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26 September 2019

Submission of comments on ICH guideline E8 (R1) on general considerations for clinical studies – Step 2b – EMA/CHMP/ICH/544570/1998

Comments from:

	Name of organisation or individual

	EFPIA 


Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).

1.  General comments
	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	
	We welcome the opportunity to comment to this important guideline. We are in agreement with the guideline broadly and appreciate the introduction of flexibility in this guideline to take into consideration the diversity of clinical trial design and data sources, quality by design and patient input in clinical studies.
In general, the guideline E8 is very good. It is a clear description of all considerations for a well-designed and -executed clinical study and includes an up-to-date view on clinical studies. New insights of this guidance are regarding quality control measures. 

However, the guideline is extremely general and does not consider the new flexibility we have gained in many areas. Issuing this now cements the status quo. For example,

· The guideline still distinguishes between exploratory and confirmatory trials while in practice the transition from exploratory to confirmatory is more and more fluid these days 

· It continues to use the traditional framework for the logical progression of drug development in phases 1 – 4 providing appearance of operating in the old paradigm. It is recommended that this document resets the framework on the approach to drug development. Scientific methodologies have evolved. A multitude of methodologies (e. g., adaptive designs, master protocols, observational research, pragmatic research) is available to be used to provide evidentiality for drug development. We recommend lessening the focus on phases 1 - 4 and instead focus on answering the research questions using appropriate methods at the suitable time
· The use of Complex Clinical Trials (CCTs) is mentioned in one sentence only (lines 358 – 360). Pointing out the possibility of using CCTs would be a suitable contribution to section “2.2 Scientific Approach in Clinical Study Design, Conduct, and Analysis” and “4.3 Clinical Studies”, and could be further elaborated in “4.3.2 Exploratory and Confirmatory Studies …”.
In particular, their role in dose-finding (adaptive phase 2/3 trials) or efficacy in different indications (basket trials) could be mentioned

· Basket - and umbrella trials are mentioned marginally only

· Orphan drugs and Advanced Therapy Medicinal Products (ATMPs) are not taken into consideration. 

In order to reflect innovations in clinical development and technology, the scope of the guideline should be expanded to include discussion of the application of real-world data (RWD) and artificial intelligence (AI) (e. g., RWD in phase 3 safety studies and for the study design; AI as a part of trial design for the stratification of patient populations which also introduce interesting numbers of ethical AI issues, like bias in training data and being able to justify algorithmic decisions).
The need to assess for potential futile use of subjects, e. g., that an entire study or a treatment arm may potentially be considered futile research, is not mentioned. Some guidance on this topic would be helpful.
With respect to control groups, additional guidance on ethical considerations could be provided (e. g., which criteria define an unethical control group, etc.).

The guideline E8 covers drugs as well as vaccines and biologics (lines 32-33). However, throughout the document reference is made to “patients” mainly, whereupon “(healthy) participants” in preventive vaccine studies and programs should also be included. Therefore, the text should be amended to refer to “participant(s)” rather than patient(s).  
Consistent language (terminology, descriptions) should be used throughout the ICH Efficacy Guidelines to prevent confusion. An opportunity for harmonization between E8 and E6 arises at the upcoming review of ICH E6 (R3). E. g., most of the Quality by Design (QbD)-related process described in E8 is redundant compared to section 5.0 of ICH E6 (R2), whereas E8 describes the QbD process slightly differently and introduces new terminology. For instance, the expression “critical to quality factors” appears to convey the same intent as the phrase in E6(R2) “critical data and processes.” 

Repetitions of some content/phrases were noted in several sections of the document (e. g., lines 227-229 describing involvement of stakeholders). Cross-referencing between sections throughout the document would reduce redundancies.
Adaptive clinical trial designs (in our opinion a very powerful way to develop faster early phase trials without “wasting” patients) would be appropriately covered in the planned ICH guidance on adaptive clinical trial designs and hence would not need to be detailed here. A reference would be sufficient.
The order of sections should be changed to enhance clarity on expectations related to Clinical Studies: start with Drug Development Planning (4.) as introduction, followed by section 5, then 1-3 as well as 4,6, 7.
The meaning of Annex 3 is unclear: the table does not provide insights in the use of the “critical to quality factors” concept. In case the table should serve as a cross-reference to other ICH guidelines, completion is required (e.g., dissemination of study results does not include E3, structure and content of clinical study reports). To clearly communicate the intended use of the table the title should be reworded.

	


2.  Specific comments on text

	Line number(s) of the relevant text

(e.g. Lines 20-23)
	Stakeholder number

(To be completed by the Agency)
	Comment and rationale; proposed changes
(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome

(To be completed by the Agency)

	1
	
	Comment: Consider change in title.

Proposed Change: “General Considerations for Clinical Development Planning and Clinical Studies”


	

	3-5
	
	Comment: On line 3, the objective of the guideline is written as "Clinical studies of medical interventions are... ", which can be read that scope of the guidance is interventional trials. 
On the other hand, line 31 describes that the term "clinical study" in this document is meant to refer to a study of a medicinal product in humans, conducted at any point in a product’s lifecycle; which can be read that the guidance scope is not limited to interventional trials. In addition, the subsequent content seems to describe guidance for clinical studies including observational research. If the "clinical study" referred to in this guideline includes not only interventional studies but also observational studies, we propose revision of the description of "Objectives of this Document".

