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We would like to thank FDA for the opportunity to review this important Pilot Program. The 

comments and answers were developed by a subgroup of volunteers from the PHUSE Data 

Transparency Working Group, consisting of Data Sharing Experts, Regulatory Compliance 

professionals, Academic Researchers, Data Anonymization SMEs and Service Providers. Please 

find our comments in the table below. We hope they are useful.  

  

PHUSE is an independent, not-for-profit organisation run by volunteers. Since its inception, 

PHUSE has expanded from its roots as a conference for European statistical programmers to a 

global membership organisation and platform for the discussion of topics encompassing the work 

of data managers, biostatisticians, statistical programmers and eClinical IT professionals.  

  

PHUSE launched a Data Transparency Working Group in 2014, gathering a cross-industry team 

including pharmaceuticals, CROs, software professionals, data anonymization experts and 

academics to define data anonymization standards and address key aspects of data sharing. The 

Working Group released, in particular, the PHUSE Data De-Identification Standard for SDTM 

3.2, which is used by numerous organisations to share data and referenced in important regulatory 

and industry guidance such as the EMA External Guidance on the Publication of Clinical Data and 

the Ontario De-Identification Guidelines for Structure Data.  

  

PHUSE is also a stakeholder of the FDA, EMA and PMDA and hopes there will be other 

opportunities to assist FDA with relevant regulations or guidance where its expertise can add value.  

  

On behalf of the PHUSE Data Transparency Working Group,  

  

Yours truly,  

  

Jean-Marc Ferran  

PHUSE Data Transparency Working Group Lead  

Email: jean-marc.ferran@PHUSE.eu   
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Number  

Question   Comment/Answer  

General  If the goal of FDA is to provide more transparency around their reviews, the Integrated Review Report is meeting largely this purpose. 

The pivotal phase III studies CSRs are of course informative in this respect and could be used for some secondary appraisal analyses 
or meta-analyses focusing solely on methods and results and understanding better the FDA decision-making as supportive document 

to the Integrated Review report.   

  

But the way they are redacted pose a number of challenges and raise some concerns. The redaction approach FDA is taking (1) leaves 
a number of quasi-identifiers unredacted, which would be anonymized under EMA Policy 0070 or Health Canada PRCI and could 

be used for re-identification attacks, (2) redacts in particular subject ids which limit considerably the data utility of the report (We 
also note that this may not be the primary purpose FDA is trying to address).   

  

In addition, the redaction is done by FDA following the FOIA request approach and the sponsors are not consulted in the process.  

There is a risk that CCI are made public. The process can also create a huge workload for FDA and could delay the approval 

process.   

  

It must also be noted that such CSRs would be available under EMA Policy 0070 or Health Canada PRCI and would have higher 

data utility. In essence, redacted CSRs such as the ERLEADA package could be used for re-identification attacks (also in combination 

with other version of the document under EMA or Health Canada), do not reach either the full data utility potential due to the use of 

redaction and narratives not being in scope and the process could also lead to disclosing CCI. It may be supportive of the Integrated 

Review Report, but such benefit may not outscore the risks outlined above.  

A1  How did the CSR posted in this Pilot affect or 

compare with your understanding of the CSRs 

submitted to FDA by drug sponsors?  

The format and structure are familiar. CSRs may differ in structure and content 

across companies, but this is difficult to reflect upon with one CSR from one 

company available for this exercise.  

 



  

  

4  

PHUSE Data Transparency Project Team–- 25 August 2019  
  

  

DOC.ID: Clinical Data Summary Report Pilot Program Review 

Project: FDA Deliverables Review   

Working Group:   

PHUSE Data  

Transparency   

Question  

Number  

Question   Comment/Answer  

A2  How usable and/or accessible was the 

information in the CSR that was posted for 

the Pilot?  

The redacted CSR is useful to set-up a similar study with methods, endpoints, etc. 

and also as a supportive document to the Integrated Review document for the 

purpose of understanding the FDA review process of a given NDA and conducting 

appraisal or meta-analyses based on methods and results. The redacted CSR itself as 
a standalone document is less useful, in particular the redaction of subject ids and 
for re-use for e.g. Real-World Evidence work.  

  

In terms of accessibility, the lack of Term of Use or log-in process is a concern and 

while a simple link makes it easy to access, the use of such documents should be 

scoped and there should be a mechanism for users to agree to such terms. We also 

believe that should FDA want to proceed with such initiative, a powerful search 

engine should be in place to support accessibility.  

A3  Did the required redactions/ removal of 

certain information from the posted CSR 

affect your understanding or use of the posted 

information?  

The required redactions do not necessarily affect the understanding of the CSR as 

main results and conclusions are still present. Certainly, its use, as highlighted to our 

answer to question A2, increases re-identification risk as many quasi-identifiers are 

kept in as per the FOIA request approach. The removal of the section of narratives 

is altering data utility but we also agree that in the lack of an anonymization approach 

and the number of Quasi-Identifiers that FDA would retain, there is probably a 

rationale for not keeping narratives for data privacy reasons in this case.  

A4  How might the information/content posted 

from this Pilot be used? What other 

information/content would have been helpful?  

