
24 February 2023

Submission of comments on 

Name of organisation 

or individual*

Line 

from*
(line Nr 

or 0 for 

general 

comment

)

Line 

to*
(line Nr 

or 0 for 

general 

comment

)

Secti

on 

num

ber

Comment and rationale 

(to go to next line within the same cell use Alt + Enter)

Proposed changes / recommendation 

(if applicable - to be used if you want to propose specific text changes)

Richmond Pharmacology

Dr Jörg Täubel

Dr Ulrike Lorch

Dr Andrew Stokes

Dr Edward Jackson

Dr Saqib Mir

0 0 I. Introduction

Richmond Pharmacology appreciates the opportunity to offer feedback on the ICH M11 (CeSHarP) protocol template 

currently being developed. 

As an organization owned and managed by very experienced and distinguished Principal Investigators and Co-

investigators, we are experts in early phase clinical research. Many of the trials we perform are first-time-in-human 

(FTIH), including healthy and patient participants, the latter often with rare diseases.  The investigational medicinal 

products (IMP) researched in our trials are mostly biologicals and advanced therapies, including in-vivo genome editing 

therapy. 

The sponsors of our clinical trials are mainly based in all regions of the founding regulatory members of ICH. 

Our comments and proposals stem from three decades of continuous practical experience as early phase investigators. 

We are training a new generation of early phase investigators who will see many advances in clinical research. We wish 

to train and guide this next generation of investigators to safely respond to such advancements with flexibility and 

ingenuity. 

We fully support some of the aims of the ICH M11 initiative. However, we are deeply concerned about ICH’s concept of 

achieving these aims with one protocol template that should be used globally for all categories of interventional clinical 

trials, and for all phases of clinical research.  

Such a concept is likely unhelpful for the design and conduct of most early phase clinical trials.  Consequently, many 

parts of the proposed template are either superfluous to what early phase clinical trials need or, even more 

disconcertingly, the template is missing many essential sections required to ensure participant safety and feasible 

practical conduct of early phase trials.

A distinction should be made between the two categories of early phase/exploratory and later phase/confirmatory trials.  

Confirmatory trials may benefit from a template as suggested in the draft guideline.  Exploratory trials should do just as 

their name says:  they need a much greater degree of flexibility, in addition to specific risk management modules to 

To enable us to continue designing and performing safe and innovative early phase trials that provide fast patient 

access to new and advanced therapies, we request that the EWG considers the following three potential solutions:

 1.Exemption:  Should ICH wish to continue developing the template in its current format and content, we would 

request a clear statement in the ICH M11 guideline that exploratory early phase clinical trials are explicitly 

exempted from the use of the proposed protocol template.  

 2.Creation of a platform using conditional formatting and input to distinguish between exploratory and 

confirmatory trials: Rather than developing a one-size-fits-all template, ICH could, in collaboration with subject 

matter experts, develop an electronic platform that allows conditional input of protocol sections required for the two 

main categories of trials.  Using appropriate filters, the platform would ensure that only those sections are 

presented that collect and collate data appropriate for the category of trial.  There could be mandatory sections that 

are presented for all trials once the relevant category has been selected, and optional modules that can be opened 

and completed as needed. 

 

3. Creation of a publicly accessible library of best-practice modular protocol sections, from which 

stakeholders can choose those that are relevant for a clinical trial, and which are kept up to date by all relevant 

subject matter experts. This would be the most adaptable, collaborative, up to date, and least prescriptive 

approach.  It could be compared to the very helpful initiatives and guidelines provided the Heads of Medicines 

Agencies’ Clinical Trials Coordination Group (CTCG), e.g. on contraception and complex clinical trials. 

We provide the rationale for our proposals in the following sections of the response, focusing on key themes 

presented by the ICH Expert Working Group in the draft ICH M11 guideline, and during the presentations given at a 

public webinar on 26 January 2023:

 i.Electronic transferability of modular protocol sections

 ii.Time and cost savings during drug development to improve patient access

 iii.Practical use of an “off-the-shelf” protocol to investigators

 iv.Compliance of protocol design with the “quality by design” principle 

ICH M11: CLINICAL ELECTRONIC STRUCTURED HARMONISED PROTOCOL (CESHARP) 
(Draft Guideline and Template) EMA/CHMP/ICH/778799/2022 & EMA/CHMP/ICH/778801/2022
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0 0 II. Comments and solutions:

 i.Electronic transferability of modular protocol sections

Comments:

We fully support a level of standardisation in terms of the modular organisation of protocols to promote ease and 

completeness of design, review and practical implementation. 