Proposed Change: 

“Clinical studies of medicinal products are conducted to provide information that can ultimately improve access to safe and effective drugs with meaningful impact on patients, while protecting those participating in the studies.”

	

	5 - 7
	
	Comment: In addition to quality, it is important that clinical studies enable sufficient flexibility in their approaches to accommodate modern trial designs and technological advances.

Proposed change: “This document focuses on designing quality and flexibility into clinical studies, considering the diversity of clinical study designs and data sources used to support regulatory and other health policy decisions.” 


	

	27
	
	Comment: if “patients” are mentioned throughout the document does it then mean “trial subjects” in general (hence including healthy volunteers)? Does it deliberately distinguish between the patients and human- or study-subjects (as referred to in line 29 and/or line 36)? 
Proposed change: if this text should be revised to “subjects” or “study subjects” or “healthy volunteer or patient subjects” where appropriate
Comment: IRB/IECs are not considered here as important players.

Proposed change: “…from the perspective of sponsors, investigators, regulatory authorities, patients and IRB/IEC…”


	

	32 - 33
	
	Comment:  Please clarify if the term "drug" or "medicinal product" in this guidance includes not only vaccines and biological products, but also regenerative medical products etc. and nucleic acid drugs. 
	

	49
	
	Comment: unclear what the guideline considers a “qualified expert” in this context.

Proposed change: “Emerging clinical and non-clinical data should be reviewed and evaluated. As they become available by the sponsor to assess the potential implications for the safety of study subjects.”


	

	56
	
	Comment: point out that scientific questions are asked.

Proposed change: “…clinical research is to ask important and relevant scientific questions …”.
	

	68 - 70
	
	Comment: Suggestion to remove reference to “non-clinical” development as this guideline’s scope is “clinical” development. 
Proposed change: “For purposes of this guideline, the clinical development plan is considered to cover clinical and post-approval studies (Section 4).


	

	72 - 73
	
	Proposed change: “…the results of prior studies should be consulted to modify the plan of later studies”.

	

	75
	
	Comment: As serially conducted studies are one approach, it is suggested to add approaches more frequently used which include combining study phases (adaptive design) and overlapping study phases.
Proposed change: Addition of sentence: Another approach is to combine studies within the different study phases by use of adaptive design based on the emerging evidence during the study conduct. In addition, overlapping study phases is an approach which is frequently used.

	

	76 – 85

Section 2.3
	
	Comment:  This section could include examples of how patients’ input could be gathered/shared.

Comment: This section is redundant with Section 3.3.3. which addresses a broader group of stakeholders, including treating physicians and clinical investigators.
It will be helpful to identify "stakeholders" at the beginning of the document. Caregivers are stakeholders too, but they will not always be included in feedback sessions.

Generally, patient involvement should not be linked to operational questions only: patients’ and caregivers’ input will facilitate to develop drugs which are ultimately taken and adhered to by the patient, leading to improved health outcomes.
Proposed change: Remove redundancy between 2.3 and 3.3.3 sections by largely referring to the other.

	

	77 - 78
	
	Comment: Usually, only relevant stakeholder perspectives should be captured when designing a study. 
Proposed Change: “Consulting with patients and/or patient organizations in the design, planning and conduct of clinical studies helps to ensure that all relevant perspectives are considered and captured”.


	

	81 - 84
	
	Comment: add wording as stated below.

Proposed change: “Patients also provide their perspective of living with a condition, which contributes to the determination of endpoints that are meaningful to patients, selection of the right population, insights into benefit-risk perception from a patient perspective, duration of the study, perspective on drug administration and formulation, and use of the appropriate comparators.”


	

	85
	
	Comment: add wording
Proposed change: “This ultimately supports the development of medicines that are better tailored to patients’ needs and potentially increase patient's long-term adherence to treatment and therapy.”

	

	87
	
	Comment: This section should cross-reference to ICH E6(R2) section 5.0

	

	99 – 101


	
	Comment: Monitoring is a quality control activity and not quality assurance activity. As such, the text should be amended to reflect this. Proposed change to 101 is to enhance clarity of the sentence

Proposed change: “Quality should rely on good design and its execution rather than overreliance on retrospective document checking, monitoring, auditing or inspection. The latter activities are an important part of quality control and quality assurance processes but are not sufficient to ensure quality of a clinical study.”


	

	111 - 113
	
	Comment: “minimal” reporting be a limitation.
Proposed change: “… to be implemented with reasonable reporting or …”

 
	

	114 - 116
	
	Comment: The need to include only site staff who are qualified/trained may be implied by reference to “suitable investigator sites”. However, for clarification it is recommended that a reference to “staff being qualified/trained” is included. 
Comment:  The current draft does not specifically mention Critical to Quality (CTQ) factors that might be appropriate to consider when utilizing CROs, vendors or other third-parties. This may be implied by reference to “other parties” and “external sources” within the document. Given the prevalence/use of third parties in the conduct of clinical trials it would be helpful to call this out.
Proposed Change: “Operational criteria are also important, such as ensuring a clear understanding of the feasibility of the study, selection of suitable investigator sites including qualified/trained staff, suitability and qualification of third-party service vendors, quality of specialized analytical and testing facilities and procedures, and processes that ensure data integrity.”


