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Background

Qualification Opinion (QO) - it is considered that the 
proposed method is an acceptable regulatory 

standard for the defined context of use in drug 
development and shall be used by all stakeholders 

enabling more efficient developments.

The aim of this analysis is to:

analyse the latest 
Qualifications of Novel 

Methodologies (QoNM) 
submissions

examine related 
publications, patents and 
clinical trials within the 
qualified context of use

demonstrate the journey 
of qualification 

procedures from early 
concepts towards 

accepted regulatory 
standards
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01/01/2021

20/12/2022

3 main tasks/findings:

• Context of use (CoU): A table has been created describing 
each qualification procedure, it’s context of use (intended 
and approved), list of issues and search results.

• Lists of issues have been summarized into categories.

• A set of keywords based on the CoU was used for the 
search of clinical trials, publications and patents related to 
the QoNM and the approved context of use.

ClinicalTrials.gov
PubMed (nih.gov)
Espacenet – patent search

43 procedures

QoNM
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https://clinicaltrials.gov/
https://pubmed.ncbi.nlm.nih.gov/
https://worldwide.espacenet.com/


The objective is to seek CHMP qualification for the 
proposed statistical methodology intended to 
improve the efficiency of Phase 2 and 3 clinical 

trials, by using trial subjects’ predicted outcomes 
on placebo (prognostic scores) in linear covariate 

adjustment; such prognostic scores can be 
generated using a predictive model trained on 
historical data. Our approach is efficient in the 

sense that it uses historical data to reduce 
variance of the treatment response estimates 

(and thus reduce the minimum sample size 
required to achieve the desired level of 
confidence) better than other available 

approaches.

Prognostic Covariate Adjustment (PROCOVA™) is a 
statistical methodology intended to improve the 
efficiency of Phase 2 and 3 clinical trials, by using 

trial subjects’ predicted outcomes on placebo 
(prognostic scores) in linear covariate adjustment. 

The proposed framework provides a structure that 
can be used to specify research questions and can 
inform patient preference study design, conduct, 

analysis and reporting when proposing undertaking 
patient preference studies that may inform 
decision-making by industry, regulators, HTA 

bodies and payers.

1. Inform on key considerations when designing, 
conducting and applying the results of a fit-for-
purpose patient preference study (PPS); 

2. Support regulatory decision-making when 
assessing and using preference study results; 

3. Support the discussion between industry and 
regulators about preference studies. 

The intention is to confirm and further inform the 
different measurement properties of the SV95C, 
and to support its use as a primary endpoint to 
assess new drug efficacy in clinical trials from 

Phase 1 to Phase 4 for the measurement of the 
maximal stride velocity of patients with DMD. 

Stride velocity 95th centile measured by a valid 
and suitable wearable device is intended for a 

context of use as secondary endpoint in studies in 
Progressive Neuro Muscular Diseases 

characterized by proximal muscle weakness. 
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SA 22 - All qualification p...

		(Do Not Modify) Case		(Do Not Modify) Row Checksum		(Do Not Modify) Modified On		Case Subject		QO / QA		Opinion date		Context of use - proposed		Context of use - qualified		Context of use -short 		List of issues		Clinical Trials 		Publications 

tc={2EECC2E1-2E49-41C9-904D-9115F313203F}: [Threaded comment]

Your version of Excel allows you to read this threaded comment; however, any edits to it will get removed if the file is opened in a newer version of Excel. Learn more: https://go.microsoft.com/fwlink/?linkid=870924

Comment:
    PubMed		Patents

tc={6917F604-E7E9-4824-8847-8DD1C7E5403A}: [Threaded comment]

Your version of Excel allows you to read this threaded comment; however, any edits to it will get removed if the file is opened in a newer version of Excel. Learn more: https://go.microsoft.com/fwlink/?linkid=870924

Comment:
    Espacenet		Column1

								Case Subject		QO / QA		Opinion date		Context of use - proposed		Context of use - qualified				List of issues		Clinical Trials		Publications		Patents		Letter of Support

		37335a82-4615-eb11-a812-000d3a3a19dc		I9bQOr2T0Tuz1V1iePXdg4q8lOFBkJ5CafTNroQyOzl0h/ZXcm/5Vj5XhrpBQGTTHT3ZeRxCQMTe2OIP9vmyfw==		5/28/21 14:52		Statistical adjustment on deep learning prognosis covariates obtained from histological slides		Opinion		5/20/21		We intend for our prognostic covariates obtained from deep learning on histological slides to be used as adjustments of efficacy analysis in randomized trials for mesothelioma and HCC following surgical resection. Deep learning applied on histological slides is an innovative source of prognostic signal for mesothelioma and HCC following surgical resection. This submission aims at clarifying the existing guideline on covariate adjustment (EMA/CHMP/295050/2013) in this new context and specifying the conditions under which adjustment on a deep learning covariate should be allowed. 		A deep learning algorithm to evaluate histological images and predict prognosis for two distinct conditions. The image information represented in a single index is proposed to be used as a covariate for adjustment in statistical models for analysis of efficacy.		DL algorithm to evaluate histological images		•	Context of use
•	General strategy
•	Model development and performance
•	Model validation
•	Training and confirmation datasets
•	Definition of training and validation datasets for AI/ML methods
•	External validity
•	Model development and performance
•	Model validation
•	Simulation studies		Keywords:
 deep learning, histological images, predict prognosis, Hepatocellular Carcinoma
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 1

tc={342FD361-3A08-41E3-98FE-21511E4CEF30}: [Threaded comment]

Your version of Excel allows you to read this threaded comment; however, any edits to it will get removed if the file is opened in a newer version of Excel. Learn more: https://go.microsoft.com/fwlink/?linkid=870924

Comment:
    mesothelioma - no hits		Keywords:  deep learning, histological images, predict prognosis, Hepatocellular Carcinoma

Hits BEFORE the qualification date:
4
Hits AFTER the qualification date: 1		Keywords:  deep learning, histological images, predict prognosis, Hepatocellular Carcinoma

Hits BEFORE the qualification date: 213/0

Hits AFTER the qualification date: 21/1		No

		6abd2fad-132b-eb11-a816-000d3a3a1be9		5ignUgkPFhXRwMiQ3wJ29xcVnyLcFtaBC31gEJOMr++0VeOPnkFy56Sr7D0SP1M/0YdEWlVIUlhIIxCsEcM07Q==		2/26/21 11:31		Biomarkers of drug-induced pancreas injury (DIPI)		Advice		2/25/21		A safety biomarker, or biomarker panel, to aid in the detection of acute exocrine pancreas injury in phase I trials where there is an a priori concern that a novel drug may induce pancreas injury (DIPI) in humans. 		Biomarkers of drug-induced pancreas injury (DIPI) is intended to aid in the detection of acute exocrine pancreas injury in phase I trials where there is an a priori concern that a novel drug may induce pancreas injury (DIPI) in humans.		Aid in detection of acute exocrine pancreas injury		No discussion meeting -> no LoI		Keywords: 
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 2

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 169/0

Hits AFTER the qualification date: 46/0		No

		d0830a65-6336-eb11-a813-000d3a3a1b5d		rs3HvHw57UyedEsCqAz2HacpajkFr3nmAv7HsCJRiemFpruKuz0MczHw2AiuKwUMbd9wURuyXEgwBUzvkLXQfQ==		12/17/22 8:39		Model-based CTSP for Duchenne Muscular Dystrophy		Advice		10/13/22		A disease progression model-based CTS platform designed to optimize clinical trial enrichment and design of studies to investigate efficacy of potential therapies for DMD. Measurements of DMD disease progression will be based on changes in  a  series  of  endpoints:  NorthStar  Ambulatory  Assessment  (NSAA),  Velocity  ofcompletion  of  supineto stand  test(Vstand), Velocity of completion of 4-stair climb test(Vclimb), Velocity of completion of 10-meter walk/run test or 30-foot walk/run test(Vwalk/run)andforced vital capacity (FVC). Univariate models weredeveloped to understand the effects of known covariates (e.g., race, mutation type) on the progression of each proposed endpoint with age. Each univariate  model  may,  on  its  own,  be  used  to  inform  clinical  trial  design  optimization  decisions  for  each respective endpoint.This  tool  is  intended  to  simulate  only  the  disease  progression  component  of aclinical  trial  and  does  not capture the subject dropout element.		Model-based CTSP for Duchenne Muscular Dystrophy attempts to model disease progression with the aim to aid clinical trial design in Duchenne Muscular Dystrophy.  		Model disease progression and aid clinical trials		•	Context of use
•	Size and duration of the study
•	Model development and performance
•	Functional endpoints
•	Data capturing and quality management
•	Simulation studies		Keywords:
Model-based CTS platform, Duchenne Muscular Dystrophy
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Model-based CTS platform, Duchenne Muscular Dystrophy
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 1		Keywords:
Model-based CTS platform, Duchenne Muscular Dystrophy
Hits BEFORE the qualification date: 5/0

Hits AFTER the qualification date: 0/0		Yes

		d7b6e9dd-624e-eb11-bb23-000d3a3a106a		BLU3/7xKRSN8HlZZXrXV/rZMB1Q4rBlGBYLa2pHUhsqPIXtygB3slb8giJjnZjuZ8QZMjc1mgUjpanTDRKYIOA==		10/24/22 14:14		Big MS Data Network (BMSD) and incorporated multiple sclerosis (MS)		Opinion		5/20/21		An application for EMA qualification opinion of the Big MS Data group as well as the participating individual six MS registries (the national registries from Czech Republic, Denmark, France, Italy, Sweden and the international MSBase) for post authorisation safety studies (PASS). The included MS registries are all very well developed and contain high quality data which provides a good basis for PASS. The aim of this application to EMA is to provide a data quality and quantity standard in order for pharmaceutical companies as well as regulatory bodies to feel confident in results of PASS. We would also like to provide a core data protocol, a core data set and quality indicator standards that will offer a level of expectations for other MS registries interested in joining the BMSD group.		Performing registry-based post authorisation safety studies (PASS) based on secondary use of data		PASS based on secondary use of data		•	Context of use
•	Fit for purpose
•	Data capturing and quality management
•	Need for prospective data/acceptability of retrospective analyses
•	Data protection
•	Core data elements
•	Target population
•	Safety endpoints
•	Size and duration of the study		Keywords:
registry-based post authorisation safety studies, multiple sclerosis
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
registry-based post authorisation safety studies, multiple sclerosis
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
registry-based post authorisation safety studies, multiple sclerosis
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		Yes

		3971328d-b252-eb11-bb23-000d3a3a1be9		52fQ0j8LLskwsPpKtRbeWg2BhHDHUY5MQT+1KPpChHnkqg3gEDiZOiMA4QD6lZpSGSg9Mn8EPQ+hcI6sJ1IT1w==		3/9/22 18:27		Psoriatic Arthritis Disease Activity Score (PASDAS); Minimal Disease Activity Score (MDA)		Advice		11/11/21		The state of PsA disease activity in adult patients can be defined by the MDA criteria and is intended to be used in interventional or observational studies. 
Proposed use in clinical studies: 
•	Phase III/IV trials (showing significant clinical benefit) rather than phase II trials (looking for initial signal of efficacy).
•	Novel PsA therapeutic strategies could benefit from utilising the MDA measure as primary outcome for the evaluation of their efficacy, particularly in comparison with treatments currently in use.
•	MDA would be beneficial in post-marketing studies investigating real-world effectiveness of therapy in wider populations as well as in longitudinal observational studies including registries. MDA could also be used in strategy trials either as a treatment target guiding drug escalation or as a primary endpoint.		The PASDAS and MDA are intended for use as the primary outcome instruments for clinical trials in psoriatic arthritis. 		PASDAS and MDA as primary outcome intruments in PA		•	Functional endpoints
•	Content validity
•	General strategy
•	Core data elements
•	External validity
•	Target population
•	Face validity
•	Content validity
•	Ability to detect change		Keywords:
PASDAS, MDA, psoriatic arthritis
Hits BEFORE the qualification date: 17

Hits AFTER the qualification date: 2		Keywords:
PASDAS, MDA, psoriatic arthritis
Hits BEFORE the qualification date: 18

Hits AFTER the qualification date: 4		Keywords:
PASDAS, MDA, psoriatic arthritis
Hits BEFORE the qualification date: 8/4

Hits AFTER the qualification date: 10/7		Yes

		f217d190-c667-eb11-b0b1-000d3a3a1fe2		mRvzd93VXPjDKdezS79Bi1vMVFyl0GlrVKq+sC4XD5X0dLmbBGu/aYHGGb0Xr3qPFMPE4WRjt6bT4dfb0+RxDg==		11/19/21 16:11		INNODIA Trial Master Protocol in Type 1 Diabetes Prevention		Advice		5/20/21		An INNODIA master protocol for the evaluation of investigational medicinal products in family members of those with Type 1 diabetes deemed to be at high risk because of circulating diabetes related auto antibodies with the aim of delaying or preventing progression to clinical Type 1 diabetes. In the context of Phase 2 studies exploring the use of single or combinations of IMPs designed to prevent or reverse the decline in beta cell function and delay the onset of clinical diabetes in subjects deemed to at high risk (UFM or screened populations found to have one or more autoantibodies linked to the development of Type 1 diabetes) we have developed a master protocol based on the ‘Backbone’ of the INNODIA natural history study. 		INNODIA provides an opportunity to study the transition from auto-antibody positivity to diagnosis of T1D. 		Study the transition from auto-antibody positivity to diagnosis of T1D		•	Target population
•	Ability to detect change
•	Functional endpoints
•	Modelling approach
•	External validity
•	Clinical trial application and conduct		Keywords:
INNODIA, Type 1 diabetes
Hits BEFORE the qualification date:
3
Hits AFTER the qualification date: 0		Keywords:
INNODIA, Type 1 diabetes
Hits BEFORE the qualification date: 23

Hits AFTER the qualification date: 12		Keywords:
INNODIA, Type 1 diabetes
Hits BEFORE the qualification date: 11/0

