on SDTM domain (PR).
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Data: Procedures (2/3)

 Case: COVID-19 test/any other diagnostic procedure COVID related to be captured during the course 

of the study in case of suspected infection

Instructions for the sites reported in eCRF Completion Guideline: the Covid-19 test will be recorded in the 

Concomitant Procedure form with its result, unless differently agreed depending from country regulation.
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SYMPTOMATIC 

SUBJECT

ASYMPTOMATIC 

PATIENT

Form Symptomatic subject Test done: POSITIVE FALSE POSITIVE

Adverse Event Record symptoms Update symptoms with 

COVID-19 diagnosis

Symptoms kept until final

diagnosis is known

Concomitant Procedures Record test result (i.e. 

COVID-19 test positive)

Update record (i.e. COVID-

19 test false positive)

Form Symptomatic

subject

Test done: 

NEGATIVE

FALSE NEGATIVE RETEST

Adverse Event Record symptoms Symptoms kept Update symptoms

with COVID-19 

diagnosis

Concomitant

Procedures

Record test result

(i.e. COVID-19 test 

negative)

Update record (i.e. 

COVID-19 test false 

negative)

Additional record for 

test result (i.e. 

COVID-19 test 

positive)



Data: Procedures (3/3)

 Case: COVID-19 test/any other diagnostic procedure COVID related to be captured during the course 

of the study in case of suspected infection

Instructions for the sites reported in eCRF Completion Guideline: the Covid-19 test will be recorded in the 

Concomitant Procedure form with its result, unless differently agreed depending from country regulation.
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SYMPTOMATIC 

PATIENT

ASYMPTOMATIC 

PATIENT

Form Asymptomatic subject Test done: POSITIVE 

Adverse Event No record No record

Concomitant Procedures Record test result (i.e. COVID-

19 test positive)

Form Asymptomatic subject Test done: NEGATIVE

Adverse Event No record No record

Concomitant Procedures Record test result (i.e. COVID-

19 test negative)

ASYMPTOMATIC 

SUBJECT



Data: Medical terms (1/2)

 MedDRA v. 23.0 updated to include COVID related terms (released on 19-April-2020)

 exceptional change to the standard release schedule;

 needed to ensure that any scientific and medical information 

from COVID-19 outbreak can be captured, shared and analyzed

appropriately.

ONGOING STUDIES

Dictionary upgrade to be evaluated at study level

STUDIES IN THE SET-UP PHASE

MedDRA extended version (v. 23.0) to be used

 In define.xml, version used to be clarified as following:
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Data: Medical terms (2/2)

 Main updates ( ~70 new COVID-19 related terms)

 HLT Coronavirus infections added to group these infections (e.g. COVID-19, COVID-19 Pneumonia)

 Investigation terms (e.g. Coronavirus test positive, Coronavirus test negative)

 Immunisation, quarantine terms under SOC Surgical and medical procedures

17 | COVID-19: impacts on data collection and SDTM | S. Mirandola | October 2020, 16th | On-line, IBIG Forum |

Reference: covid-19_related_terms_meddra_23_0_update_0_5



Data: Concomitant Medications
 Case: Medication used as prophylaxis or treatment of COVID-19

Data collection: 

 the actual trade or generic name under “Trade or generic name” of Prior and Concomitant medications form;

 the relationship to COVID-19 should be captured within the “Indication” field for these medications.  E.g., “Prophylaxis: 
COVID-19” or “AE nr <number of corresponding AE>.

Instructions for the sites reported in eCRF Completion Guideline

SDTM impact: 

 no impact on SDTM domain (CM).
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Data: Drug Intake (1/2)
 Case: during the pandemic, subjects may not be able to come to the study site in person to receive or 

return study product

Data collection: 2 options

Option 1. Study Drug Administration form to be amended 
to record reasons 

.

Option 2. Note recorded in the Comment page for 
dispensation not according to the protocol.
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SDTM impact

• DA domain: DAREASND to be used to collect

the reason for missing dispensation.