	

	117
	
	Comment: ICH E6(R2) Section 5.0 describes the identification of data and processes that “are critical to ensure human subject protection and the reliability of trial results” (data) as being a critical step in the quality management process. Introducing a new term which seemingly has the same purpose is likely confusing. This needs to be aligned during the planned update to ICH E6.

	

	134 - 140
	
	Comments: The process to identify and prioritize risks to quality described here is not consistent with that recently introduced in ICH E6(R2). Therefore, this needs to be aligned during the planned update to ICH E6.


	

	134 - 135
	
	Comment: The term “other parties” is too generic and therefore it might be helpful to provide examples. 
Proposed change: “The sponsor and other stakeholders (such as CROs, other vendors, patient representative groups) designing quality into a clinical study should identify the critical to quality factors.”

	

	135- 137
	
	Proposed Change: “Having identified those factors, it is important to identify the associated risks against existing risk controls by considering the likelihood of errors occurring, the extent to which such errors would be detectable, the impact of such errors on human subject protection and reliability of trial results.”


	

	141 - 143
	
	Comment: It is considered appropriate that critical to quality factors be predefined. 
Proposed change: “Proactive communication of the predefined critical to quality factors and risk mitigation activities will …”


	

	146 - 147
	
	Comment: It is considered that reference to “perfection” is not appropriate for this guideline. 
Proposed change: “The quality factors should be prioritized to identify those that are critical to the study at the time of the study design, and study procedures should be proportionate to the risks inherent in the study and the importance of the information collected.”


	

	150 - 153
	
	Comment: CTQ factors are not an outcome. Is the purpose here to suggest that the study should be designed to avoid unnecessary complexity such that it is clear what is critical to quality in the study?  What does proper protection mean? For subjects the safety and well-being, for study objectives however? Can include alpha protection e. g., but what else is meant? 
Proposed change: “The study should be designed to avoid unnecessary complexity and should be clear and not be cluttered with minor issues (e.g., due to extensive secondary objectives or processes/data collection not linked to the protection of the study subjects and/or primary study objectives) so that it is clear what is critical to quality in the study.”

	

	151
	
	Comment: “extensive” secondary objectives – how is that understood? It may be subjective or a case-by-case assessment. In selected instances eg in case of qualification of a novel endpoint it may be valuable to include a number of secondaries, not to clutter but to better inform validation


	

	154 - 211
	
	Comment:  It would be helpful to provide examples of critical to quality factors.

	

	156
	
	Comment: ICH E9(R1), the estimand addendum, could be referenced here. It provides a framework to clearly articulate a study objective and derive an estimand from it.

Comment: Engagement of regulators is only mentioned regarding novel elements in a study; however, a general recommendation of early engagement with regulators on quality aspects of clinical trials may be more advantageous


	

	160
	
	Comment: Sentence needs to be added to clarify that “avoid unnecessary complexity” does not exclude the conduct of studies which use modern approaches to trial design, such as adaptive designs, master protocols etc.
Proposed change: add sentence behind “Study designs should be operationally feasible and avoid unnecessary complexity and unnecessary data collection. The use of modern approaches to trial design such as adaptive designs, master protocols and other innovative design approaches which can benefit patients are not to be considered as unnecessary complexity.”

	

	161 - 162
	
	Comment: Suggest addressing other important stakeholders as referenced in section 3.3.3 
Proposed change: “Input from a broad range of stakeholders, including patient consultation and Investigator site early in the study design process contributes to these factors and would be likely to result in fewer protocol amendments. Patient consultation shall reflect the global requirements and shall not be limited to selected countries/regions.”  

Comment: is “patient” consultation interchangeable with “subject” consultation?

	

	161
	
	Comment: This wording is not clear – do we imply the expectation that patients are systematically consulted on the study design (e.g. including ph1 studies)?


	

	162 - 163
	
	Proposed change: “Clearly written study protocols and case report forms/data collection methods should enable the study to be conducted as designed.”

	

	164 - 165
	
	Proposed change: “Identification of critical to quality factors and continuous oversight of risk management activities will be enhanced by approaches that include the following elements:”


	

	166 - 180
	
	Comment: This subsection is part of Section 3.3 “Approach to Identifying the Critical to Quality Factors”.  It is not considered that the reference to the sponsor organizational culture is appropriate for this guideline or relevant to Section 3.3.
Proposed change: consider deleting this section 3.3.1 “Establishing a Culture that Supports Open Dialogue” 

	

	167
	
	Proposed change: “Introduce a global culture approach that values and rewards critical thinking and open dialogue about quality and that goes beyond sole reliance on tools and checklists.”


	

	169 - 172
	
	Comment: Can’t see how this example is related to the sentence in line 169. The example is a rather general description.
Proposed change: Delete example


	

	173 - 175
	
	Comment: Is this sentence dealing with risk mitigation plan? Add practical examples of situations and stakeholders to be involved to create a culture that values and rewards critical thinking and open dialogue about quality or introduce risk mitigation. 
Proposed change: “Encourage proactive dialogue between … about what is critical to quality and establish a risk mitigation plan.” 