Hits AFTER the qualification date: 0/0		Yes

		a6cb26f5-c17d-eb11-a812-0022487f8830		hZ0OR0eK4tUspT+NHe3LKCGVoFtZCoJQXkFVewz/UsyZVJf6ZPx/JYwW2THOKjPC6tWDg2yZP0isaB09ewjsaQ==		3/1/22 11:08		Intermediate Age-Related Macular Degeneration (AMD) biomarker and novel clinical endpoint development		Advice		11/11/21		The aim is to develop novel clinical endpoints for Clinical Trials in patients with intermediate AMD. It also aims to characterise visual impairment in iAMD and its progression, as well as to identify risk factors for progression to late-stage AMD.		The main objective of the MACUSTAR project is to develop novel clinical endpoints for clinical trials with a regulatory and patient access intention in patients with iAMD. This is to be done by examining measurement properties, and correlations between functional endpoints, structural endpoints and patient-reported health in iAMD, through a cross-sectional and longitudinal study.                                               		Novel clinical endpoints for CT in iAMD patients		•	Validation strategy 
•	Functional endpoints
•	Target population
•	External validity		Keywords:
MACUSTAR, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
MACUSTAR, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 5

Hits AFTER the qualification date: 6		Keywords:
MACUSTAR, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		Yes

		0c8765b1-c97d-eb11-a812-0022487f853c		WMpWIp2PpSHFtRiNpIYYKugotVZHOhLIGv0rnhUD8Jz15/PfacqD1pQFpADwL8O7X5yRlH2L3gk/Ir8QTRXJIA==		5/4/22 17:33		IMI PREFER: Patient preferences elicitation				4/22/22		The proposed framework provides a structure that can be used to specify research questions and can inform patient preference study design, conduct, analysis and reporting when proposing undertaking patient preference studies that may inform decision-making by industry, regulators, HTA bodies and payers.		
1. Inform on key considerations when designing, conducting and applying the results of a fit-for-purpose patient preference study (PPS); 

2. Support regulatory decision-making when assessing and using preference study results; 

3. Support the discussion between industry and regulators about preference studies. 		To inform and support regulatory decision making		•	Context of use
•	Model development and performance
•	Target population		Keywords:
PREFER, patient preference study (PPS)
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
PREFER, patient preference study (PPS)
Hits BEFORE the qualification date: 14

Hits AFTER the qualification date: 0		Keywords:
PREFER, patient preference study (PPS)
Hits BEFORE the qualification date: 52/2

Hits AFTER the qualification date: 2/0		No

		50546568-437f-eb11-a812-000d3abd3cdf		MOmHcWYgiiCh+XsYuUdjrvlU+CoWD/j3oRLdG9ttTGAWjOJTbMc4QBmdYIw+MAjP/cbtmy52AhnUsB8KlPJBbA==		9/27/21 12:48		Digital measures of night-time scratch and sleep in Atopic Dermatitis		Opinion		9/16/21		The intended use of this novel methodology is to utilize wearable technology/accelerometry in conjunction with algorithm assessments to quantitatively measure night-time scratch and sleep quantity in patients. These digital outcome assessments will provide quantitative measure of night-time scratch and sleep not only acutely, but also longitudinally while the patients are in their home environment, thereby providing further understanding of the innate variability of symptoms/conditions/diseases. Moreover, when these digital endpoints are monitored in conjunction with pharmacotherapies, it may improve overall treatment of the condition, as well as increase our understanding of these key symptoms and the impact of the pharmacotherapy.		Digital measures of night-time scratch and sleep in Atopic Dermatitis are intended to be used as novel endpoints (either primary or secondary) to assess the efficacy of therapeutic interventions for atopic dermatitis and in all stages of clinical development. 		Novel endpoints to asess the efficacy of therapy for AD		•	Content validity
•	Validation strategy
•	Ability to detect change
•	Model development and performance
•	Target population
•	Context of use		Keywords:
Digital measures, night-time scratch and sleep, Atopic Dermatitis 
Hits BEFORE the qualification date:
1
Hits AFTER the qualification date: 0		Keywords:
Digital measures, night-time scratch and sleep, Atopic Dermatitis 
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Digital measures, night-time scratch and sleep, Atopic Dermatitis 
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		No

		6add1b29-cb7f-eb11-a812-000d3abd3335		88ZhESVpDOw/3PTpFZpSr4/GYv9FLByk77SamuBHs/Ky/djflo0946o4kw2MHPew1BBv3HbTTdE1VHIvdNd1jA==		10/24/22 14:12		Enroll-HD: Registry for Huntington's Disease		Opinion		7/21/22		To use Enroll-HD as a data source and infrastructure support for registry-based studies (drug utilisation studies, drug efficacy/effectiveness studies, or drug safety evaluation studies).		To use Enroll-HD as a data source and infrastructure support for registry-based studies (drug utilisation studies, drug efficacy/effectiveness studies, or drug safety evaluation studies). 		Data source and infrastructure support for registry-based studies		•	General strategy
•	Context of use
•	Target population
•	Representativness
•	Core data and time elements
•	Data capturing and quality management		Keywords:

Hits BEFORE the qualification date:
5
Hits AFTER the qualification date: 0		Keywords:
Enroll-HD
Hits BEFORE the qualification date:
99
Hits AFTER the qualification date: 11		Keywords:
Enroll-HD
Hits BEFORE the qualification date:
5/0
Hits AFTER the qualification date: 0/0		No

		fdc094b9-1080-eb11-a812-000d3abd325d		j3syBYAAJs3GXoA4+KOQpdSl5EVmth9jPZDedD+wvOJNf5+5l66kg1f8tYHWXvoPICamt+9JirTEvODKoC4IQg==		8/9/21 15:23		Tominersen		Advice		7/22/21		The Context of use of the DSTT is assessment of fine motor impairment to detect treatment effect in HD clinical trials with manifest HD patients. 		Outcome measures from the Roche HD Monitoring Application, as illustrated by the example of the digital speeded tapping test (DSTT) are intended to support development of novel products to be used in the treatment of Huntington’s disease, such as tominersen from Roche.		Support novel product development in Huntington's disease		No discussion meeting -> no LoI		Keywords:
DSST, Huntington disease, roche
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
DSST, Huntington disease, roche
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
DSST, Huntington disease, roche
Hits BEFORE the qualification date: 5/0

Hits AFTER the qualification date: 0/0		No

		06e36b09-5480-eb11-a812-000d3abd3f94		f/Nu3eQUuQi6sdTNhOXUd2Cxaana+e3bDxE4r+VP3Rq5XqigyZJ0T8tMQIqver8VrtU2oMO3Bgb26qTEMbRjNQ==		9/27/21 10:20		Sickle cell disease electronic patient-reported outcome (SCD ePRO)		Advice		9/16/21		SCD ePRO (or ePRO) is an electronic daily diary designed for patients (adolescents and adults) with SCD to comprehensively self-report their experience of vaso-occlusive crisis (VOC), the most common clinical manifestation of SCD.		Sickle cell disease electronic patient-reported outcome (SCD ePRO) is intended for the assessment of reduction in the frequency of vaso-occlusive crises and associated morbidity in sickle cell disease.		Assessment of vaso-occlusive crises reduction and morbidity  in SCD		•	Functional endpoints
•	Validation strategy
•	Representativness
•	Data capturing and quality management		Keywords:
Sickle cell disease, electronic patient-reported outcome
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
Sickle cell disease, electronic patient-reported outcome
Hits BEFORE the qualification date: 23

Hits AFTER the qualification date: 6		Keywords:
Sickle cell disease, electronic patient-reported outcome
Hits BEFORE the qualification date: 64/0

Hits AFTER the qualification date: 36/0		No

		d3cf9cf2-6393-eb11-b1ac-000d3a243819		XYSn1wYAhH0Qc1m7QqlbYvk8kqv4G4xWmBw6hBdEXx/gOaM5FqAo3vpEcoD3tjB/7F1sx2134zEqgcGgQJoRYA==		12/20/21 18:17		Digital biomarkers for assessing disease domains of Patients with Multiple Sclerosis (PwMS)		Advice		12/16/21		We propose to first explore the utility of these biomarkers for monitoring PwMS in clinical trials, then to evaluate their prognostic utility, and ultimately, their performance as pharmacodynamic/response biomarkers and endpoints in clinical trials. 		Digital biomarkers for assessing disease domains of Patients with Multiple Sclerosis (PwMS) is intended as a digital remote patient monitoring tool in clinical trials for persons with multiple sclerosis.		Digital remote patient monitoring tool for PwMS		•	General strategy
•	Validation strategy
•	Size and duration of the study
•	Target population		Keywords:
Digital biomarkers, Multiple Sclerosis, digital remote patient monitoring
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Digital biomarkers, Multiple Sclerosis, digital remote patient monitoring
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
Digital biomarkers, Multiple Sclerosis, digital remote patient monitoring
Hits BEFORE the qualification date: 725/3

Hits AFTER the qualification date: 201/0		No

		abf15b85-fb96-eb11-b1ac-000d3a479fd8		MHlQ/casrpYSFe/Z0QoBzxrahpgG1a4I5rcyveWEALdbnEYWxCoffQ+mkAMBWgn9d5IvVP0RFpm8QXYnIfZIJQ==		12/10/21 13:13		Machine-Learning based Model for NAFLD Activity Score (NAS) and Fibrosis Scores as an enrollment and Histologic-based Diagnostic Biomarker In Drug Development for NASH Clinical Trials		Advice		10/14/21		A diagnostic biomarker to assess disease activity score components (i.e., steatosis, ballooning, inflammation) and fibrosis stage in liver biopsies as part of evaluation for enrollment and at follow-up time points in NASH clinical trials. 		Machine-Learning based Model for NAFLD Activity Score (NAS) and Fibrosis Scores is intended as a diagnostic biomarker to assess the Nonalcoholic Fatty Liver disease activity score (NAS) components and fibrosis stage in liver biopsies as part of evaluation for enrolment and at follow-up time points in non-alcoholic steatohepatitis (NASH) clinical trials.		Diagnostic biomarker to assess NAS and fibrosis stage		•	Model development and performance
•	Validation strategy
•	Representativness
•	Functional endpoints
•	Context of use		Keywords:
Machine-Learning, NAFLD Activity Score, Fibrosis Score, Nonalcoholic Fatty Liver disease, non-alcoholic steatohepatitis 
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
Machine-Learning, NAFLD Activity Score, Fibrosis Score, Nonalcoholic Fatty Liver disease, non-alcoholic steatohepatitis 
Hits BEFORE the qualification date: 5

Hits AFTER the qualification date: 3		Keywords:
Machine-Learning, NAFLD Activity Score, Fibrosis Score, Nonalcoholic Fatty Liver disease, non-alcoholic steatohepatitis 
Hits BEFORE the qualification date: 20/0

Hits AFTER the qualification date: 4/1		No

		aabf19a3-1a97-eb11-b1ac-000d3a45f760		EQ00c6bdBQTn90BVjULS2NX+exd/hq2EOXKTcMx94Xs/hqKZ+In98o6Px3YcIzl9mMOdr/zt48FYQgr2Z/PKkA==		9/22/22 8:44		Prognostic Covariate Adjustment (PROCOVA™)		Opinion		9/15/22		The objective is to seek CHMP qualification for the proposed statistical methodology intended to improve the efficiency of Phase 2 and 3 clinical trials, by using trial subjects’ predicted outcomes on placebo (prognostic scores) in linear covariate adjustment; such prognostic scores can be generated using a predictive model trained on historical data. Our approach is efficient in the sense that it uses historical data to reduce variance of the treatment response estimates (and thus reduce the minimum sample size required to achieve the desired level of confidence) better than other available approaches.		Prognostic Covariate Adjustment (PROCOVA™) is a statistical methodology intended to improve the efficiency of Phase 2 and 3 clinical trials, by using trial subjects’ predicted outcomes on placebo (prognostic scores) in linear covariate adjustment. 		Improve the efficiency of phase 2 & 3 CT by using prognostic scores		•	Statistical methodology
•	Size of the study
•	Model validation		Keywords:
Prognostic Covariate Adjustment, placebo, linear covariate adjustment
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
Prognostic Covariate Adjustment, placebo, linear covariate adjustment
Hits BEFORE the qualification date: 3

Hits AFTER the qualification date: 0		Keywords:
Prognostic Covariate Adjustment, placebo, linear covariate adjustment
Hits BEFORE the qualification date: 141/0