The content of the CSR may be used for designing future studies. In terms of 

analyses, it could support appraisal work (e.g. assessing selective outcome reporting, 

publication bias, etc.) or meta-analyses only requiring methods and results.  
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  Anonymized data from in-text patient listings and narratives could be used if 

available for more detailed analyses related to evaluation of harms and safety. 

However, if it remains FDA's intent not to fully anonymize narratives (in the 

riskbased sense understood under GDPR), then it is appropriate not to include 

narratives to avoid compromising patient privacy.  

A5  Given the other review documents available 

(e.g., FDA’s action package), how did the 

posted CSR affect your understanding of 

FDA’s decision-making process regarding 

drug applications?  

The CSR is a good additional document to the action package but as a standalone 

document does not provide information about the FDA decision-making process.  

A6  What do you believe would be the potential 

advantages and disadvantages of posting this 

information routinely?  

Advantages: Posting such information routinely and in an accessible but 

anonymized (pseudonymization or replacement) format which is harmonized across 
the various agencies holds large potential benefits for scientific research (for 

example for appraisal or assessment of biases when conducting a systematic review, 

addressing completely novel scientific questions etc.).  

  

Disadvantages: Given the current format documents have been prepared in using 

mostly redaction rather than anonymisation, there are several risks. Such as, the 

information retained (e.g. age) could be used for re-identification attacks by 

combining demographics released by FDA with other quasi-identifiers released in 

same documents anonymized under EMA or Health Canada policies. There is also 

the potential that Commercially Confidential Information (CCI) could be 

inadvertently released and furthermore, FOIA principles used to redact the 

ERLEDA CSR do not allow for redaction of sponsor employee names which may  
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  expose some employees to risk. It is also a concern sponsors do not have the 

opportunity to review the documents for appropriateness of redactions before 

publication.  

A7  Is there any additional information you would 

like to provide regarding the potential benefits 

or risks, resource requirements, and 

international challenges of publicly releasing a 

limited number of sections from certain CSRs 

at the time of marketing approval?  

Regional data protection policies must be adhered to for all trial participants. 

Consistency across agencies is paramount when considering both the operational 
costs and potential litigation risks posed to the sponsor. The timing of the release 

also needs to be considered, as an industry we do not want to add to the already 

lengthy time to market approval. Besides, preparing CSRs for publication, including 

comprehensive anonymization according to international standards, is 

resourceintensive and FDA resources could be used differently.  

  

Releasing such data publicly poses also two risks. The sponsors are not consulted in 

the FOIA request process and there is a risk that CCI is released. In addition, the 

redaction approach FDA is taking leaves a number of quasi-identifiers unredacted, 

which would be anonymized under EMA Policy 0070 and Health Canada PRCI and 

could be used for re-identification attacks.  
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B1  How does the new format of the integrated 

review inform your knowledge of FDA’s 

basis for making decisions?  

In terms of FDA's stated objectives, this new format was a significant improvement 

over the existing review format and/or simply posting the CSR. The new format 

gives a clear indication of what parameters/data were considered as part of the risk 

and the benefit analyses, revealing potential gaps to those familiar with the disease 

area and/or similar studies, and making the decision-making process far more 

transparent. In particular, the discussion of potential concerns due to study 

population selected and/or treatment provided (i.e., it was clearly identified that this 

study did not include standardized management of bone density loss, so adherence  

 

Question  

Number  

Question   Comment/Answer  

  to such management may change the risk profile). With these gaps more easily 

identified, along with what was considered in the risk/benefit profile, readers can 

build improved studies which will potentially have fewer gaps in data collected, 

treatment regime, etc.  

B2  How does the usability and accessibility of 

information in the new integrated review 

compare to the original review posted on 

FDA’s website?  

Same answer as in B1 above.  
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B3  How could the information provided in the 

new integrated review format be used, if at 

all?  

Transparency into the decision-making process does aid the reader in building a 

better protocol and/or study program. Combined with information from other 

regulatory bodies, this improves research approach overall. It is important to see 

what went into the decisions, particularly if the reviewers are required to continue 

to provide statements about what they see as potential gaps in the study design, 

treatment approach, concomitant treatments (i.e., bone density management), etc.  

When these gaps are pointed up in historical studies via these reviews, we are better 

able to close them in subsequent studies that are for the same or in similar disease 

or investigational product. It is similar to peer review for a journal article - it helps 

build better process the next time.  

B4  What do you believe would be the potential 

advantages and disadvantages of posting 

review documents in this format?  

The Integrated Review Report is useful if the only purpose of the highly literate 

reader is to understand the FDA decision making process and how the FDA review 

team have reviewed documents and results and made comments about whether 

analyses are appropriate and replicable, whether results are robust etc. This would 

also save time for some readers who find regulatory documents difficult to read and 

understand.  

Question  

Number  

Question   Comment/Answer  

B5  Based on the integrated review, were the issues 

that concerned the review team clear and 

understandable? If so, what helped achieve 

this? If not, what can be improved?  

Executive summary and benefit-risk assessment are clear and informative.  

B6  Is there important information in the integrated 

review that is difficult to locate or should be 

added?  

More details on the design, statistical analysis plan etc. could be added in the 

Appendix to allow a reader to make their own judgements as well as reading the 

views of the review team.  
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