	

	178
	
	Proposed change: “Gather and synthesize evidence in a transparent manner, acknowledge gaps in data and conflicting data where present and known, and anticipate the possible emergence of such gaps or conflicts and communicate them clearly to all involved stakeholders upon awareness.”
                                                                                                                                        
	

	188
	
	Comment: It is suggested that the phrase “errors that matter” be clarified and put into context and to consider referencing that resources/effort should be applied in a manner that is proportionate to risk to quality.
Proposed change: “Deploy resources to identify and prevent or control errors  deemed to be important within the context of the study and apply those resources in a manner that is proportionate to risk to quality.”

	

	189
	
	Comment: Remove redundancy between sections 2.3 and 3.3.3 by largely referring to the other section.


	

	190 - 191
	
	Comment: It should be clarified that the proposed stakeholder list is not exhaustive. In addition, normal practice would be that the patients’ perspective is provided by representative(s) of patient organization(s). It is also suggested that the broader term “health care professional” be used in place of “physician”. 
Proposed change: “Clinical study design is best informed by input from a broad range of stakeholders, such as patients’ organizations (s)  and health care professionals. “


	

	193 - 201
	
	Comment: This paragraph could also acknowledge the benefit of fostering early patient engagement which can enhance recruitment and retention and thereby improve the collection of data. 
Proposed change: Add statement after Line 201: “This early patient engagement can also enhance recruitment and retention and improve the collection of data.”

	

	202 - 204
	
	Comment: Should also reflect the need to discuss novel designs with regulatory authorities and other stakeholders e.g. ethics review boards.
Comment: As noted in Section 4, early engagement with regulatory authorities should be considered for efficient drug development. Recommend revising statement to encourage early engagement with regulatory authorities to agree on study elements critical to quality, and not only when a study has novel elements.
Proposed change: “When a study has novel elements considered critical to quality (e.g., defining patient populations, procedures, or endpoints), or uses a novel design approach (e.g. adaptive design, master protocols etc.), early engagement with regulatory authorities and possible other stakeholders, such as ethical review boards should also be considered.” Early engagement with regulators should also be considered for seeking agreement on study elements critical to quality.


	

	206 - 208
	
	Comment: Based on this description, the need is to review risks that have been identified in order to validate that risk control measures have been sufficiently effective.
Proposed change: “Build on accumulated experience and knowledge with periodic review of critical to quality factors to determine whether adjustments to risk control mechanisms are needed to account for new risks that were not previously identified, since new or unanticipated issues may arise once the study has begun and account.”

	

	217
	
	Comment: Consider adding reference to interactions with HTAs as this is becoming more and more important.
Proposed change: “This is particularly important for multiregional studies to ensure the study design is aligned with regional regulatory requirements as well as requirements to ensure subsequent market access where appropriate.”

	

	220 - 226
	
	Comment: Suggest also listing the use of registries here.
Proposed change: “The plan generally includes characterization of formulation development, non-clinical studies required to support the evaluation of the product in human clinical studies and to support product approval, clinical studies designed to support the demonstration of efficacy and safety in the relevant patient population, studies in special populations as well as any proposed registries and any other relevant sources of real world data (e.g., pediatric populations), regional considerations for product commercialization (e.g., health technology assessments), and post-approval studies. 


	

	227
	
	Comment: unclear what the guideline means by “priorities of stakeholders” 
Proposed change: clarify or give example.

	

	232
	
	Comment: This draft document and ICH E17 “Multiregional Clinical Trials” cited do not have much guidance in how to tackle challenges among different data privacy, protection, and compliance regulations from EU (GDPR), US (HIPAA), Japan (APPI) etc.

	

	234 - 236
	
	Comment: a global approach is also needed for patients’ consultations/input.

Proposed change: “The results of a study are often used in regulatory submissions in multiple regions, and the design should also consider the relevance of the study results for regions other than the one(s) in which the study is conducted. A global approach to patient consultation and input should also be considered.”

	

	242 - 258
	
	Comment: Suggestion to delete the entire section 4.1 as this discusses non-clinical studies which are out of scope of this guideline. The reference to ICH S guidelines and ICH M3 guideline has been suggested instead. 
Proposed change: Delete entire section 4.1, Non-Clinical Studies.


	

	248 - 250
	
	Comment: In the current text, both drug type (small molecule) as well as modalities (biologic/cellular/gene therapy) are listed as examples of the drug’s chemical or molecular properties. It is therefore recommended that the text be amended accordingly. In addition, clarification is requested regarding the meaning of the term “complex drug.” 
Proposed change: “These characteristics are determined by the drug’s chemical or molecular properties when given as, for example, a small or large molecule, or as a cellular/gene therapy product, complex drug, or vaccine); …”


	

	276
	
	Comment: Introduce the concept of pre-proof of concept and post-proof of concept studies.