Hits AFTER the qualification date: 10/0		No

		f8bdef1f-8f9c-eb11-b1ac-000d3a2b9811		+Hw4lYICmPvsFSY95vvG9vAfZrTK+vOOLuSXgBaCNcJtRZd0woBBe8uArqogqZ0n+mG8FNZWWo5FP/XszWO9EQ==		8/9/21 8:12		Serum or plasma Neurofilament light chain (NFL) in progressive multiple sclerosis trial		Advice		7/22/21		• NfL is a pharmacodynamic/treatment response biomarker and can be used as an endpoint/outcome in clinical trials in progressive MS
• NfL is a prognostic biomarker that can predict disease progression, to be used for selection of progressive MS patients into trials		Serum or plasma Neurofilament light chain (NFL) in progressive multiple sclerosis trial is intended for the further development and use of serum or plasma concentrations of neurofilament light chain (NfL) as a prognostic or pharmacodynamic/response biomarker in progressive MS clinical trials.		NFL as prognostic or pharmacodynamic/response biomarker in MS		No discussion meeting -> no LoI		Keywords:
Serum, plasma, Neurofilament light chain, progressive multiple sclerosis, biomarker 
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		5e7dba5b-34b1-eb11-8236-000d3abfdf30		iQ3P2S+DwOL7unNuCjs8XpzFg5AXlwV8j2G9A71iyr6a1OvBZsF8pP+i+3ZzUxMcU4UR6p3yM90Zzvn31v5TWw==		11/29/22 18:03		A Model-based Clinical Trial Simulation Platform to Optimize Design of Efficacy Evaluation Studies in Parkinson’s Disease		Opinion		6/23/22		Perform clinical trial simulations to help inform trial design, including inclusion/exclusion criteria, enrichment, and stratification approaches.		Perform clinical trial simulations to help inform trial design, including inclusion/exclusion criteria, enrichment, and stratification approaches, for trials intended to evaluate the efficacy of symptomatic and disease-modifying therapeutic candidates. In the absence of regulatory-approved disease-modifying therapeutics, the CTS platform incorporates functionality for sponsors to introduce a non-data-driven therapeutic effect that modifies the rate parameter for both parts II or III of the MDS-UPDRS.		CTS to introduce a non-data-driven therapeutic effect		•	Core data elements
•	Data capturing
•	Clinical trial simulation
•	Content validity
•	Context of use
•	Model development and performance		Keywords:
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		2138f3d7-0ac5-eb11-bacc-002248801671		uhp4CFb1rYQlbub1mwm28pjzYC/oah0PKF1qOagH+BIClYR1tOb/F2/FZRVLj4LEOnECbEdyKuOdaf3aJvVdlg==		12/7/21 10:27		Sjögren’s Tool for Assessing Response (STAR)		Advice		11/11/21		STAR is intended to be used as primary, co-primary or secondary endpoint to assess efficacy in clinical trials at various stages of drug development (Phase 1 through 3) in primary Sjögren's syndrome. 		Sjögren’s Tool for Assessing Response (STAR) is intended to assess treatment efficacy based on improvement of disease activity in clinical trials of drugs for primary Sjögren’s syndrome (pSS).  		STAR to assess treatment efficacy in pSS		•	Context of use
•	Functional endpoints 
•	Content validity
•	Validation strategy		Keywords:
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		dc234c4f-13c5-eb11-bacc-000d3abd8aa0		FBttB5nTjjKfHijmBiRV0TDbC9Mm4uispNz6AFA02Po6RgIZfSkOwslaNFUk1mxS/CmAthVulEVifJIFQZSWXA==		6/29/22 15:21		PAH SYMPACT®		Advice		6/23/22		Pulmonary Arterial Hypertension—Symptoms and Impact (PAH-SYMPACT®) instrument - a disease specific PRO to be used in patients with pulmonary arterial hypertension (PAH) and chronic thromboembolic pulmonary hypertension (CTEPH). The validation exercise has been finalised for the use of the PAH-SYMPACT in patients with PAH. 		PAH SYMPACT® is an instrument use to assess change in symptoms and impacts over time in patients with pulmonary arterial hypertension. 		assess change in symptoms and impacts over time in PwPAH		• Clinical relevance
• Ability to detect change
• Validation strategy
• Target population
•Model development and performance		Keywords:
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		a621260c-91e8-eb11-bacb-000d3a444856		Q8Y7jdwFSW2bw1fI2sBXee2ZCThZmruBLIIgk/JQoJ8sYdgVbIGOy7O1XMMys97eJP5/W81r6e9uYsUeEnyw7w==		2/25/22 10:39		Biomarkers of drug-induced liver injury (DILI)		Advice		2/24/22		A single biomarker or a composite panel of biomarkers that aids in identifying clinical trial subjects with potential acute liver injury caused by drugs, in whom dose reduction or dose interruption is warranted. Identification of potential acute liver injury is based on elevations of alanine transaminase (ALT), aspartate transaminase (AST) or alkaline phosphatase (ALP).		Biomarkers of drug-induced liver injury (DILI) are investigated to stratify DILI patients with a higher degree of liver injury from those with less pronounced liver injury.		Biomarkers for stratifying DILI patients with higher degree of liver injury		•	Contradictory data
•	Context of use
•	Validation strategy
•	General strategy
•	External validity		Keywords:
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		fe054c2d-69e9-eb11-bacb-000d3a48104d		K5E7hiSIthuJxHXlWwV6AQQCaUHrHzVQx1dk20Gg1sd7vGCg/ugyNhy1BYfNwZvGEyg/HidwnFuL1PodOWAiEA==		4/7/22 15:31		Glo-BNHL platform trial		Advice		11/11/21		We are seeking advice for this international platform study in a rare population to ensure it meets its aim to rapidly evaluate multiple prioritised novel agents for the treatment of paediatric relapsed/refractory B-NHL, generating data that can be used to support marketing authorisation applications for paediatric specific labels. We specifically seek advice on the use of Bayesian methodology in this rare population.		Glo-BNHL is a prospective early phase international academic-led multicentre clinical platform trial designed to evaluate the safety and efficacy of priority novel agents combined with existing therapies for the treatment of children, adolescents and young adults with relapsed or refractory B-cell Non-Hodgkin Lymphoma (B-NHL).		Evaluate the safety and efficacy of priority novel agents in B-NHL		•	General strategy
•	Statistical methodology
•	Clinical trial application and conduct		Keywords:
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		6c8fe362-ccea-eb11-bacb-000d3a481b35		zgug+YVMEkRPPBRVQq0XpdUN9MeSOYHLB0sWPP2fwIWZ5AkHcnGIcXhrsI5HdtXEWAMHobriqeWi1EVO1ZpY4g==		12/22/21 14:14		Platform trial -  β cell function preservation		Advice		12/16/21		A platform trial to determine the safety and efficacy of a series of immunotherapeutic IMPs to improve preservation of β cell function when administered in combination with an agent designed to improve β cell function without an immunosuppression function in newly diagnosed patients with Type 1 Diabetes (T1D).		Platform trial - β cell function preservation is a master protocol for a platform trial to determine the safety and efficacy of a series of immunotherapeutic IMPs to improve preservation of β cell function when administered in combination with an agent designed to improve β cell function without immunosuppression in newly diagnosed people with Type 1 Diabetes.	 		 IMPs to improve preservation of β cell function in T1D		•	Clinical trial application and conduct
•	Target population
•	Functional endpoints
•	Ability to detect change		Keywords:
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		a586046d-a809-ec11-b6e6-0022488242ed		iQWhjvYTDHv9ZUnMACQjpEYpcWonUXJ3QQeoKcEhKdcdOxqB5CXFN4wht02u3CKQdkVNgHtfL+cfkXoz9uRK9Q==		11/30/22 8:43		Forskolin-Induced Swelling (FIS) Assay		Advice		12/15/22		The intended use is application of the FIS assay as a biomarker for CFTR-function in three specific contexts of use (CoU):
1) The FIS assay is a CFTR-dependent, reproducible valid biomarker for CFTR function in patients with Cystic Fibrosis (pwCF);
2) the FIS assay is a biomarker of CFTR function that reflects disease severity and risk of disease progression in pwCF;
3) the FIS assay is a biomarker of CFTR function that correlates with clinical drug response in pwCF		The FIS Assay is used to quantify Cystic Fibrosis Transmembrane Conductance Regulator (CFTR) protein activity in individual patients with Cystic Fibrosis using rectal organoids.		Quantify CFTR activity in PwCF using rectal organoids		• Issues on Toxico-Pharmacological development
• Issues on Clinical development		Keywords:
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		2cc55562-020b-ec11-b6e6-002248824cf5		bVgZ+mH7WJaJSl1gzBXTnW/UV8hiXR6e5iYmXqVIlRhdq74PCTWrMmpY72cgzHO6JNU4Eos2TJzAnfRAnCLY9Q==		11/29/22 17:58		Neurofilament light in childhood Neurological diseases		Advice		9/15/22		The use of neurofilament light chain (NfL) protein as a biomarker of axonal damage to monitor disease activity and to assess treatment responses in pediatric neurological diseases.		Neurofilament light protein in childhood Neurological diseases is intended as a biomarker to monitor disease activity that is possibly related to axonal damage and to assess treatment responses in paediatric neurological diseases (<20 years old).		Biomarker to monitor disease activity related to axonal damage 		• Clinical trial application and conduct
• Functional endpoints
• Context of use		Keywords:
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		1496847a-3f1d-ec11-b6e6-6045bd8dea50		J7qWsSYBsO9kqUqp3obZCmPlVH5Jf1e1md3S7NEDAfz1P3czuSP9RmeNYxrlyLi7M2D8ftOzDNteRBdEVdLQIA==		7/1/22 6:50		Dimensional Anhedonia Rating Scale (DARS)		Advice		6/23/22		Use of the DARS to measure anhedonia in registration studies for evaluating treatment benefit of aticaprant in participants with MDD with anhedonia,
Change from baseline in the DARS total score as an acceptable key secondary endpoint to evaluate treatment benefit,
The qualitative research providing evidence of the content validity for the DARS,
The planned psychometric analyses to document the measurement properties of the DARS,
The proposal to estimate within-person meaningful change threshold and sensitivity to change on the DARS.		Dimensional Anhedonia Rating Scale (DARS) is a self-reported questionnaire developed to assess anhedonia as a multifaceted construct. 		Self-reported questionnaire to assess anhedonia		•	Clinical trial application and conduct
•	Content validity
•	Target population
•	Representativeness
•	Size and duration of the study		Keywords:
Dimensional Anhedonia Rating Scale, self-report
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		994c3c53-a41f-ec11-b6e6-6045bd8a15fc		3FCkPZzrXn6CYW0krvpDJqBjNqQq/+PdMzIyCxRudkFnB89K0mJ+wUZNV/LszqXWCTDgBPySVn7gSOilff6EQA==		3/28/22 12:24		Digital measures to assess fatigue, sleep and activities in daily living in neurodegenerative disorders (NDD) and immune-mediated inflammatory diseases (IMID)		Advice		3/24/22		The IDEA-FAST project aims to identify and evaluate digital measures of fatigue and sleep in a number of neurodegenerative disorders (NDD) and immune-mediated inflammatory diseases (IMID). The ultimate goal of the project is to use the proposed digital biomarkers (as secondary or exploratory endpoints in clinical trials) to measure efficacy of treatment of fatigue, sleep quality and impact of sleep disturbances in patients with an NDD or IMID. 		The goal for this project is to use the proposed digital biomarkers as secondary or exploratory endpoints in clinical trials to measure efficacy of treatment of fatigue, sleep quality and impact of sleep disturbances -in particular “daytime sleepiness” in patients with the above-mentioned conditions in whom these symptoms require treatment.		Efficacy of treatment of fatigue, sleep quality and disturbances		•	Clinical trial application and conduct
•	Context of use
•	General strategy
•	Construct validity
•	Representativeness
•	Size and duration of study
•	Target population		Keywords:
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		272c62a2-8332-ec11-b6e6-000d3aae4fa1		tgYXUg67yO2sUBdi9koF/E1I4rDIIkvwn45gstnx3hkev/NRbVzW2mi6NEeXnCKjEYF4iqw3k6VTdW0n8J4jIg==		5/30/22 7:05		Artificial Intelligence for adjudication of clinical events (AIDA)		Advice		5/19/22		Machine learning (ML) based auto-adjudication, based on structured and unstructured information made available in the context of clinical trials, with the aim to be integrated in clinical trials as a tool for adjudication of primary endpoint events (AIDA).		Artificial Intelligence for adjudication of clinical events is intended for automated event adjudication. The advice pertained to the validation process of a machine learning (ML)-based model for clinical event auto-adjudication. 		Automated event adjucation - ML-based 		•	Context of use
•	General strategy
•	Validation strategy
•	Model development and performance
•	Data capturing and quality management
•	Representativeness
•	Functional endpoints		Keywords:
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		7599e067-bd3b-ec11-b6e5-000d3abb6d43		M0k9RxQLVhjC8Inc+gatNtvWxQRg5m0ROPqEhsQoC4VCHMzg8XbQskuV9Mu4gFZpDLvi8tlHmLbEeVYTtlCPYQ==		5/16/22 14:40		Actigraphy-quantified physical activity (AQPA) endpoint for chronic heart failure		Advice		4/22/22		The Applicant is developing actigraphy-quantified physical activity (AQPA) endpoints for chronic heart failure (CHF). They plan to validate digital health technology using an accelerometery based wearable device (ActiGraph device) to quantify physical activity in CHF patients.  		Actigraphy-quantified physical activity (AQPA) endpoint for chronic heart failure is a accelerometery-based digital health technology intended for the collection of physical activity data in patients with chronic heart failure. 		AQPA endpoint for chronic heart failure		•	Target population
•	Validation strategy
•	Functional endpoints
•	Clinical trial application and conduct		Keywords:
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		f6d3acd0-db3c-ec11-b6e5-000d3abb6442		ptbSBhhN2XmfZEnlvmzGE/q8ksV4vNN+Jz24BNUesi/MYVCBzu9X1uPBqawPlXv/Vn3G2cO+ejFI+CZkaWYTUQ==		6/9/22 14:18		Novel endpoints for use in intermediate age-related macular degeneration (iAMD) clinical trials		Advice		5/19/22		Novel anatomical primary (and/or secondary) endpoints for use in registrational studies in patients with intermediate age-related macular degeneration (iAMD). Specifically, acceptability of the following structural changes: nascent geographic atrophy (nGA), incomplete retinal pigment epithelium and outer retinal atrophy (iRORA), complete retinal pigment epithelium and outer retinal atrophy (cRORA), or minimally detectable geographic atrophy (GA).  		Novel endpoints for use in intermediate age-related macular degeneration (iAMD) clinical trials pursuant to Article 57(1)(n) of Regulation (EC) 726/2004 of the European Parliament and of the Council.		Novel endpoints in iAMD clinical trials		•	Target population
•	Validation strategy
•	Functional endpoints
•	Clinical trial application and conduct		Keywords:
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		dc10706d-3848-ec11-8c62-6045bd8a4f83		cvW5r1tAIV/lc/p7mIo1PjcJm+xAhv29j6W/S5TfwOHHelRU0/ov5dXJVz5/DvLeM+bNeWUE++fdp/4BE/WH3Q==		9/28/22 9:22		TUMMY-UC - Patient-Reported Outcome for Pediatric ulcerative colitis (UC)		Opinion		6/23/22		TUMMY UC (PRO & ObsRO) indices are patient and observer reported outcome instruments, under development for the assessment of paediatric patients with Ulcerative Colitis with the intent to be used in clinical studies in order to directly capture symptoms.		TUMMY-UC - Patient- and Observer-Reported Outcome is intended for use in clinical trials investigating interventions to treat paediatric ulcerative colitis (UC). 		Investigating interventions to treat paediatric ulcerative colitis (UC)		
•	Validation strategy
•	Clinical trial application and conduct
•	Size and duration of study
•	Data capturing and quality management		Keywords:
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		8a0ec49a-4d54-ec11-8c62-6045bd8c1c67		sCvr03Cz/E7hibxJNRhTinCorlEQjc66BDslZaXo7UsG0imPrGaeDAbFk/mBb1lR5lNps9zbKE6BI2PNiuhzNA==		12/12/22 15:19		SMA Core dataset and Global Registries Platform		Advice		9/15/22		The Applicant sought advice for SMA Core dataset and Global Registries Platform in relation to the methodology used to create a clinically relevant SMA Core Dataset, the mechanisms proposed to collect real-world data relevant to SMA, the current and intended use of the Central Data Warehouse for storage of data from a network of national registries and the use of the collected data for evidence generation to support academic and industry research and regulatory decision-making.	 		​​Multiple: collecting data for SMA to inform on: Disease progression in treated and untreated patients; Long term evaluation of safety and efficacy for existing or new treatments; Clinical trial design and outcome measure selection; Improvements standards of care and; to support of pre- and post-authorisation regulatory decisions. ​ 		Collecting data for SMA, evaluation of safety and efficacy		
•	Context of use
•	Data capturing and quality management
•	External validity
•	Data protection		Keywords:
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		f5fe94f8-6454-ec11-8c62-6045bd8c10ad		BeBN6J5p04QcnE2CTH82uZF4kiV1sqaX0yUOdKblW0KB/vxyPYME+0TLLveBpK9HDFmk6otnoQsVrwtD5U+ulg==		12/8/22 9:20		iBox Scoring System (Composite Biomarker Panel)		Opinion		9/15/22		The iBox Scoring System (Composite Biomarker Panel) used at one-year post-transplant as a surrogate endpoint for the five-year risk of death-censored allograft loss in kidney transplant subjects for use in clinical trials to support evaluation of novel IST applications via CMA. When evaluating five-year outcomes for clinical benefit and full marketing authorisation, it will be necessary that there is not a clinically meaningful decrease in transplant recipient survival outcomes between the therapies being investigated in the clinical trial.		The iBox Scoring System (Composite Biomarker Panel) used at one-year post-transplant is a surrogate endpoint for the five-year risk of death-censored allograft loss (allograft failure) in kidney transplant subjects for use in clinical trials to support evaluation of novel IST applications via CMA. When evaluating five-year outcomes for clinical benefit and full marketing authorisation, it will be necessary to ensure that there is not a clinically meaningful decrease in transplant recipient survival with the new therapy in the clinical trial compared to the standard of care control arms.		Surrogat endpoint the five-year risk of death-censored allograft loss		
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		1d844be7-ec54-ec11-8f8f-000d3a4a3c09		lUXK2xeczjuGeI6WjNQO2m24JZpEVFRLj6RirHTymYrYJHfMbUAbUOwUgd0usNSB/x6MbAsPG4IIFE52q9GBBg==		10/3/22 12:50		Bologna Biomechanical Computed Tomography (BBCT)		Advice		9/15/22		The Applicant proposes that BBCT-hip is capable of providing a surrogate of the fracture endpoint in Phase II clinical trials which is significantly more accurate than aBMD. 		BBCT-Hip is a patient-specific model that predicts the Absolute Risk of Fracture (ARF0) of the proximal femur of an individual in case of fall. 		Predicts the ARF0 of the proximal femur of an individual in case of fall 		
•	Context of use
•	Validation strategy
•	Size and duration of the study		Keywords:
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		b1ed823c-8356-ec11-8f8f-000d3a4a3700		fL9RozEHMbSpTYw818D2CRUSx1tMeM3cGQhsEDW2XKiDMqnlC3IVBdmu8LoLhMJMMkS2+qdX4DSXqRRYww7dKA==		8/25/22 9:45		Bermekimab		Advice		7/21/22		Measures of nocturnal scratch from either DHTT are intended to support the development of a DHTT-derived COA to support the evaluation of the effectiveness of therapeutic interventions in clinical studies of AD. The nocturnal scratch DHTT COA is intended to serve as a secondary or exploratory endpoint to support the assessment of the effectiveness of therapeutic interventions in clinical studies involving adolescent (12 to 17 years of age) and adult participants with moderate to severe AD.		Development of Bermekimab, a human anti-IL1alpha monoclonal antibody for the treatment of severe atopic dermatitis in adults.		 Human anti-IL1alpha monoclonal antibody for severe AD in adults		
•	Functional endpoints
•	Validation strategy
•	General strategy		Keywords:
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		eb11822d-8b56-ec11-8f8f-000d3a49691e		BO7vchC2+CaWDkIt6PCa1d8mmxMIprWIJSiC5Q4BDtLeCndMsfbhtOinljZnctLfSLYwU5xFiDyDVhjWPb+EuA==		7/22/22 11:27		electronic Early Treatment of Diabetic Retinopathy Study (eETDRS)		Advice		7/21/22		The Applicant’s planned use of electronic Early Treatment of Diabetic Retinopathy Study (eETDRS) systems as a validated tool to measure best corrected visual acuity (BCVA) in future clinical studies that may be used for registrational purposes in the European Union (EU).		Novel method ‘electronic Early Treatment of Diabetic Retinopathy Study’ (eETDRS) intended for use as a validated tool to measure best corrected visual acuity (BCVA) in future clinical studies that may be used for registrational purposes in the European Union (EU).		Validated tool to measure BCVA in future CTs		•	Context of use
•	Clinical trial application and conduct
•	Target population		Keywords:
electronic Early Treatment of Diabetic Retinopathy Study, BCVA
Hits BEFORE the qualification date:
6
Hits AFTER the qualification date: 0		Keywords:
electronic Early Treatment of Diabetic Retinopathy Study, BCVA
Hits BEFORE the qualification date: 457

