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Dose Escalation Assessment and Mitigation Plan
	[bookmark: _Hlk168054931]Full trial title
	

	  Protocol Number and Version/ date
	

	IRAS number
	

	R&D number 
	



1. Documents reviewed
	[bookmark: _Hlk168055807]Document
	Version
	Reviewed by MHRA? Y/N

	
	
	

	
	
	

	
	
	



2. Dose escalation design
Insert information here




3. Dose escalation strategy
	
	Information
	Source

	3.1 Minimum number of participants required per cohort to a dose escalation meeting
	
	

	3.2 Minimum time points (visits) required prior to a dose escalation meeting.
	
	

	3.3 Minimum data set (critical data) required prior to a dose escalation meeting.
	
	

	3.4 What is the defined safety analysis population?
	
	

	3.5 What is the strategy for replacement of withdrawn participants?
	
	

	3.6 Where are individual participant stopping criteria defined?
	
	

	3.7 Where are cohort stopping criteria defined?
	
	

	3.8 Where are trial stopping criteria defined?
	
	

	3.9 Does the protocol include sentinel dosing?
	
	

	3.10 What are the mechanisms for preventing dosing at site prior to completion of the required sentinel dosing?
	
	





4. Data
	
	Information 
	Source

	4.1 Describe how information regarding the data used to inform the dose escalation decision is provided to the PI (e.g. attendance at DE meeting, meeting minutes, receipt of data package, summary report)
	
	



5. Source Data Verification (SDV) / Quality control
	
	Information 
	Source

	5.1 What is the SDV strategy for the critical data set (expectation is 100% performed by the sponsor unless documented in the protocol or document reviewed and approved by the MHRA)?
	
	

	5.2 Where will confirmation of SDV level be documented by the Sponsor?
	
	




6. Dose escalation meeting
	[bookmark: _Hlk168043513]
	Information
	Source

	6.1 who is required to participate as minimum quorum during the dose escalation meeting
	
	

	6.2 When will the Safety Review Committee meet?
	
	

	6.3 In what document/s is the dose escalation decision documented?
	
	

	6.4 How is the dose escalation decision disseminated to site?
	
	



7. Dose escalation implementation at site
	
	UHBW expectations

	7.1 How will the PI’s approval to dose escalate at site be confirmed?
	The PI will complete and submit a Dose Escalation Authorisation Checklist (TMPL_029) to the CRF Senior Management and Prioritisation Group (SMPG) / UHBW R&D SMT (delete as applicable)

	7.2 Where will the dose escalation paperwork be filed at site? 
	In the study Investigator Site File

	7.3 How will the PI decisions to dose escalate be communicated at site?
	Endorsed and signed copy of the Dose Escalation Authorisation Checklist (TMPL_029) will be circulated via email to:
· Principal Investigator 
· CRF Manager and crf@uhbw.nhs.uk / Research Approvals researchapprovals@uhbw.nhs.uk (delete as appropriate)
· Clinical Trials Pharmacy
A copy will be uploaded to EDGE® to enable access by the delivery team when preparing for high-risk dosing (for CRF studies this will be uploaded to the CRF folder, for non-CRF studies this will be uploaded to the pharmacy folder).

	7.4 Will authorisation to dose escalate at site be delegated to another investigator? If so, in what capacity? 
	



8. Risk and mitigation 
	Question
	Risk score* (tick)
	Acceptance Justification
	Mitigation

	
	Yes
	No
	
	

	8.1 Minimum number of participants per cohort required for dose escalation meeting defined
	
	
	
	

	8.2 Minimum timepoint per cohort required for dose escalation meeting defined
	
	
	
	

	8.3 Minimum critical dataset defined
	
	
	
	

	8.4 Will participants who withdraw for reasons unrelated to treatment and prior to minimum timepoint be replaced?
	
	
	
	

	8.5 Will the data from all participants, per cohort, who receive at least one dose be included for dose escalation decision
	
	
	
	

	8.6 Protocol includes sentinel dosing approach and has a mechanism in place to prevent dosing at site prior to completion of required sentinel dosing
	
	
	
	

	8.7 Clear individual, cohort and trial stopping criteria
	
	
	
	

	8.8 Minimum critical data and timepoints ensure that data covers all stopping criteria
	
	
	
	

	8.9 PI present at safety Review committee meeting during which DE decision is made
PI Provided with data package
PI Provided with meeting minutes
PI provided with a summary DE decision report
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	8.10 QC to be performed on 100% of critical data by Sponsor
	
	
	
	

	8.11 Percentage of QC performed to be verified for all sites and confirmed in writing to the PI
	
	
	
	

	8.12 Safety Review Committee meeting quorum clearly defined
	
	
	
	

	8..13 Dose escalation decision to be confirmed in writing to the PI
	
	
	
	

	8.14 is the Principal Investigator the only person who will authorise dose escalation at site? 
	
	
	
	


*	Green signifies the process is compliant with the expected standard.
[bookmark: _Hlk168056208]	Amber responses require consideration to document content and may require mitigation.
	Red responses require consideration and acceptance justification and/or mitigation provided.

9. Dose Escalation assessment and Mitigation Plan endorsement 
	Is the Dose Escalation Assessment and mitigation Plan appropriately completed? 
	Yes/No

	  Have risks been justified or mitigated?
	Yes/No

	Are the mitigations (section 8) acceptable?
	Yes/No

	Are all risks mitigated  
	Yes/No

	Comments and additional recommendations (or state N/A)
	

	Is the Dose Escalation Assessment and Mitigation Plan endorsed? 
	Yes/No


Signatures
	
	1
	2
	3

	Name
	
	
	

	Role
	Principal Investigator
	
	

	Signature
	
	
	

	Date
	
	
	


2 – CRF SMPG member if applicable
3 – individual performing QA role
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