	

	278 - 279
	
	Comment:  The text states “...ideally a logical, step-wise process...”. However, almost all drug development is actually an orchestration of multiple, parallel studies and processes.  The text should acknowledge this parallel nature of clinical development. 
Proposed change: “Drug development usually follows a logical, step-wise process in which information from small early studies is used to support and plan later larger, more definitive studies. However, modern exploratory clinical research studies may expand and extend multiple times.”

	

	288
	
	Comment: Consider also referencing the use of real-world evidence here. 
Proposed change: “Throughout development, new data may suggest the need for additional studies or use of real-world data to support the use of the product.”  


	

	298 - 300
	
	Comment: not only the “tolerability” but also the “safety” will be assessed of “the dose range expected to be evaluated in later clinical studies” and above.

	

	302-320
	
	Comment: The section on pharmacokinetics is not applicable for vaccines. This should be acknowledged.  
Proposed change:  Add the following paragraph at the end of section 4.3.1.2:  Pharmacokinetic studies are usually not required for vaccines. However, such studies might be applicable when new delivery systems are employed or when the vaccine contains novel adjuvants or excipients. The need for pharmacokinetic studies and their design should be considered on a case by case basis and it is recommended to consult Regulatory Authorities.

	

	321 - 330
	
	Comment:  The section on pharmacodynamics does not address the vaccine specificity. For vaccines, pharmacodynamic studies consist of the assessment of immunogenicity. This should be acknowledged.  
Proposed change:  Add the following paragraph in section 4.3.1.3:  For vaccines, pharmacodynamic studies are essentially comprised of the immunogenicity studies that characterize the immune response to the vaccine.

	

	322 - 326
	
	Comment: Consider also referencing the use of modelling approaches here.
Proposed change: “Depending on the drug and the endpoint studied, pharmacodynamic studies and studies relating drug levels to response (PK/PD studies) may be conducted in healthy volunteer subjects or in patients with the target disease. A PK/PD modelling approach can also be employed to reduce the extent of clinical studies where appropriate. If there is an appropriate measure, pharmacodynamic data can provide early estimates of activity and potential efficacy and may guide the dosage and dose regimen in later studies.” 


	

	325
	
	Comment: specify target engagement as well. 
Proposed change: “…. early estimates of activity, target engagement and potential efficacy…”

	

	326
	
	Comment: Introduce the concept of proof of mechanism.

Proposed change: “… and dose regimen in later studies. These studies can support clinical proof of mechanism.”


	

	328 - 330
	
	Comment: Given that certain medicinal products (e.g. monoclonal antibodies, drug-device combinations) may have long t1/2, consider revising this statement “with a short duration of drug exposure”.

Proposed Change: “… with limited dosing in patients at this early stage.”


	

	331 onwards
	
	Comment: We suggest to move away from the numbering of clinical trial phases as this can cause confusion with some international bodies as to what these phases really mean in this new era of innovative trial designs and phaseless development.

Comment: We suggest to include a general comment that traditionally the phases were numbered 1-4, but we should now focus on the concept of totality of evidence which can come from exploratory and confirmatory designs. Flexibility here is important.


	

	332
	
	Comment: should not define that Exploratory studies are Phase 2 following new guideline concept. 
Proposed Change: “Exploratory studies (usually Phase 2) support clinical proof of concept…” 

	

	336
	
	Comment: unclear what the guideline says about “concomitant medication” here.

Proposed change: suggest to clarify, is this combination therapy, or give example.


	

	342
	
	Comment: Should not define that Confirmatory studies are Phase 3 following new guideline concept. 
Proposed Change: “Confirmatory studies (usually Phase 3) are designed…”


	

	347 - 350
	
	Comment: The sentence seems to imply that a broader population is needed in the confirmatory trials. This is not necessarily the case but is subject to various aspects such as but not limited to trial design/feasibility, drug, disease. It is therefore suggested to add “may”.
Proposed change: “These subjects may more accurately represent the population of patients who will receive the drug once approved and may include subgroups of patients with frequently occurring or potentially relevant co-morbidities (e.g. cardiovascular disease, diabetes, hepatic, and renal impairment) to characterize the safe and effective use of the drug in patients with these baseline conditions.”

	

	359
	
	Comment: Suggest to either delete “innovative” here or explain difference between innovative and adaptive. 

The key point is to use designs that have the potential to be efficient, such as group-sequential or adaptive designs.

Proposed Change: “They may use complex adaptive or  design to realize …”

	

	366
	
	Proposed Change: “… be conducted to demonstrate effects on clinical outcomes.”


	

	367
	
	Comment: As elderly subjects are likely to be studied in Phase 3 or earlier, suggest the following edit:  
Proposed Change: “Studies in special populations, such as pediatric populations, may be conducted….”

	

	368 - 369
	
	Comment: suggest to be more specific about “special patient groups”.
Proposed change: “… potential risks or specific patient groups at risk.”

	

	378
	
	Comment: For special population, it is often difficult to conduct regular clinical trials, so how should we consider various trial designs as described in Section 5?


	

	386
	
	Comment: Although technically not a “special population”, recommend that non-clinical (section 4.1) and clinical considerations for investigations in women of child-bearing potential are addressed in this guideline.