Hits AFTER the qualification date: 6		Keywords:
electronic Early Treatment of Diabetic Retinopathy Study, BCVA
Hits BEFORE the qualification date: 80/0

Hits AFTER the qualification date: 20/0		No

		7183dabe-b256-ec11-8f8f-000d3a4a35da		SbMWc6hPIFxGCBVBvBpfW2kpOVgnVFnCgXB/Aq2Kqy2ABo977SWlFjKL9wg9YV31IwbYergDCRM1urL1EbTbTw==		12/16/22 9:42		Braintale platforms		Advice		12/15/22		The current intention is to use the platform for scientific or clinical research (Braintale-research), as a valid tool to provide quantification of white-matter alterations. Correlated with clinically relevant anchors, it should help quantifying myelin alterations severity and demyelination progression/regression and thus providing appropriate objectivized, multicentric and reproducible information on the prognosis and follow-up of patients with neurodegenerative conditions (e.g., Multiple Sclerosis or Amyotrophic Lateral Sclerosis) enrolled in clinical trials.		Braintale research platform is a digital tool including software intended to study white matter in neurological or neurodegenerative diseases known to be linked to white matter alterations. It allows the quantification and monitoring of changes in the nervous system white matter as captured by standardised diffusion magnetic resonance imaging (MRI) measurements systematically linked to clinical outcome using artificial intelligence algorithms. 		Monitoring of changes in the nervous system white matter 		•	Context of use
•	Clinical trial application and conduct
•	Validation strategy
•	Definition of training and validation datasets for AI/ML methods		Keywords:
Braintale, white matter, neurological or neurodegenerative, MRI, artificial intelligence 
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Braintale, white matter, neurological or neurodegenerative, MRI, artificial intelligence 
Hits BEFORE the qualification date: 335

Hits AFTER the qualification date: 1		Keywords:
Braintale, white matter, neurological or neurodegenerative, MRI, artificial intelligence 
Hits BEFORE the qualification date: 411/0

Hits AFTER the qualification date: 3/0		Yes

		f302b25c-b76f-ec11-8943-000d3a46c457		u44aI5wbKeenXRoXsTABPde2H2Oz40hGEJaC4ifFFOz48PJA/wM8WFlmGXPE/frRkaKCEp8Zopknj5Vcc+XmJA==		12/20/22 17:31		Levetiracetam		Advice		12/15/22		Assessing alternative posologies and/or modified release formulations of CNS drugs with recognized PK/PD relationships that are authorized in a formulation with a different release rate. The assessment intends to inform or exclude risks of different PK/PD relationships or efficacy profiles related to differences in drug kinetics in CSF.		​Replacement of therapeutic equivalence studies for  formulations with the same active substance but  differences in plasma concentration profile shapes under equivalent daily exposures		​Replacement of therapeutic equivalence studies for the same active subst.		•	Context of use
•	Target population
•	Model development and performance		Keywords:
Levetiracetam, CNS drugs, replacement, equivalence studies
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Levetiracetam, CNS drugs, replacement, equivalence studies
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
Levetiracetam, CNS drugs, replacement, equivalence studies
Hits BEFORE the qualification date: 32/0

Hits AFTER the qualification date: 0/0		No

		d8c98ccb-ea7e-ec11-8d21-6045bd8d8506		+oI/3+vndrPaqnfOo/G8/ecvA0rhpyS7wxtuz9RPAc7DDog412F3wQZdiPWZMwHALOfXv5awoVBjZ+KFNXEzhQ==		10/17/22 8:09		Symptoms and Impacts Questionnaire for Ulcerative Colitis and Crohn's disease (SIQ-UC/SIQ-CD)		Advice		10/13/22		The SIQ-CD and Symptoms and SIQ-UC are intended for use as a primary, co-primary, or secondary endpoint(s) in CD and UC drug development trials.		Symptoms and Impacts Questionnaire for Ulcerative Colitis and Crohn's disease (SIQ-UC/SIQ-CD) are patient reported outcome (PRO) measures for use in Ulcerative Colitis and Crohn's disease trials, respectively. 		Patient reported outcome measures		
•	Clinical trial application and conduct
•	Statistical methodology		

Keywords: Symptoms and Impacts Questionnaire, Crohn’s disease  
Hits BEFORE the qualification date: 27
Hits AFTER the qualification date: 0

Keywords: Symptoms and Impacts Questionnaire, ulcerative colitis
Hits BEFORE the qualification date: 18
Hits AFTER the qualification date: 0		

Keywords: Symptoms and Impacts Questionnaire, Crohn’s disease  
Hits BEFORE the qualification date: 526
Hits AFTER the qualification date: 12

Keywords: Symptoms and Impacts Questionnaire, ulcerative colitis
Hits BEFORE the qualification date: 436
Hits AFTER the qualification date: 11		

Keywords: Symptoms and Impacts Questionnaire, Crohn’s disease  
Hits BEFORE the qualification date: 200/0
Hits AFTER the qualification date: 9/0

Keywords: Symptoms and Impacts Questionnaire, ulcerative colitis
Hits BEFORE the qualification date: 158/0
Hits AFTER the qualification date: 11/0		No

		b03b3046-9b95-ec11-b400-000d3a45cd37		ZQ8TfvnLCc7k0kFJndjL4KvUTxTqDc4vZq5BfvXIYihTI65J1bazaUsCiwm6YO6d2rGkftdINtK6RX6kZFiHqg==		12/19/22 9:13		Stride velocity 95th centile measured by a valid and suitable wearable device		Opinion		7/21/22		The intention is to confirm and further inform the different measurement properties of the SV95C, and to support its use as a primary endpoint to assess new drug efficacy in clinical trials from Phase 1 to Phase 4 for the measurement of the maximal stride velocity of patients with DMD. 		Stride velocity 95th centile measured by a valid and suitable wearable device is intended for a context of use as secondary endpoint in studies in Progressive Neuro Muscular Diseases characterized by proximal muscle weakness. 		Secondary endpoint in studies on Progressive Neuro Muscular Diseases		•	Functional endpoints 
•	Data capturing and quality management
•	Size and duration of study
•	Validation strategy		Keywords:
Stride velocity 95th centile
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Stride velocity 95th centile
Hits BEFORE the qualification date: 5

Hits AFTER the qualification date: 0		Keywords:
Stride velocity 95th centile
Hits BEFORE the qualification date: 2/0

Hits AFTER the qualification date: 0/0		No

		8ca56baf-179a-ec11-b400-000d3a26df94		6th1Sx2yVT1dl73TeSpk+D+EGz0yYsVebcb3HMQeYKR9j7XndcBMUpM9MiBROfcAmHnRbqH9MwqKfdLVUWYqdA==		12/22/22 15:24		PRE score		Opinion		12/15/22		The PRE-score is a composite of several clinical and laboratory markers considered important for both efficacy and safety assessment. The proposed Context of Use is in patients with CKD to improved renal risk estimation (from now on referred to as the “risk score”) and to predict drug effects on renal endpoints (from now on referred to as the “response score”). 		PRE score is being developed as a risk and response score in diabetic patients with chronic kidney disease. 
		Risk and response score in diabetic patients with chronic kidney disease		•	Validation strategy
•	Model development and performance		Keywords:
PRE score, diabetic, chronic kidney disease
Hits BEFORE the qualification date: 
11
Hits AFTER the qualification date: 0		Keywords:
PRE score, diabetic, chronic kidney disease
Hits BEFORE the qualification date: 186

Hits AFTER the qualification date: 1		Keywords:
PRE score, diabetic, chronic kidney disease
Hits BEFORE the qualification date:
10686/21
Hits AFTER the qualification date: 54/0		No