A protocol is a document to be put into clinical action, it must be coherent and readable, but above all it must be safely 

practicable. An IT tool or solution to aid submission/review should not build-in redundant information or reduce the 

quality and safety of a protocol by missing essential sections, just for the ease of review/submission. We should strive 

to promote ease of understanding and consistency whilst bringing regulatory oversight and electronic transferability into 

the next decade.

IT systems already exist that allow electronic transfer of protocol sections/modules into review and approval systems.  

Generally, it is possible to transfer/export any information from various sources into portals of shared information. 

IT solutions should follow user specifications, rather than users being forced into templates dictated by IT solutions. We 

are confident, that the pace of development of new IT solutions fully supports flexible and modular protocol designs for 

each type and category of clinical research. 

Proposed solutions:

We suggest that IT solutions should be found to match user needs.  Specifically, for exploratory research, we 

suggest that they should be exempted from using a template that is designed for confirmatory trials.   Instead, we 

propose conditional (2) and modular (3) solutions outlined above. 

We have been making use of such modules in our protocols for many years for areas we describe in more detail 

later in this document. Usually, these modules are presented as tables or algorithms that are visually intuitive and 

easily implemented.  

This would align with the ICH M11 proposal by maintaining a “modular view of the protocol” to facilitate electronic 

data exchange. 
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0 0  ii.Time and cost savings during drug development to improve patient access

Comments:

There is an abundance of evidence confirming that the use of adaptive and flexible protocol designs significantly 

reduces the number of substantial amendments/modifications, saves cost and time, and improves patient access. 

In contrast, there is to our knowledge no evidence to support the use of a single global multiphase protocol template 

for this purpose, and there was no data presented during the webinar to support this claim.  

We support the idea of creating core common content to save time and costs. We agree, a poorly designed protocol can 

lead to substantial amendments and delay. However, a single global multiphase protocol template would lead to a lack 

of flexibility and adaptability in design. This would jeopardise safety and practical implementation, inevitably leading to 

substantial amendments/modifications, wasting time and resources.  

Proposed solutions:

The proposed ICH M11 template has some good headings and subheadings, but different and additional ones are 

required for early phase researchers and investigators. 

We suggest that - either via a conditional input platform or via a library of best practice modules - tables, figures, 

and algorithms for individual sections are provided, which can be used as required for each specific (category of) 

trial. All sections and modules should reflect current best practice and contain and be suitable for complex and 

adaptive early phase trial design. 

For early phase trials we often need the following modules in keeping with the European Medicine Agency’s 

“Guideline on strategies to identify and mitigate risks for first-in-human early clinical trials with investigational 

medicinal products” (EMEA/CHMP/SWP/28367/07 Rev.1:

 •Graphical overviews, e.g. of trial design and PK/PD modelling 

 •Dose/exposure selection; Dose/exposure escalation rules; trial progression rules

 •Minimum safety data requirements and rules for Safety Review Committees 

 •Risk mitigation tables

 •Adaptive study design features and their boundaries

 •Adverse reaction rules including rules for trial specific adverse effects that need to be prepared for, e.g. hepatic, 

renal, haematological, cardiac, dermatological, cytokine release related, including rules for Adverse Effects of 

Special Interest (AESI) 

Providing a useful array of practical and pragmatic protocol sections/modules presented in a structured, visually 

attractive format (tables, figures, algorithms) that allows easy comprehension and implementation of complex 

topics, would benefit the early phase research community and regulators.
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0 0  iii.Practical use of an “off-the-shelf” protocol to investigators 

Comments:

In the webinar, the EWG members explained that one aim of the initiative was to provide an “off-the-shelf protocol” for all phases of 

clinical research that would aid writing and practical implementation.  

As outlined above, we fully support the aim of establishing core content to share best practice in a collaborative way, to provide practical 

help for those less experienced with protocol writing/design and for electronic transfer of key information. 

The proposed template currently does not meet the standards of “an off-the-shelf” product that is fit for purpose, and neither do we 

think it will ever work equally well for all phases of research.  If, for a specific trial protocol, one would keep all unnecessary sections, add 

all additional essential sections, and deal with amendments in the way suggested, the document would get very large, unwieldy and 

practically very difficult to implement.  It would require extensive administrative and operational resource to bring it into a condition that 

is understandable and practically useable.  It is quite possible that protocols would need to be transferred into another internal document 

that can be worked with.  This cannot be the spirit of ICH. 