	

	389
	
	Comment: outcome of the pregnancy may not be known at the time of the clinical study report finalization. 
Proposed change: suggest to add “or further reporting”, or “if available at the time of the clinical study report”.


	

	407
	
	Comment: The concept of obtaining input from the various parties that will play a role in performing high quality clinical studies is referenced in many different sections of the document. Could the document be simplified if that process is consolidated here in the feasibility section?

	

	410 - 412
	
	Comment: As enrichment strategies are becoming more widely used to ensure targeting of treatments to patients who can most benefit, it is suggested to mention enrichment strategies.  
Proposed change: “A detailed feasibility assessment includes consideration of study design (e.g. using enrichment strategies) and implementation elements that could impact the successful completion of a clinical development program or study from an operational perspective in a geographical region.”


	

	414 - 420
	
	Comment: The study's schedule of activities is also an important determinant of operational feasibility at the site. Also include reference that obtaining input from study site staff is important to assess and improve operational feasibility.

Proposed change: “Feasibility considerations include but are not limited to the availability of qualified investigators/site personnel with experience in conducting a clinical study; availability of equipment and facilities required to successfully conduct the clinical study; operational feasibility at the site based on the study schedule of activities; availability of the desired patient population; ability to enroll sufficient numbers of participants as determined by the study’s power analysis; the ethical and regulatory considerations, which include informed consent, parental/caregiver consent and patient assent for pediatric studies; and regional standards of care. Obtaining input from staff at the potential study site is important to assess and improve operational feasibility.”

	

	418
	
	Comment: For a study with a time-to-event endpoint (such as e.g. PFS or OS), the number of patients is not determined through the power analysis. Rather, the latter determines the number of events that need to be collected. The number of patients then “only” determines how long it takes to collect the prespecified number of events.


	

	421 - 424
	
	Comment: Duration of the study is an important factor here.

Proposed change: “… (e.g., impact of study procedures, meaningfulness of the study objectives/outcomes, study duration). …”

	

	425 - 429
	
	Comment: Meaning of bolded part of sentence not entire clear “It is important to not underestimate the value that appropriate and early consultation with patients will have on the feasibility of the study, adherence to the protocol, and, more essentially, relevance (or suitability) for patients of the drug approval based on the accumulated knowledge and experience from the clinical studies. “ 
Proposed Change: “It is important to not underestimate the value that appropriate and early consultation with patients will have on the feasibility of the study, adherence to the protocol, and, more essentially, relevance (or suitability) of the drug approval for patients, based on the accumulated knowledge and experience from the clinical studies.”


	

	425
	
	Comment: Whether patients who withdraw from treatment should remain in the study depends on the clinical objective and the estimand derived from it. A reference to ICH E9(R1) might be useful.

Or, pertaining to quality factors, does the statement intend to say that patients should remain in the study for safety reasons primarily? Suggest to clarify this.


	

	430
	
	Comment: Section 5 directly links the study objectives with the study design. Subject to its approval, the draft ICH E9(R1) Addendum to the guideline on statistical principles for clinical trials (on estimands and sensitivity analysis in clinical trials) specifies an intermediate step of defining relevant estimands for the study. Only after this intermediate step can the most appropriate study design be considered, which can address the defined estimands. In addition, terminology from the ICH E9(R1) Addendum seems to be present, for example the concept of “intercurrent events” is specified in lines 568-569. 
Proposed change: Please add cross reference to ICH E9(R1) Addendum and the notion of estimands, if approved at the time of publishing this guideline.


	

	450 - 451
	
	Comment: It is recommended that the term “available” be replaced by “eligible” as the latter is a more accurate description of the study population. 
Proposed change: “In practice, the study population is limited to subjects eligible to participate and for whom consent is available (see ICH E6).”

Comment: This will be under the current ICH-E6, but the need for consent when using various data sources such as Real-World data will be a future discussion. 
Proposed Change: "… the study population is limited to subjects available to participate and usually for whom consent is available.”

	

	480
	
	Comment: For adapting the scope to broader study designs.

Proposed Change: “An important distinction between studies is whether the choice of the drug and the health …”

	

	487
	
	Comment: “Observational studies are usually conducted in the post-approval period.” 

Proposed Change: This is no longer true. Observational trials are also conducted pre-approval/registration, suggest to delete this sentence


	

	490
	
	Comment: What do you mean by saying that health management is controlled to a lesser degree? This statement is misleading as it could imply to the reader that safety monitoring of patients or rescue medication provision is relaxed as compared to other studies.

	

	502
	
	Comment: “…are due to the treatment they receive.” That is only true if the control data is not only collected internally to the study, but the treatment assignment is also randomized.


	

	503 onwards
	
	Comment: This section covers the possibility to use external data to build a control group. Given the increasing use of RWD and RWE in regulatory submissions and the possibility to build external controls using RWD we suggest to introduce this concept here.

Proposed change: “With use of an external control group, subjects are selected from an external source (which could come from other clinical studies or from Real World Data (RWD) sources such as Electronic Health Records (EHRs), Insurance claims/billing data or registries) and the control group subjects

may be treated at an earlier time (historical control group) or concurrently to the patients in the experimental arm (prospective control).