		8a6a30b7-459a-ec11-b400-000d3a26d3ce		XodezHze7DENMBrnpmgOjN7CYRGtq7TE37YfCCTSsZauV/DUEx2MX2VW727R1gcDlDsEK0ql72FxvkN7/fIy2A==		10/17/22 8:19		Novel endpoints in Achromatopsia		Advice		7/21/22		The objective of the qualification advice is to obtain preliminary feedback on the suitability and the strategy to develop novel clinical endpoints and PROs that will enable the assessment of treatment benefit in patients suffering from ACHM. These are to be used as primary or secondary endpoint in future intervention trials in patients with ACHM due to mutations in CNGB3 and CNGA3. 		​​The treatment of achromatopsia associated with variants in the CNGB3 and CNGA3 genes, respectively​ 		Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		•	Clinical trial application and conduct
•	Functional endpoints
•	Validation strategy		Keywords:
Achromatopsia, CNGB3, CNGA3, genes
Hits BEFORE the qualification date: 2

Hits AFTER the qualification date: 0		Keywords:
Achromatopsia, CNGB3, CNGA3, genes
Hits BEFORE the qualification date: 60

Hits AFTER the qualification date: 0		Keywords:
Achromatopsia, CNGB3, CNGA3, genes
Hits BEFORE the qualification date: 97/5

Hits AFTER the qualification date: 38/1		No

		7245dd90-75a0-ec11-b400-000d3a45a704		06OvjJl6uZycKKo4oztiXCyQhtNli5Tu4QanhTqopT389+fd32KWUFcaaIxbCKbtotUxG0NvUB7mvuVtT31huw==		11/8/22 10:47		CAST (ClinSearch Acceptability Score Test)®		Opinion		11/10/22		CAST - ClinSearch Acceptability Score Test® : an internationally harmonized method to score acceptability of oral/buccal medicines in children under 12 years of age		The Acceptability Score Test is intended for relative acceptability testing for oral/buccal medicines in children under 12 years of age. 		Acceptability testing for oral/buccal medicines in children <12		•	Clinical trial application and conduct
•	Validation strategy 
•	Statistical methodology
•	Data capturing and quality management		Keywords:
CAST, ClinSearch Acceptability Score Test, oral, buccal, children
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
CAST, ClinSearch Acceptability Score Test, oral, buccal, children
Hits BEFORE the qualification date:
1
Hits AFTER the qualification date: 0		Keywords:
CAST, ClinSearch Acceptability Score Test, oral, buccal, children
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		No

		5b94158f-57e6-ec11-bb3c-000d3a442007		r9mVXX9Zxcj1fQ/1pDaO93b4tAwFfp/1MPiB6dlOIxIlz9emKakB1jJbrXxY79uMqu/FOc3hkiLNRQUGSqoinA==		12/2/22 13:14		Composite endpoint method for acceptability evaluation of oral drug formulations in the paediatric population														Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:

		fee0a69f-a5e6-ec11-bb3c-000d3a3a27df		FSpKERUduzM18xrH6OyLB5eypKj5M0nd9cIMdG01aebw3VmxRKfEOwx0wb6WPC9ehORAyXcy3OUmNVy5ipqPSQ==		12/20/22 11:10		Placebell©		Advice				The Applicant seeks CHMP advice or opinion on (i) the methodology for the generation and the documentation of composite covariates produced by Placebell©™ methodology and (ii) the acceptability to use composite covariates to estimate treatment effect in an adjusted analysis (where it is assumed here that the Applicant is interested in receiving an opinion for the case that Placebell methodology is used for the primary assessment of a clinical trial, as requirements are lower, if new methodology is used in secondary sensitivity analyses of a clinical trial). 						difficult to categorize? Separate document		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:

		20abb63d-91ed-ec11-bb3d-00224885c328		GiZGZjr6NbzF7hRdZSjLoS+J+/OKx7Ok1uCc68+13Ufa1W+K2QS5tApIw3+RVWKWNRy4QggKF5qzWwAaXuVFWw==		12/7/22 10:31		Statistical adjustment on deep learning prognosis covariates obtained from histological slides		Opinion				The aim is that Mesonet predictions be used as an adjustment of efficacy analysis on overall survival of life-prolonging drugs in first-line malignant pleural mesothelioma patients in randomized phase 2 and phase 3 clinical trials. 
We also propose that HCCnet predictions be used as an adjustment of efficacy analysis on overall survival of life-prolonging drugs in the adjuvant setting for resected hepatocellular carcinoma patients in randomized phase 2 and phase 3 clinical trials. 
This adjustment will be done either by including deep-learning prognostic score in the Cox regression, by stratifying the analysis on a discretized version of the score or by including the covariates in another method of analysis.						Issues on Clinical Development		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:

		7dee7279-a524-ed11-b83d-000d3a4a8192		F38qhdJCUI0QfUGe6I5TfqVS2Rp/9grYWjT96COwf+1fRNgn1b2L5l/ijthkmLz4PbpL8QvrfBD267SWmfVO3A==		12/14/22 16:51		GFR slope as a Validated Surrogate Endpoint for CKD in RCT		Opinion				The objective of this request is to seek a qualification opinion on the use of glomerular filtration rate (GFR) slope, i.e., the mean rate of change in GFR, as a validated surrogate endpoint for chronic kidney disease (CKD) progression in clinical trials for standard marketing authorization and indication extension approvals. The target population is broad population of patients with CKD or at risk for CKD, including early disease and subgroups by kidney function and causal disease of CKD.						• Population 
• Chronic slope and simulations
• Questions regarding the CoU 
• Questions regarding the statistical model and issues in future trials		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:

		a6c06611-d432-ed11-9db1-000d3aaa0267		en5e4/Rw5kmSwJ65Ehy0mKQYeXL1RKa4ptJC0LBBP1IzpUfkXEG89F1NQXPhkWmgFHMzypXfxXT/zSNWlVWOiA==		12/2/22 14:28		World Federation of Hemophilia (WFH) Gene Therapy Registry (GTR)		Opinion				The World Federation of Hemophilia (WFH) has established the Gene Therapy Registry (GTR), a worldwide database intended to gather long-term, real-world data on all PWH who receive gene therapy.								Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:

		c4fbaddc-223d-ed11-9db0-000d3aaa0519		tX0a5/eOEvx/t8KSFH+rZx+sIcqkESQaMuH3Rc0TUsJo2CjPsXGajEcNp4GToJpUlL21hfbyi//FRndb7au3Ww==		12/12/22 15:03		Universal Immune System Simulator – Tuberculosis disease model(UISS-TB)		Advice												Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:
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LoI categories

		Categories LoI		No. cases 		% of cases

		Fit for purpose		1		2.33				Fit for purpose		2.33

		Context of use		16		37.21				Training and confirmation datasets		2.33

		Statistical methodology		4		9.30				Face validity		2.33

		Clinical trial application and conduct		15		34.88				Need for prospective data/acceptability of retrospective analyses		2.33

		Target population		16		37.21				Safety endpoints		2.33

		Functional endpoints		15		34.88				Clinical relevance		2.33

		Size and duration of the study		8		18.60				Contradictory data		2.33

		Training and confirmation datasets		1		2.33				Simulation studies		4.65

		General strategy (including learn and confirm in separate datasets vs. cross-validation in pre-specified sections of one overall database)		9		20.93				Definition of training and validation datasets for AI/ML methods		4.65

		external validity		6		13.95				Data protection		4.65

		Model development and performance		10		23.26				Core data elements		6.98

		Validation strategy: Anchoring  to current (Gold) standard measure for intended application, or other, e.g. distribution based		20		46.51				Representativeness 		6.98

		face validity		1		2.33				Statistical methodology		9.30

		content validity		5		11.63				Content validity		11.63						Statistical methodology		9.30

		simulation studies		2		4.65				Ability to detect change/MCID 		11.63						Content validity		11.63

		core data elements		3		6.98				External validity		13.95						Ability to detect change/MCID 		11.63

		data capturing and quality management		10		23.26				Size and duration of the study		18.60						External validity		13.95

		representativeness 		3		6.98				General strategy 		20.93						Size and duration of the study		18.60

		Validation strategy: learn and confirm in separate datasets or cross-validation in pre-specified sections of one overall database		20		46.51				Model development and performance		23.26						Model development and performance		23.26

		Definition of training and validation datasets for AI/ML methods		2		4.65				Data capturing and quality management		23.26						Data capturing and quality management		23.26

		ability to detect change/MCID (minimal clinical important difference) during natural course of disease and after intervention		5		11.63				Clinical trial application and conduct		34.88						Clinical trial application and conduct		34.88

		need for prospective data/acceptability of retrospective analyses		1		2.33				Functional endpoints		34.88						Functional endpoints		34.88

		data protection		2		4.65				Context of use		37.21						Context of use		37.21

		Safety endpoints		1		2.33				Target population		37.21						Target population		37.21

		Clinical relevance		1		2.33				Validation strategy		46.51						Validation strategy		46.51

		Contradictory data		1		2.33

		MAIN CATEGORIES

		Statistical methodology

		Clinical trial application and conduct

		Target population

		Data management

		Functional endpoints











































		Context of use		37.2093023256

		Statistical methodology		9.3023255814

		Clinical trial application and conduct		34.8837209302

		Target population		37.2093023256

		Functional endpoints		34.8837209302

		Size and duration of the study		18.6046511628

		General strategy 		20.9302325581

		External validity		13.9534883721

		Model development and performance		23.2558139535

		Validation strategy		46.511627907

		Data capturing and quality management		23.2558139535

		Ability to detect change/MCID 		11.6279069767
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List of issues - most common categories



Context of use	Statistical methodology	Clinical trial application and conduct	Target population	Functional endpoints	Size and duration of the study	General strategy 	External validity	Model development and performance	Validation strategy	Data capturing and quality management	Ability to detect change/MCID 	37.209302325581397	9.3023255813953494	34.883720930232556	37.209302325581397	34.883720930232556	18.604651162790699	20.930232558139537	13.953488372093023	23.255813953488371	46.511627906976742	23.255813953488371	11.627906976744185	





List of issues - major categories



Fit for purpose	Training and confirmation datasets	Face validity	Need for prospective data/acceptability of retrospective analyses	Safety endpoints	Clinical relevance	Contradictory data	Simulation studies	Definition of training and validation datasets for AI/ML methods	Data protection	Core data elements	Representativeness 	Statistical methodology	Content validity	Ability to detect change/MCID 	External validity	Size and duration of the study	General strategy 	Model development and performance	Data capturing and quality management	Clinical trial application and conduct	Functional endpoints	Context of use	Target population	Validation strategy	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	4.6511627906976747	4.6511627906976747	4.6511627906976747	6.9767441860465116	6.9767441860465116	9.3023255813953494	11.627906976744185	11.627906976744185	13.953488372093023	18.604651162790699	20.930232558139537	23.255813953488371	23.255813953488371	34.883720930232556	34.883720930232556	37.209302325581397	37.209302325581397	46.511627906976742	





List of issues - major categories



Statistical methodology	Content validity	Ability to detect change/MCID 	External validity	Size and duration of the study	Model development and performance	Data capturing and quality management	Clinical trial application and conduct	Functional endpoints	Context of use	Target population	Validation strategy	9.3023255813953494	11.627906976744185	11.627906976744185	13.953488372093023	18.604651162790699	23.255813953488371	23.255813953488371	34.883720930232556	34.883720930232556	37.209302325581397	37.209302325581397	46.511627906976742	
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				NFL as prognostic or pharmacodynamic/response biomarker in MS		266		0		3				56		0		1						266		56		0		0		3		1						2		1		0		0		3		1				3		0		4

				CTS to introduce a non-data-driven therapeutic effect		8		0		3				0		0		0						8		0		0		0		3		0						0		0		0		0		3		0				0		0		3

				STAR to assess treatment efficacy in pSS		7		1		0				2		1		1						7		2		1		1		0		1						0		0		1		1		0		1				0		2		1

				Assess change in symptoms and impacts over time in PwPAH		7		16		11				5		3		1						7		5		16		3		11		1						0		0		16		3		11		1				0		19		12

				Biomarkers for stratifying DILI patients with higher degree of liver injury		110		1		10				24		0		0						110		24		1		0		10		0						0		0		1		0		10		0				0		1		10

				Evaluate the safety and efficacy of priority novel agents in B-NHL		0		0		2786				0		0		673						0		0		0		0		2786		673						0		0		0		0		2786		673				0		0		3459

				IMPs to improve preservation of β cell function in T1D		612		0		1				133		0		0						612		133		0		0		1		0						1		0		0		0		1		0				1		0		1

				Quantify CFTR activity in PwCF using rectal organoids		11		0		4				0		0		0						11		0		0		0		4		0						0		0		0		0		4		0				0		0		4

				Biomarker to monitor disease activity related to axonal damage 		7		0		2				2		0		1						7		2		0		0		2		1						0		0		0		0		2		1				0		0		3

				Self-reported questionnaire to assess anhedonia		37		4		11				7		1		0						37		7		4		1		11		0						0		0		4		1		11		0				0		5		11

				Efficacy of treatment of fatigue, sleep quality and disturbances		0		0		0				0		0		1						0		0		0		0		0		1						0		0		0		0		0		1				0		0		1

				Automated event adjucation - ML-based 		0		0		0				0		0		2						0		0		0		0		0		2						0		0		0		0		0		2				0		0		2

				AQPA endpoint for chronic heart failure		83		7		5				13		0		2						83		13		7		0		5		2						0		0		7		0		5		2				0		7		7

				Novel endpoints in iAMD clinical trials		994		3		6				180		1		1						994		180		3		1		6		1						5		0		3		1		6		1				5		4		7

				Investigating interventions to treat paediatric ulcerative colitis (UC)		0		0		0				0		1		1						0		0		0		1		0		1						0		0		0		1		0		1				0		1		1

				Collecting data for SMA, evaluation of safety and efficacy		12		0		2				2		0		0						12		2		0		0		2		0						0		0		0		0		2		0				0		0		2

				Surrogat endpoint the five-year risk of death-censored allograft loss		1		0		1				0		0		0						1		0		0		0		1		0						0		0		0		0		1		0				0		0		1