• EC domain: No action; if the intake is skipped, 

no record will be available in the dataset

SDTM impact

• The information will be available in CO domain.

• EC domain: No action; if the intake is skipped, 

no record will be available in the dataset



Data: Drug Intake (2/2)

 Case: during the pandemic, subjects may not be able to come to the study site in person to receive or 

return study product

.
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In SUPPDA domain

OPTION 1



Data: Missed Visits (1/3)
 Case: COVID-19 pandemic may cause missed visits, and in same cases may result in remote visits 

rather than clinic visits. 

CDISC proposals:

 Track missed visits as protocol deviations (DV domain) 

 New custom domain (VE domain)

Background:

 The Subject Visits (SV) domain is a standard domain that includes data about visits that occurred and there 
is no way within the SDTM model to add variables to the SV domain as either standard variables or 
supplemental qualifiers.

 As per CDISC Guidance for Ongoing Studies Disrupted by COVID-19, the custom Visit Events (VE) could 
be used as interim solution. In the future, it is possible that the solution for recording data about visits that 
did and did not occur may mean using a modified SV domain or using a new domain (e.g., the VE domain).
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Data: Missed Visits (2/3)

 Case: COVID-19 pandemic may cause missed visits, and in same cases may result in remote 

visits rather than clinic visits. 

Data collection: 2 options

Option 1. eCRF update

au
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<include methods: video, telephone contact>
In SUPPVE domain



Data: Missed Visits (2/3)

 Case: COVID-19 pandemic may cause missed visits, and in same cases may result in remote 

visits rather than clinic visits. 

Point of discussion for SDTM implementation: Chiesi approach

SV: we continue to use this domain for visits occurred on site;

VE/SUPPVE: used for visits did not occurred (missed visits) and for visits performed remotely

Option 2. Workaround with data collected on 

the CRF Comments page
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SDTM impact

The CO domain will collect information about missed visits

or visits performed remotely.



Data: Missed Assessments

 Case: due to pandemic some scheduled assessments cannot be performed

Data collection: 2 options

Option 1. eCRF update

Option 2. Note recorded in the Comment page
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SDTM impact
• Non-performance of a test:

--STAT = "NOT DONE".

• Non-performance of all the tests: 

--ALL convention  (e.g., "LBALL" in the LB 

domain)

• --REASND = reason for not performing



Data: Protocol Deviation
 Case: COVID-19 disruptions may lead to protocol deviations 

If no chance to amend the protocol, missed visits, visits performed remotely, assessments not performed etc… 
will be captured as protocol deviations in according to Sponsor procedures (manual PDs and programmatic
PDs).
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In SUPPDV domain



Data: Trial Summary

 Case: TS domain used to indicate if a study was distrupted by a pandemic and the pandemic name

Under internal discussion the usage of TSPARM ‘Data Cutoff Description/Date to capture the date of Chiesi starts 

actions in term of containment measure. 

This to answer to EMA requirement… Additional analyses (to be included in the SAP) to investigate the impact of the 

three phases (pre, during, and post COVID-19) to understand the treatment effect as estimated in the trial” 
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CDISC CT: 2020-09-25

EPIDEMIC in according to 

CDISC CT



Impacted documentation

Data Management

 eCRF guidelines: update needed to include specific instructions to the sites

 DMP: amendment needed in case the approach to data collection changes (affected sections to be 

updated, document history to clarify that the DMP amendment is due to COVID)

 Data Handling Report/DM Report/ad hoc document: update needed to document issues that

remain open at study closure

 Define.xml: to include new domains and new variables

Other documents

 Data Quality Report: to monitor the impact of COVID-19 during the course of the study

 Data Review Report: to include deviations due to COVID-19

 Statistical Analysis Plan: to include additional analysis to evaluate the impact of the COVID-19 
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Next steps

 Development of new custom CRF forms: i.e. COVID-19 History? 

 Improvement of current CRF forms: based on feedback from stat analysis or from the occurrences

of other scenarios
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