	

	534
	
	Comment: Exploratory endpoints play an important role in some clinical research scenarios. Reference and guidance on their appropriate use should be provided in 5.1.4 Response Variables. 
Comment: In this section, perhaps the concept of ‘estimand’ should be introduced with appropriate reference to ICH E9(R1), when approved.
	

	550
	
	Comment: Are these then always pragmatic trials when they make use of existing data?

	

	554 - 555
	
	Comment:  Both short-term surrogates and clinical outcomes can be “objective”.

Proposed change: Remove the word “objective”. “For example, a proof-of-concept study may employ short-term surrogates rather than clinical outcomes.”


	

	558
	
	Proposed Change: “…the extent of safety data collection may be tailored to the objectives of the study (See ICH E19).”

	

	564 - 566
	
	Comment: Clarification of the phrase “comparability of test groups” is requested e.g. balance in baseline characteristics across test groups. Also, the use of word ”thereby” suggests that the randomization does not work directly towards minimizing the possibility of bias in treatment assignment, suggest deleting it.
Proposed change: “In conducting a controlled study, randomized allocation is the preferred means of assuring comparability of test groups, minimizing the possibility of bias in treatment assignment.”


	

	564
	
	Comment: The potential for external controls is limited by the current wording; suggest to include broader wording to take future developments in the design of control groups into consideration


	

	568 - 569
	
	Comment: what is exactly meant with “events after randomization” (intercurrent events)? 

	

	569
	
	Comment: The term “intercurrent events” is introduced in ICH E9(R1), might be good to add a reference.


	

	569 - 574
	
	Comment: Suggestion to have terminology which is consistent with other sections (4.4 line 424-425 and 6.2.2 line 709) on withdrawal. I.e. study subjects withdrawing either from the study or from treatment. 
Proposed change:
“For example, there may be differences in the follow-up patterns between the groups, such as subjects in one group withdrawing from the study because of adverse events or lack of efficacy. Careful consideration of the potential impact of intercurrent events will help with the identification of critical to quality factors, such as preventing withdrawals, retrieving data for withdrawals, and definition of treatment effect in the presence of withdrawals.”

	

	577 - 579
	
	Comment: Single-blind might mean the patient knows the assignment, but the investigator does not. It is not an inherently directional term. In addition, there can be studies where the patient is blinded to assignment, but only some of the study staff are blinded, such as only the investigator making efficacy assessments, but the investigator who evaluates adverse events and can make decisions on management of the patient during the study is not blinded or expected to become unblinded due to adverse events or laboratory values.  This scenario does not fit either the two definitions the guideline describes. It is therefore recommended that the definition of “single blind” studies be expanded. 
Proposed change: “ A study where only one party is blinded, (for example only the investigator or only the patient) to the treatment allocation is called a single blind study.”

	

	582 - 585
	
	Comment: The use of pre-specified decision rules always reduces the consequences of lack of unblinding. However, as written, the text suggests that this may or may not occur. Furthermore, the use of response variables with objective measurements will also have this impact. It is therefore recommended that the text be amended to reflect these considerations.  
Proposed change: “In an open-label study (either single-arm or unblinded comparative), the consequences of the lack of blinding will be reduced through the use of response variables with objective measurements and pre-specified decision rules for aspects of study conduct, such as treatment assignment, subject management, safety reporting, and response variable ascertainment.”

	

	591
	
	Comment: In light of ICH E9(R1) we would consider it beneficial to add here that also an estimand, derived from the clinical objectives, needs to be stated in the protocol.


	

	592 - 603
	
	Comment:  There is no reference to estimand, which is becoming the norm for statistical analysis. 
Proposed change: Include discussion of estimand around sensitivity analyses, intercurrent events, etc.…at least the concept may be introduced and cross-reference to ICH E9 as appropriate.
Comment: It is proposed that consideration be given to specifying the possible scenario of using external data (e.g. results of newly completed studies or other emerging data such as real-world data) to facilitate decision making regarding modifying the design of an on-going study and amending the protocol and statistical analysis plan.

Proposed change:  After line 603: External data (e.g. results of newly completed studies or other emerging data, such as real-word data) may be used to facilitate decision making regarding modifying the design of an on-going study and amending the protocol and statistical analysis plan.

	

	598 - 600
	
	Comment: The reason why the statistical analysis plan should be finalized before the unblinding of study data, or in the case of an open-label study, before the conduct of the study, is not only to "increase confidence that important aspects of analysis planning  were not based on accumulating data in the study or inappropriate use of external data" but more to "avoid influence to the analysis planning by knowing unblinded data in the blinded study, and accumulating data in the open-label study". These steps will increase confidence that important aspects of analysis planning were not influenced by knowing unblinded group data in the blinded study, and accumulating data in the open-label study.
For open label study, a key analysis plan included in the protocol might be sufficient but not a finalized statistical analysis plan.


	

	600 - 603
	
	Comment:  The text does not seem to allow the for the possibility of resizing a study or revising the focus of a novel endpoint based on better estimates of the variability and/or performance of the endpoint from unblinded, interim data. 
Proposed change: Consider revising this text to less proscriptive.