				Predicts the ARF0 of the proximal femur of an individual in case of fall 		0		0		4				0		0		0						0		0		0		0		4		0						0		0		0		0		4		0				0		0		4

				Human anti-IL1alpha monoclonal antibody for severe AD in adults		46		1		0				9		0		0						46		9		1		0		0		0						0		0		1		0		0		0				0		1		0

				Validated tool to measure BCVA in future CTs		80		6		457				20		0		6						80		20		6		0		457		6						0		0		6		0		457		6				0		6		463

				Monitoring of changes in the nervous system white matter 		411		0		335				3		0		1						411		3		0		0		335		1						0		0		0		0		335		1				0		0		336

				​Replacement of therapeutic equivalence studies for the same active subst.		32		0		1				0		0		0						32		0		0		0		1		0						0		0		0		0		1		0				0		0		1

				Patient reported outcome measures		200		27		526				9		0		12						200		9		27		0		526		12						0		0		27		0		526		12				0		27		538

				Secondary endpoint in studies on Progressive Neuro Muscular Diseases		2		5		5				0		0		0						2		0		5		0		5		0						0		0		5		0		5		0				0		5		5

				Risk and response score in diabetic patients with chronic kidney disease		10686		11		186				54		0		1						10686		54		11		0		186		1						21		0		11		0		186		1				21		11		187

				Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		97		2		60				38		0		0						97		38		2		0		60		0						5		1		2		0		60		0				6		2		60

				Acceptability testing for oral/buccal medicines in children <12		0		0		1				0		0		0						0		0		0		0		1		0						0		0		0		0		1		0				0		0		1



				Context of use 		Patents		CT		PubMed

				Biomaker

				DL algorithm to evaluate histological images		1		1		4

				Aid in detection of acute exocrine pancreas injury		0		0		2

				Model disease progression and aid clinical trials		0		0		1

				PASS based on secondary use of data		0		0		2

				PASDAS and MDA as primary outcome intruments in PA		11		19		22

				Study the transition from auto-antibody positivity to diagnosis of T1D		0		3		35

				Novel clinical endpoints for CT in iAMD patients		0		1		11

				Inform and support regulatory decision making		2		1		14

				NC related CoU		SUM		SUM		SUM

				Novel endpoints to asess the efficacy of therapy for AD		0		1		0

				Data source and infrastructure support for registry-based studies		5		8		110

				Support novel product development in Huntington's disease		0		0		0

				Assessment of vaso-occlusive crises reduction and morbidity  in SCD		0		2		29												Statistical methods

				Digital remote patient monitoring tool for PwMS		3		0		2												Biomarker to monitor disease activity related to axonal damage 		0		0		3

				Diagnostic biomarker to assess NAS and fibrosis stage		1		1		8												Self-reported questionnaire to assess anhedonia		0		5		11

				Improve the efficiency of phase 2 & 3 CT by using prognostic scores		0		0		3												Efficacy of treatment of fatigue, sleep quality and disturbances		0		0		1

				NFL as prognostic or pharmacodynamic/response biomarker in MS		3		0		4												Automated event adjucation - ML-based 		0		0		2

				CTS to introduce a non-data-driven therapeutic effect		0		0		3												AQPA endpoint for chronic heart failure		0		7		7

				STAR to assess treatment efficacy in pSS		0		2		1												Novel endpoints in iAMD clinical trials		5		4		7

				Assess change in symptoms and impacts over time in PwPAH		0		19		12												Investigating interventions to treat paediatric ulcerative colitis (UC)		0		1		1

				Biomarkers for stratifying DILI patients with higher degree of liver injury		0		1		10												Collecting data for SMA, evaluation of safety and efficacy		0		0		2

				Evaluate the safety and efficacy of priority novel agents in B-NHL		0		0		3459												Surrogat endpoint the five-year risk of death-censored allograft loss		0		0		1

				IMPs to improve preservation of β cell function in T1D		1		0		1												Predicts the ARF0 of the proximal femur of an individual in case of fall 		0		0		4

				Quantify CFTR activity in PwCF using rectal organoids		0		0		4												Human anti-IL1alpha monoclonal antibody for severe AD in adults		0		1		0

																						Validated tool to measure BCVA in future CTs		0		6		463

																						Monitoring of changes in the nervous system white matter 		0		0		336

																						​Replacement of therapeutic equivalence studies for the same active subst.		0		0		1

																						Patient reported outcome measures		0		27		538

																						Secondary endpoint in studies on Progressive Neuro Muscular Diseases		0		5		5

																						Risk and response score in diabetic patients with chronic kidney disease		21		11		187

																						Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		6		2		60

																						Acceptability testing for oral/buccal medicines in children <12		0		0		1
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CoU



				Context of Use		Proposed		Qualified		No.of cases		Total number of cases		%

				Length		Long description		Short		19		43		44.1860465116

				Conciseness		Broad 		More concise
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Comment:
    too broad text. rather shortening text		30		43		69.7674418605

				Specificity		Broad 		More specific
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Comment:
    change meaning content, not well defined ie change of claim - evidence did not match sought after claim and therefore modification of CoU necessary eg EP (primary to secondary)		27		43		62.7906976744

				Changes		Rarely accepted as the original proposition		Often changed after consideration of issues		38		43		88.3720930233

						Length		44.1860465116

						Specificity		69.7674418605												Conciseness		62.7906976744

						Conciseness		62.7906976744												Specificity		69.7674418605

						Need for change		88.3720930233												Need for change		88.3720930233

too broad text. rather shortening text



change meaning content, not well defined ie change of claim - evidence did not match sought after claim and therefore modification of CoU necessary eg EP (primary to secondary)





Context of use - major issues



Length	Specificity	Conciseness	Need for change	44.186046511627907	69.767441860465112	62.790697674418603	88.372093023255815	



Context of use - major issues



Length	44.186046511627907	Specificity	69.767441860465112	Conciseness	62.790697674418603	Need for change	88.372093023255815	





Context of use - major issues



Conciseness	Specificity	Need for change	62.790697674418603	69.767441860465112	88.372093023255815	







Planned timeframe

		Action		to finish by date

		complete the LoI categorization		10/2/23

		add LoS column (y/n) to the table		10/2/23

		update heat map with refined patent search results
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Comment:
    build a new one for comparison and then choose which to use for the WS		17/2/2023

		add another column to LoI categories with case frequency		24/2/2023

		CoU comparison before/after (visual?)		24/2/2023				3/3/2023 Falk not present?

		relevant patents and CT discussion		10/3/23

		LoI to present for the WS (visual?)		10/3/23

		first presentation draft for the WS		10/3/23

		QoNM meeting 1st session		15/3/2023

		presentation discussion after meeting		17/3/2023

		draft discussion		30/3/2023

		first slides draft submission		3/4/23

		QoNM rehearsal		6/4/23

		presentation final touch		7/4/23

		final slides submission		10/4/23

		QoNM meeting 1st session		12/4/23

		discussing the manuscript		15/4/2023

		WORKSHOP		17/4/2023

		WORKSHOP		18/4/2023

		WS feedback?		21/4/2023

build a new one for comparison and then choose which to use for the WS
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tc={2EECC2E1-2E49-41C9-904D-9115F313203F}: [Threaded comment]

Your version of Excel allows you to read this threaded comment; however, any edits to it will get removed if the file is opened in a newer version of Excel. Learn more: https://go.microsoft.com/fwlink/?linkid=870924

Comment:
    PubMed		Patents

tc={6917F604-E7E9-4824-8847-8DD1C7E5403A}: [Threaded comment]

Your version of Excel allows you to read this threaded comment; however, any edits to it will get removed if the file is opened in a newer version of Excel. Learn more: https://go.microsoft.com/fwlink/?linkid=870924

Comment:
    Espacenet		Column1

								Case Subject		QO / QA		Opinion date		Context of use - proposed		Context of use - qualified				List of issues		Clinical Trials		Publications		Patents		Letter of Support

		37335a82-4615-eb11-a812-000d3a3a19dc		I9bQOr2T0Tuz1V1iePXdg4q8lOFBkJ5CafTNroQyOzl0h/ZXcm/5Vj5XhrpBQGTTHT3ZeRxCQMTe2OIP9vmyfw==		5/28/21 14:52		Statistical adjustment on deep learning prognosis covariates obtained from histological slides		Opinion		5/20/21		We intend for our prognostic covariates obtained from deep learning on histological slides to be used as adjustments of efficacy analysis in randomized trials for mesothelioma and HCC following surgical resection. Deep learning applied on histological slides is an innovative source of prognostic signal for mesothelioma and HCC following surgical resection. This submission aims at clarifying the existing guideline on covariate adjustment (EMA/CHMP/295050/2013) in this new context and specifying the conditions under which adjustment on a deep learning covariate should be allowed. 		A deep learning algorithm to evaluate histological images and predict prognosis for two distinct conditions. The image information represented in a single index is proposed to be used as a covariate for adjustment in statistical models for analysis of efficacy.		DL algorithm to evaluate histological images		•	Context of use
•	General strategy
•	Model development and performance
•	Model validation
•	Training and confirmation datasets
•	Definition of training and validation datasets for AI/ML methods
•	External validity
•	Model development and performance
•	Model validation
•	Simulation studies		Keywords:
 deep learning, histological images, predict prognosis, Hepatocellular Carcinoma
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 1
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Comment:
    mesothelioma - no hits		Keywords:  deep learning, histological images, predict prognosis, Hepatocellular Carcinoma

Hits BEFORE the qualification date:
4
Hits AFTER the qualification date: 1		Keywords:  deep learning, histological images, predict prognosis, Hepatocellular Carcinoma

Hits BEFORE the qualification date: 213/0

Hits AFTER the qualification date: 21/1		No

		6abd2fad-132b-eb11-a816-000d3a3a1be9		5ignUgkPFhXRwMiQ3wJ29xcVnyLcFtaBC31gEJOMr++0VeOPnkFy56Sr7D0SP1M/0YdEWlVIUlhIIxCsEcM07Q==		2/26/21 11:31		Biomarkers of drug-induced pancreas injury (DIPI)		Advice		2/25/21		A safety biomarker, or biomarker panel, to aid in the detection of acute exocrine pancreas injury in phase I trials where there is an a priori concern that a novel drug may induce pancreas injury (DIPI) in humans. 		Biomarkers of drug-induced pancreas injury (DIPI) is intended to aid in the detection of acute exocrine pancreas injury in phase I trials where there is an a priori concern that a novel drug may induce pancreas injury (DIPI) in humans.		Aid in detection of acute exocrine pancreas injury		No discussion meeting -> no LoI		Keywords: 
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 2

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 169/0

Hits AFTER the qualification date: 46/0		No

		d0830a65-6336-eb11-a813-000d3a3a1b5d		rs3HvHw57UyedEsCqAz2HacpajkFr3nmAv7HsCJRiemFpruKuz0MczHw2AiuKwUMbd9wURuyXEgwBUzvkLXQfQ==		12/17/22 8:39		Model-based CTSP for Duchenne Muscular Dystrophy		Advice		10/13/22		A disease progression model-based CTS platform designed to optimize clinical trial enrichment and design of studies to investigate efficacy of potential therapies for DMD. Measurements of DMD disease progression will be based on changes in  a  series  of  endpoints:  NorthStar  Ambulatory  Assessment  (NSAA),  Velocity  ofcompletion  of  supineto stand  test(Vstand), Velocity of completion of 4-stair climb test(Vclimb), Velocity of completion of 10-meter walk/run test or 30-foot walk/run test(Vwalk/run)andforced vital capacity (FVC). Univariate models weredeveloped to understand the effects of known covariates (e.g., race, mutation type) on the progression of each proposed endpoint with age. Each univariate  model  may,  on  its  own,  be  used  to  inform  clinical  trial  design  optimization  decisions  for  each respective endpoint.This  tool  is  intended  to  simulate  only  the  disease  progression  component  of aclinical  trial  and  does  not capture the subject dropout element.		Model-based CTSP for Duchenne Muscular Dystrophy attempts to model disease progression with the aim to aid clinical trial design in Duchenne Muscular Dystrophy.  		Model disease progression and aid clinical trials		•	Context of use
•	Size and duration of the study
•	Model development and performance
•	Functional endpoints
•	Data capturing and quality management
•	Simulation studies		Keywords:
Model-based CTS platform, Duchenne Muscular Dystrophy
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Model-based CTS platform, Duchenne Muscular Dystrophy
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 1		Keywords:
Model-based CTS platform, Duchenne Muscular Dystrophy
Hits BEFORE the qualification date: 5/0

Hits AFTER the qualification date: 0/0		Yes

		d7b6e9dd-624e-eb11-bb23-000d3a3a106a		BLU3/7xKRSN8HlZZXrXV/rZMB1Q4rBlGBYLa2pHUhsqPIXtygB3slb8giJjnZjuZ8QZMjc1mgUjpanTDRKYIOA==		10/24/22 14:14		Big MS Data Network (BMSD) and incorporated multiple sclerosis (MS)		Opinion		5/20/21		An application for EMA qualification opinion of the Big MS Data group as well as the participating individual six MS registries (the national registries from Czech Republic, Denmark, France, Italy, Sweden and the international MSBase) for post authorisation safety studies (PASS). The included MS registries are all very well developed and contain high quality data which provides a good basis for PASS. The aim of this application to EMA is to provide a data quality and quantity standard in order for pharmaceutical companies as well as regulatory bodies to feel confident in results of PASS. We would also like to provide a core data protocol, a core data set and quality indicator standards that will offer a level of expectations for other MS registries interested in joining the BMSD group.		Performing registry-based post authorisation safety studies (PASS) based on secondary use of data		PASS based on secondary use of data		•	Context of use
•	Fit for purpose
•	Data capturing and quality management
•	Need for prospective data/acceptability of retrospective analyses
•	Data protection
•	Core data elements
•	Target population
•	Safety endpoints
•	Size and duration of the study		Keywords:
registry-based post authorisation safety studies, multiple sclerosis
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
registry-based post authorisation safety studies, multiple sclerosis
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
registry-based post authorisation safety studies, multiple sclerosis
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		Yes