 

Crucially, for early phase trials the template does not comply with essential requirements of the EMA’s guideline for risk management in 

early phase clinical trials (EMEA/CHMP/SWP/28367/07 Rev.1).

 

Protocols need to be written with sufficient adaptability to respond to emerging trial results. This is particularly pertinent for complex 

innovative trials where adaptability is not only sought but, in many cases, required extensively (CTFG: Recommendation paper on the 

initiation and conduct of complex clinical trials and FDA: Adaptive designs for clinical trials of drugs and biologics guidance for industry). 

The suggested ICH M11 template does not have the structure or content for this. 

It is not clear why public consultation for this template was not sought earlier, including all relevant stakeholders. 

Protocol design and writing is a complex and collaborative process between Investigator and Sponsor. Regulators also contribute through 

scientific advice and their responses to submissions. Individual Sponsors may utilise templates, which are designed to not only follow 

regulatory guidance, but also adhere to their company policy. Similarly, as Investigators, we have our own systems regarding the 

content and structure of a protocol. Guidance should be used to facilitate a collaborative approach; it is important to consider all 

stakeholder perspectives and to simplify processes as much as possible. 

Early phase clinical research is fast moving, and having one multi-phase template which already seems superseded in parts and non-

compliant with other regional guidelines, does not seem logical. As a research community, we are constantly striving to improve protocol 

design and thereby improve study conduct, safety, and the quality of research. 

Proposed solutions:

Clinical trials should be safe, scientifically sound and presented clearly in a detailed protocol. 

A platform or library of protocol sections or modules could act as source of best-practice protocol content and could 

be tailored to the phase/category of a trial and the nature of the IMP and trial design.  

Change should be made as easy as possible for early phase clinical trials.  It is imperative that a protocol can safely 

respond to unexpected challenges which come to light during a trial rather than adhering to an inflexible template 

protocol which may no longer be safe. 

Consistent placement of content would be helpful but does not necessarily need to be top priority.  IT systems are 

capable of handling relevant information, irrespective of their place.  

Consequently, we do not see the merit in adding key information to appendices. The need for appendices would be 

greatly reduced with the use of modules that consist of tables, figures and algorithms to concisely present 

information within the body of the protocol. From a practical perspective it is better for Investigators to read a 

protocol without having to continually refer to appendices. Appendices should be used to supplement, not replace, 

information within the body of the protocol. 
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0 0  iv.Compliance of protocol design with the “quality by design” principle 

Comments: 

We appreciate that the current proposal of ICH is intended to achieve quality by design. In reality, introduction of a 

protocol template for all phases would potentially make protocols less safe than they should be.  

Proposed solution:

In early phase trials, processes and protocols need to be futureproofed to allow them to adapt, to flexibly support 

safe, dynamic, novel, exploratory research. It would be much easier to do this by adopting a more modular 

approach, either by using a conditional protocol platform to accommodate the choice of exploratory or confirmatory 

trials, or by using a library of best-practice modules.  

The library of best-practice modules option is the most adaptable, because individual modules can be kept up to 

date by small groups of experts on an ongoing basis. 
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0 0  III.Conclusion:

Please can you reconsider your current proposal for implementation of a clinical trial protocol template across all phases 

and categories of clinical research and consider the three alternative options we propose. 
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0 0 IV. Useful links to relevant manuscripts:

 1. Three steps to writing adaptive study protocols in the early phase clinical development of new medicines 

Lorch, U., O’Kane, M. & Taubel, J. 

BMC Med Res Methodol 14, 84 (2014). https://doi.org/10.1186/1471-2288-14-84

 2.Practical risk management in early phase clinical trials 

Coates, S., Täubel, J. & Lorch, U. 

Eur J Clin Pharmacol 75, 483–496 (2019). https://doi.org/10.1007/s00228-018-02607-8

 3. Efficient Design of Integrated and Adaptively Interlinked Protocols for Early-Phase Drug Development 

Programs 

Coates, S., Pohl, O., Gotteland, JP. Täubel, J. & Lorch, U. 

Ther Innov Regul Sci 54, 184–194 (2020). https://doi.org/10.1007/s43441-019-00044-y
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