	

	628 - 629
	
	Comment: The definition of the word "Study Data" is ambiguous. It may mean the data that is obtained by sponsor such as CRF. Is it correct? If yes, what does the sentence "necessary information to conduct the study" mean?" In addition, add "data review" as well as monitoring. Please delete the word ""conduct"" and add "review". 
Proposed Change: “The study data should reliably contain the necessary information to, monitor, review and analyze the study.”


	

	629 - 630
	
	Comment: It is recommended that allowance be made for some quality checks, in relation to the paper-based capture, given the context of quality by design. 
Proposed change: “The study data may be acquired through a variety of methods, including paper-based and electronic capture. Paper-based should include a quality check to ensure transcribed appropriately to electronic system for evaluation.”

	

	637
	
	Comment: Can” other mechanisms” be further clarified with examples (e.g.: ePRO?).


	

	640
	
	Comment: Clarify the definition of “secondary data use” (the sentence in line 640-641 is very misleading).? Presently it reads as if the study collects additional data that are not necessary for the primary objective but are just collected for some later use.

	

	644
	
	Comment: Secondary data could also be data coming from other RCTs / clinical trials – suggest to add

Proposed Change: “Examples of secondary data sources that might be used in clinical studies include national death databases, disease and drug registries, claims data, medical and administrative records from routine medical practice, and other RCTs/clinical trials.


	

	659
	
	Comment: Recommend to clarify what “data standards” are by adding examples.

	

	671
	
	Comment:  Text implies that all mentioned Study types in text need to follow ICH E6 as Document refers to “Clinical Study“ with a broad scope as described in section 1 and following. However as per ICH GCP E(R2) the term Clinical Study is regarded as synonym to Clinical Trial associated with narrow scope. Further clarification is needed what embraces the term Clinical Study under the umbrella of ICH E8 and to differentiate to ICH E6.

	

	679
	
	Comment: risk-based approach as per study needs also for training.
Proposed Change: “Study stakeholders, such as sponsors, investigators, coordinators, and other local site staff, site monitors, adjudicators and members of the data monitoring committee, and third-party service providers (e.g., central laboratory or reading center personnel) should be qualified by training and experience prior to enrolment of the first study subject. Updated training should occur during the conduct of the study to reinforce the importance of adherence to study procedures and to address issues related to critical to quality factors observed during the study as required.”


	

	695
	
	Proposed change: “… attention should be paid to any ongoing monitoring of data to avoid  inadvertent unblinding.”


	

	706 - 707
	
	Comment: add ICHE2F 
Proposed change: Pharmacovigilance (A, B, D and F), and ICH E6


	

	713
	
	Comment: As well as the primary responsibility of safety monitoring, a DMC can also evaluate the scientific validity and merit of the clinical trial. It might be helpful to expand this section to mention these additional responsibilities.

	

	717
	
	Comment: You use the term “safety monitoring committee” only once here? Is a DMC meant? Or is it something different? The reference to two different terminologies, “DMC” and “external safety monitoring committee”, is potentially confusing. 
Proposed change: Suggest keeping to DMC.


	

	722 - 732
	
	Comment: Wouldn't it be better to recommend that subjects and patients be accessible? It seems that this will promote patient participation/involvement in clinical trials. Why don't you mention it in this section?

	

	725 - 726
	
	Comment: Please provide specific examples of the "other reporting formats appropriate for the type of study and information being reported "such as for observational studies. Please consider adding such concrete description in ICH-E3 when it is revised.

	

	733 - 772
	
	Comment: Section 7 could be streamlined and embedded in section 3 as this is repetitive.
Proposed change: Delete section 7 “CONSIDERATIONS IN IDENTIFYING CRITICAL TO QUALITY FACTORS” and embed content in section 3.

	

	774
	
	Comment: The word 'ideally' is referenced in a number of places throughout this document.  Considering that the drug development process may follow a variety of different sequences, we suggest considering using a different term here.
Proposed change: “Drug development usually follows a logical, step-wise process in which information from small early studies is used to support and plan later larger, more definitive studies”

	

	777 table
	
	Comment: Suggestion to remove line listing non-clinical development as this guideline has clinical development in scope. 
Proposed change: Delete first line in Table ANNEX 1: TYPE OF STUDIES. “Non-clinical testing to support and supplement clinical investigations.”
Comment: Consideration to add human-factor studies to table, particularly to align with reference to drug-device combination products (line 238).

Comment: add into the table below micro dose studies to the section Human pharmacology, study examples
Comment: In the table listing the different types of studies, it should also be mentioned that modern exploratory clinical research studies may expand and extend multiple times thus increasing the overall duration (e.g. Umbrella & basket studies, master protocols). 

Comment: 6th row: The example of a “post-authorization safety study (PASS)” is not provided. Given the high importance and frequent used of these types of studies, perhaps this should be added. 
Proposed change: Add “Post-authorization safety study (PASS)”

	

	786 table
	
	Comment: Clarify how dissemination of study results may be a critical to quality factors. Is it dealing with transparency of results? Add a tick in ICH E3 for study reporting – dissemination of study result.

Comment: ICH E6 is expected to change a lot with GCP Renovation, but ICH E6 will be applicable to all except Accrual and Dissemination of Study Result.
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