		3971328d-b252-eb11-bb23-000d3a3a1be9		52fQ0j8LLskwsPpKtRbeWg2BhHDHUY5MQT+1KPpChHnkqg3gEDiZOiMA4QD6lZpSGSg9Mn8EPQ+hcI6sJ1IT1w==		3/9/22 18:27		Psoriatic Arthritis Disease Activity Score (PASDAS); Minimal Disease Activity Score (MDA)		Advice		11/11/21		The state of PsA disease activity in adult patients can be defined by the MDA criteria and is intended to be used in interventional or observational studies. 
Proposed use in clinical studies: 
•	Phase III/IV trials (showing significant clinical benefit) rather than phase II trials (looking for initial signal of efficacy).
•	Novel PsA therapeutic strategies could benefit from utilising the MDA measure as primary outcome for the evaluation of their efficacy, particularly in comparison with treatments currently in use.
•	MDA would be beneficial in post-marketing studies investigating real-world effectiveness of therapy in wider populations as well as in longitudinal observational studies including registries. MDA could also be used in strategy trials either as a treatment target guiding drug escalation or as a primary endpoint.		The PASDAS and MDA are intended for use as the primary outcome instruments for clinical trials in psoriatic arthritis. 		PASDAS and MDA as primary outcome intruments in PA		•	Functional endpoints
•	Content validity
•	General strategy
•	Core data elements
•	External validity
•	Target population
•	Face validity
•	Content validity
•	Ability to detect change		Keywords:
PASDAS, MDA, psoriatic arthritis
Hits BEFORE the qualification date: 17

Hits AFTER the qualification date: 2		Keywords:
PASDAS, MDA, psoriatic arthritis
Hits BEFORE the qualification date: 18

Hits AFTER the qualification date: 4		Keywords:
PASDAS, MDA, psoriatic arthritis
Hits BEFORE the qualification date: 8/4

Hits AFTER the qualification date: 10/7		Yes

		f217d190-c667-eb11-b0b1-000d3a3a1fe2		mRvzd93VXPjDKdezS79Bi1vMVFyl0GlrVKq+sC4XD5X0dLmbBGu/aYHGGb0Xr3qPFMPE4WRjt6bT4dfb0+RxDg==		11/19/21 16:11		INNODIA Trial Master Protocol in Type 1 Diabetes Prevention		Advice		5/20/21		An INNODIA master protocol for the evaluation of investigational medicinal products in family members of those with Type 1 diabetes deemed to be at high risk because of circulating diabetes related auto antibodies with the aim of delaying or preventing progression to clinical Type 1 diabetes. In the context of Phase 2 studies exploring the use of single or combinations of IMPs designed to prevent or reverse the decline in beta cell function and delay the onset of clinical diabetes in subjects deemed to at high risk (UFM or screened populations found to have one or more autoantibodies linked to the development of Type 1 diabetes) we have developed a master protocol based on the ‘Backbone’ of the INNODIA natural history study. 		INNODIA provides an opportunity to study the transition from auto-antibody positivity to diagnosis of T1D. 		Study the transition from auto-antibody positivity to diagnosis of T1D		•	Target population
•	Ability to detect change
•	Functional endpoints
•	Modelling approach
•	External validity
•	Clinical trial application and conduct		Keywords:
INNODIA, Type 1 diabetes
Hits BEFORE the qualification date:
3
Hits AFTER the qualification date: 0		Keywords:
INNODIA, Type 1 diabetes
Hits BEFORE the qualification date: 23

Hits AFTER the qualification date: 12		Keywords:
INNODIA, Type 1 diabetes
Hits BEFORE the qualification date: 11/0

Hits AFTER the qualification date: 0/0		Yes

		a6cb26f5-c17d-eb11-a812-0022487f8830		hZ0OR0eK4tUspT+NHe3LKCGVoFtZCoJQXkFVewz/UsyZVJf6ZPx/JYwW2THOKjPC6tWDg2yZP0isaB09ewjsaQ==		3/1/22 11:08		Intermediate Age-Related Macular Degeneration (AMD) biomarker and novel clinical endpoint development		Advice		11/11/21		The aim is to develop novel clinical endpoints for Clinical Trials in patients with intermediate AMD. It also aims to characterise visual impairment in iAMD and its progression, as well as to identify risk factors for progression to late-stage AMD.		The main objective of the MACUSTAR project is to develop novel clinical endpoints for clinical trials with a regulatory and patient access intention in patients with iAMD. This is to be done by examining measurement properties, and correlations between functional endpoints, structural endpoints and patient-reported health in iAMD, through a cross-sectional and longitudinal study.                                               		Novel clinical endpoints for CT in iAMD patients		•	Validation strategy 
•	Functional endpoints
•	Target population
•	External validity		Keywords:
MACUSTAR, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
MACUSTAR, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 5

Hits AFTER the qualification date: 6		Keywords:
MACUSTAR, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		Yes

		0c8765b1-c97d-eb11-a812-0022487f853c		WMpWIp2PpSHFtRiNpIYYKugotVZHOhLIGv0rnhUD8Jz15/PfacqD1pQFpADwL8O7X5yRlH2L3gk/Ir8QTRXJIA==		5/4/22 17:33		IMI PREFER: Patient preferences elicitation				4/22/22		The proposed framework provides a structure that can be used to specify research questions and can inform patient preference study design, conduct, analysis and reporting when proposing undertaking patient preference studies that may inform decision-making by industry, regulators, HTA bodies and payers.		
1. Inform on key considerations when designing, conducting and applying the results of a fit-for-purpose patient preference study (PPS); 

2. Support regulatory decision-making when assessing and using preference study results; 

3. Support the discussion between industry and regulators about preference studies. 		To inform and support regulatory decision making		•	Context of use
•	Model development and performance
•	Target population		Keywords:
PREFER, patient preference study (PPS)
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
PREFER, patient preference study (PPS)
Hits BEFORE the qualification date: 14

Hits AFTER the qualification date: 0		Keywords:
PREFER, patient preference study (PPS)
Hits BEFORE the qualification date: 52/2

Hits AFTER the qualification date: 2/0		No

		50546568-437f-eb11-a812-000d3abd3cdf		MOmHcWYgiiCh+XsYuUdjrvlU+CoWD/j3oRLdG9ttTGAWjOJTbMc4QBmdYIw+MAjP/cbtmy52AhnUsB8KlPJBbA==		9/27/21 12:48		Digital measures of night-time scratch and sleep in Atopic Dermatitis		Opinion		9/16/21		The intended use of this novel methodology is to utilize wearable technology/accelerometry in conjunction with algorithm assessments to quantitatively measure night-time scratch and sleep quantity in patients. These digital outcome assessments will provide quantitative measure of night-time scratch and sleep not only acutely, but also longitudinally while the patients are in their home environment, thereby providing further understanding of the innate variability of symptoms/conditions/diseases. Moreover, when these digital endpoints are monitored in conjunction with pharmacotherapies, it may improve overall treatment of the condition, as well as increase our understanding of these key symptoms and the impact of the pharmacotherapy.		Digital measures of night-time scratch and sleep in Atopic Dermatitis are intended to be used as novel endpoints (either primary or secondary) to assess the efficacy of therapeutic interventions for atopic dermatitis and in all stages of clinical development. 		Novel endpoints to asess the efficacy of therapy for AD		•	Content validity
•	Validation strategy
•	Ability to detect change
•	Model development and performance
•	Target population
•	Context of use		Keywords:
Digital measures, night-time scratch and sleep, Atopic Dermatitis 
Hits BEFORE the qualification date:
1
Hits AFTER the qualification date: 0		Keywords:
Digital measures, night-time scratch and sleep, Atopic Dermatitis 
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Digital measures, night-time scratch and sleep, Atopic Dermatitis 
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		No

		6add1b29-cb7f-eb11-a812-000d3abd3335		88ZhESVpDOw/3PTpFZpSr4/GYv9FLByk77SamuBHs/Ky/djflo0946o4kw2MHPew1BBv3HbTTdE1VHIvdNd1jA==		10/24/22 14:12		Enroll-HD: Registry for Huntington's Disease		Opinion		7/21/22		To use Enroll-HD as a data source and infrastructure support for registry-based studies (drug utilisation studies, drug efficacy/effectiveness studies, or drug safety evaluation studies).		To use Enroll-HD as a data source and infrastructure support for registry-based studies (drug utilisation studies, drug efficacy/effectiveness studies, or drug safety evaluation studies). 		Data source and infrastructure support for registry-based studies		•	General strategy
•	Context of use
•	Target population
•	Representativness
•	Core data and time elements
•	Data capturing and quality management		Keywords:

Hits BEFORE the qualification date:
5
Hits AFTER the qualification date: 0		Keywords:
Enroll-HD
Hits BEFORE the qualification date:
99
Hits AFTER the qualification date: 11		Keywords:
Enroll-HD
Hits BEFORE the qualification date:
5/0
Hits AFTER the qualification date: 0/0		No

		fdc094b9-1080-eb11-a812-000d3abd325d		j3syBYAAJs3GXoA4+KOQpdSl5EVmth9jPZDedD+wvOJNf5+5l66kg1f8tYHWXvoPICamt+9JirTEvODKoC4IQg==		8/9/21 15:23		Tominersen		Advice		7/22/21		The Context of use of the DSTT is assessment of fine motor impairment to detect treatment effect in HD clinical trials with manifest HD patients. 		Outcome measures from the Roche HD Monitoring Application, as illustrated by the example of the digital speeded tapping test (DSTT) are intended to support development of novel products to be used in the treatment of Huntington’s disease, such as tominersen from Roche.		Support novel product development in Huntington's disease		No discussion meeting -> no LoI		Keywords:
DSST, Huntington disease, roche
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
DSST, Huntington disease, roche
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
DSST, Huntington disease, roche
Hits BEFORE the qualification date: 5/0

Hits AFTER the qualification date: 0/0		No

		06e36b09-5480-eb11-a812-000d3abd3f94		f/Nu3eQUuQi6sdTNhOXUd2Cxaana+e3bDxE4r+VP3Rq5XqigyZJ0T8tMQIqver8VrtU2oMO3Bgb26qTEMbRjNQ==		9/27/21 10:20		Sickle cell disease electronic patient-reported outcome (SCD ePRO)		Advice		9/16/21		SCD ePRO (or ePRO) is an electronic daily diary designed for patients (adolescents and adults) with SCD to comprehensively self-report their experience of vaso-occlusive crisis (VOC), the most common clinical manifestation of SCD.		Sickle cell disease electronic patient-reported outcome (SCD ePRO) is intended for the assessment of reduction in the frequency of vaso-occlusive crises and associated morbidity in sickle cell disease.		Assessment of vaso-occlusive crises reduction and morbidity  in SCD		•	Functional endpoints
•	Validation strategy
•	Representativness
•	Data capturing and quality management		Keywords:
Sickle cell disease, electronic patient-reported outcome
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
Sickle cell disease, electronic patient-reported outcome
Hits BEFORE the qualification date: 23

Hits AFTER the qualification date: 6		Keywords:
Sickle cell disease, electronic patient-reported outcome
Hits BEFORE the qualification date: 64/0

Hits AFTER the qualification date: 36/0		No

		d3cf9cf2-6393-eb11-b1ac-000d3a243819		XYSn1wYAhH0Qc1m7QqlbYvk8kqv4G4xWmBw6hBdEXx/gOaM5FqAo3vpEcoD3tjB/7F1sx2134zEqgcGgQJoRYA==		12/20/21 18:17		Digital biomarkers for assessing disease domains of Patients with Multiple Sclerosis (PwMS)		Advice		12/16/21		We propose to first explore the utility of these biomarkers for monitoring PwMS in clinical trials, then to evaluate their prognostic utility, and ultimately, their performance as pharmacodynamic/response biomarkers and endpoints in clinical trials. 		Digital biomarkers for assessing disease domains of Patients with Multiple Sclerosis (PwMS) is intended as a digital remote patient monitoring tool in clinical trials for persons with multiple sclerosis.		Digital remote patient monitoring tool for PwMS		•	General strategy
•	Validation strategy
•	Size and duration of the study
•	Target population		Keywords:
Digital biomarkers, Multiple Sclerosis, digital remote patient monitoring
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Digital biomarkers, Multiple Sclerosis, digital remote patient monitoring
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
Digital biomarkers, Multiple Sclerosis, digital remote patient monitoring
Hits BEFORE the qualification date: 725/3

Hits AFTER the qualification date: 201/0		No

		abf15b85-fb96-eb11-b1ac-000d3a479fd8		MHlQ/casrpYSFe/Z0QoBzxrahpgG1a4I5rcyveWEALdbnEYWxCoffQ+mkAMBWgn9d5IvVP0RFpm8QXYnIfZIJQ==		12/10/21 13:13		Machine-Learning based Model for NAFLD Activity Score (NAS) and Fibrosis Scores as an enrollment and Histologic-based Diagnostic Biomarker In Drug Development for NASH Clinical Trials		Advice		10/14/21		A diagnostic biomarker to assess disease activity score components (i.e., steatosis, ballooning, inflammation) and fibrosis stage in liver biopsies as part of evaluation for enrollment and at follow-up time points in NASH clinical trials. 		Machine-Learning based Model for NAFLD Activity Score (NAS) and Fibrosis Scores is intended as a diagnostic biomarker to assess the Nonalcoholic Fatty Liver disease activity score (NAS) components and fibrosis stage in liver biopsies as part of evaluation for enrolment and at follow-up time points in non-alcoholic steatohepatitis (NASH) clinical trials.		Diagnostic biomarker to assess NAS and fibrosis stage		•	Model development and performance
•	Validation strategy
•	Representativness
•	Functional endpoints
•	Context of use		Keywords:
Machine-Learning, NAFLD Activity Score, Fibrosis Score, Nonalcoholic Fatty Liver disease, non-alcoholic steatohepatitis 
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
Machine-Learning, NAFLD Activity Score, Fibrosis Score, Nonalcoholic Fatty Liver disease, non-alcoholic steatohepatitis 
Hits BEFORE the qualification date: 5

Hits AFTER the qualification date: 3		Keywords:
Machine-Learning, NAFLD Activity Score, Fibrosis Score, Nonalcoholic Fatty Liver disease, non-alcoholic steatohepatitis 
Hits BEFORE the qualification date: 20/0

Hits AFTER the qualification date: 4/1		No

		aabf19a3-1a97-eb11-b1ac-000d3a45f760		EQ00c6bdBQTn90BVjULS2NX+exd/hq2EOXKTcMx94Xs/hqKZ+In98o6Px3YcIzl9mMOdr/zt48FYQgr2Z/PKkA==		9/22/22 8:44		Prognostic Covariate Adjustment (PROCOVA™)		Opinion		9/15/22		The objective is to seek CHMP qualification for the proposed statistical methodology intended to improve the efficiency of Phase 2 and 3 clinical trials, by using trial subjects’ predicted outcomes on placebo (prognostic scores) in linear covariate adjustment; such prognostic scores can be generated using a predictive model trained on historical data. Our approach is efficient in the sense that it uses historical data to reduce variance of the treatment response estimates (and thus reduce the minimum sample size required to achieve the desired level of confidence) better than other available approaches.		Prognostic Covariate Adjustment (PROCOVA™) is a statistical methodology intended to improve the efficiency of Phase 2 and 3 clinical trials, by using trial subjects’ predicted outcomes on placebo (prognostic scores) in linear covariate adjustment. 		Improve the efficiency of phase 2 & 3 CT by using prognostic scores		•	Statistical methodology
•	Size of the study
•	Model validation		Keywords:
Prognostic Covariate Adjustment, placebo, linear covariate adjustment
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
Prognostic Covariate Adjustment, placebo, linear covariate adjustment
Hits BEFORE the qualification date: 3

Hits AFTER the qualification date: 0		Keywords:
Prognostic Covariate Adjustment, placebo, linear covariate adjustment
Hits BEFORE the qualification date: 141/0

Hits AFTER the qualification date: 10/0		No

		f8bdef1f-8f9c-eb11-b1ac-000d3a2b9811		+Hw4lYICmPvsFSY95vvG9vAfZrTK+vOOLuSXgBaCNcJtRZd0woBBe8uArqogqZ0n+mG8FNZWWo5FP/XszWO9EQ==		8/9/21 8:12		Serum or plasma Neurofilament light chain (NFL) in progressive multiple sclerosis trial		Advice		7/22/21		• NfL is a pharmacodynamic/treatment response biomarker and can be used as an endpoint/outcome in clinical trials in progressive MS
• NfL is a prognostic biomarker that can predict disease progression, to be used for selection of progressive MS patients into trials		Serum or plasma Neurofilament light chain (NFL) in progressive multiple sclerosis trial is intended for the further development and use of serum or plasma concentrations of neurofilament light chain (NfL) as a prognostic or pharmacodynamic/response biomarker in progressive MS clinical trials.		NFL as prognostic or pharmacodynamic/response biomarker in MS		No discussion meeting -> no LoI		Keywords:
Serum, plasma, Neurofilament light chain, progressive multiple sclerosis, biomarker 
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Serum, plasma, Neurofilament light chain, progressive multiple sclerosis, biomarker 
Hits BEFORE the qualification date: 3

Hits AFTER the qualification date: 1		Keywords:
Serum, plasma, Neurofilament light chain, progressive multiple sclerosis, biomarker 
Hits BEFORE the qualification date: 266/2

Hits AFTER the qualification date: 56/1		No

		5e7dba5b-34b1-eb11-8236-000d3abfdf30		iQ3P2S+DwOL7unNuCjs8XpzFg5AXlwV8j2G9A71iyr6a1OvBZsF8pP+i+3ZzUxMcU4UR6p3yM90Zzvn31v5TWw==		11/29/22 18:03		A Model-based Clinical Trial Simulation Platform to Optimize Design of Efficacy Evaluation Studies in Parkinson’s Disease		Opinion		6/23/22		Perform clinical trial simulations to help inform trial design, including inclusion/exclusion criteria, enrichment, and stratification approaches.		Perform clinical trial simulations to help inform trial design, including inclusion/exclusion criteria, enrichment, and stratification approaches, for trials intended to evaluate the efficacy of symptomatic and disease-modifying therapeutic candidates. In the absence of regulatory-approved disease-modifying therapeutics, the CTS platform incorporates functionality for sponsors to introduce a non-data-driven therapeutic effect that modifies the rate parameter for both parts II or III of the MDS-UPDRS.		CTS to introduce a non-data-driven therapeutic effect		•	Core data elements
•	Data capturing
•	Clinical trial simulation
•	Content validity
•	Context of use
•	Model development and performance		Keywords:
clinical trial simulations,  MDS-UPDRS
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
clinical trial simulations,  MDS-UPDRS
Hits BEFORE the qualification date:
3
Hits AFTER the qualification date: 0		Keywords:
clinical trial simulations,  MDS-UPDRS
Hits BEFORE the qualification date: 8/0

Hits AFTER the qualification date: 0/0		No

		2138f3d7-0ac5-eb11-bacc-002248801671		uhp4CFb1rYQlbub1mwm28pjzYC/oah0PKF1qOagH+BIClYR1tOb/F2/FZRVLj4LEOnECbEdyKuOdaf3aJvVdlg==		12/7/21 10:27		Sjögren’s Tool for Assessing Response (STAR)		Advice		11/11/21		STAR is intended to be used as primary, co-primary or secondary endpoint to assess efficacy in clinical trials at various stages of drug development (Phase 1 through 3) in primary Sjögren's syndrome. 		Sjögren’s Tool for Assessing Response (STAR) is intended to assess treatment efficacy based on improvement of disease activity in clinical trials of drugs for primary Sjögren’s syndrome (pSS).  		STAR to assess treatment efficacy in pSS		•	Context of use
•	Functional endpoints 
•	Content validity
•	Validation strategy		Keywords:
Sjögren’s Tool for Assessing Response, STAR, primary Sjögren’s syndrome, pSS
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
Sjögren’s Tool for Assessing Response, STAR, Sjögren’s syndrome, pSS
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 1		Keywords:
Sjögren’s Tool for Assessing Response, STAR, primary Sjögren’s syndrome, pSS
Hits BEFORE the qualification date: 7/0

Hits AFTER the qualification date: 2/0		Yes

		dc234c4f-13c5-eb11-bacc-000d3abd8aa0		FBttB5nTjjKfHijmBiRV0TDbC9Mm4uispNz6AFA02Po6RgIZfSkOwslaNFUk1mxS/CmAthVulEVifJIFQZSWXA==		6/29/22 15:21		PAH SYMPACT®		Advice		6/23/22		Pulmonary Arterial Hypertension—Symptoms and Impact (PAH-SYMPACT®) instrument - a disease specific PRO to be used in patients with pulmonary arterial hypertension (PAH) and chronic thromboembolic pulmonary hypertension (CTEPH). The validation exercise has been finalised for the use of the PAH-SYMPACT in patients with PAH. 		PAH SYMPACT® is an instrument use to assess change in symptoms and impacts over time in patients with pulmonary arterial hypertension. 		assess change in symptoms and impacts over time in PwPAH		• Clinical relevance
• Ability to detect change
• Validation strategy
• Target population
•Model development and performance		Keywords:
PAH SYMPACT, pulmonary arterial hypertension
Hits BEFORE the qualification date: 16

Hits AFTER the qualification date: 3		Keywords:
PAH SYMPACT, pulmonary arterial hypertension
Hits BEFORE the qualification date: 11

Hits AFTER the qualification date: 1		Keywords:
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Hits BEFORE the qualification date: 7/0
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		a621260c-91e8-eb11-bacb-000d3a444856		Q8Y7jdwFSW2bw1fI2sBXee2ZCThZmruBLIIgk/JQoJ8sYdgVbIGOy7O1XMMys97eJP5/W81r6e9uYsUeEnyw7w==		2/25/22 10:39		Biomarkers of drug-induced liver injury (DILI)		Advice		2/24/22		A single biomarker or a composite panel of biomarkers that aids in identifying clinical trial subjects with potential acute liver injury caused by drugs, in whom dose reduction or dose interruption is warranted. Identification of potential acute liver injury is based on elevations of alanine transaminase (ALT), aspartate transaminase (AST) or alkaline phosphatase (ALP).		Biomarkers of drug-induced liver injury (DILI) are investigated to stratify DILI patients with a higher degree of liver injury from those with less pronounced liver injury.		Biomarkers for stratifying DILI patients with higher degree of liver injury		•	Contradictory data
•	Context of use
•	Validation strategy
•	General strategy
•	External validity		Keywords:
Biomarkers, drug-induced liver injury, stratify patients
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced liver injury, stratify patients
Hits BEFORE the qualification date: 10

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced liver injury, stratify patients
Hits BEFORE the qualification date: 110/0

Hits AFTER the qualification date: 24/0		No

		fe054c2d-69e9-eb11-bacb-000d3a48104d		K5E7hiSIthuJxHXlWwV6AQQCaUHrHzVQx1dk20Gg1sd7vGCg/ugyNhy1BYfNwZvGEyg/HidwnFuL1PodOWAiEA==		4/7/22 15:31		Glo-BNHL platform trial		Advice		11/11/21		We are seeking advice for this international platform study in a rare population to ensure it meets its aim to rapidly evaluate multiple prioritised novel agents for the treatment of paediatric relapsed/refractory B-NHL, generating data that can be used to support marketing authorisation applications for paediatric specific labels. We specifically seek advice on the use of Bayesian methodology in this rare population.		Glo-BNHL is a prospective early phase international academic-led multicentre clinical platform trial designed to evaluate the safety and efficacy of priority novel agents combined with existing therapies for the treatment of children, adolescents and young adults with relapsed or refractory B-cell Non-Hodgkin Lymphoma (B-NHL).		Evaluate the safety and efficacy of priority novel agents in B-NHL		•	General strategy
•	Statistical methodology
•	Clinical trial application and conduct		Keywords:
Glo-BNHL, relapsed, refractory, B-cell Non-Hodgkin Lymphoma 
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:

Hits BEFORE the qualification date:
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Hits AFTER the qualification date: 673		Keywords:
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		6c8fe362-ccea-eb11-bacb-000d3a481b35		zgug+YVMEkRPPBRVQq0XpdUN9MeSOYHLB0sWPP2fwIWZ5AkHcnGIcXhrsI5HdtXEWAMHobriqeWi1EVO1ZpY4g==		12/22/21 14:14		Platform trial -  β cell function preservation		Advice		12/16/21		A platform trial to determine the safety and efficacy of a series of immunotherapeutic IMPs to improve preservation of β cell function when administered in combination with an agent designed to improve β cell function without an immunosuppression function in newly diagnosed patients with Type 1 Diabetes (T1D).		Platform trial - β cell function preservation is a master protocol for a platform trial to determine the safety and efficacy of a series of immunotherapeutic IMPs to improve preservation of β cell function when administered in combination with an agent designed to improve β cell function without immunosuppression in newly diagnosed people with Type 1 Diabetes.	 		 IMPs to improve preservation of β cell function in T1D		•	Clinical trial application and conduct
•	Target population
•	Functional endpoints
•	Ability to detect change		Keywords:
Platform trial, β cell function preservation, Type 1 Diabetes
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
Platform trial, β cell function preservation, Type 1 Diabetes
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
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Hits BEFORE the qualification date: 612/1

Hits AFTER the qualification date: 133/0		No

		a586046d-a809-ec11-b6e6-0022488242ed		iQWhjvYTDHv9ZUnMACQjpEYpcWonUXJ3QQeoKcEhKdcdOxqB5CXFN4wht02u3CKQdkVNgHtfL+cfkXoz9uRK9Q==		11/30/22 8:43		Forskolin-Induced Swelling (FIS) Assay		Advice		12/15/22		The intended use is application of the FIS assay as a biomarker for CFTR-function in three specific contexts of use (CoU):
1) The FIS assay is a CFTR-dependent, reproducible valid biomarker for CFTR function in patients with Cystic Fibrosis (pwCF);
2) the FIS assay is a biomarker of CFTR function that reflects disease severity and risk of disease progression in pwCF;
3) the FIS assay is a biomarker of CFTR function that correlates with clinical drug response in pwCF		The FIS Assay is used to quantify Cystic Fibrosis Transmembrane Conductance Regulator (CFTR) protein activity in individual patients with Cystic Fibrosis using rectal organoids.		Quantify CFTR activity in PwCF using rectal organoids		• Issues on Toxico-Pharmacological development
• Issues on Clinical development		Keywords:
FIS Assay, Cystic Fibrosis, Transmembrane Conductance Regulator, rectal organoids
Hits BEFORE the qualification date:
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Hits AFTER the qualification date: 0		Keywords:
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Hits BEFORE the qualification date: 11/0
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		2cc55562-020b-ec11-b6e6-002248824cf5		bVgZ+mH7WJaJSl1gzBXTnW/UV8hiXR6e5iYmXqVIlRhdq74PCTWrMmpY72cgzHO6JNU4Eos2TJzAnfRAnCLY9Q==		11/29/22 17:58		Neurofilament light in childhood Neurological diseases		Advice		9/15/22		The use of neurofilament light chain (NfL) protein as a biomarker of axonal damage to monitor disease activity and to assess treatment responses in pediatric neurological diseases.		Neurofilament light protein in childhood Neurological diseases is intended as a biomarker to monitor disease activity that is possibly related to axonal damage and to assess treatment responses in paediatric neurological diseases (<20 years old).		Biomarker to monitor disease activity related to axonal damage 		• Clinical trial application and conduct
• Functional endpoints
• Context of use		Keywords:
Neurofilament light protein, biomarker, axonal damage, paediatric neurological diseases
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Neurofilament light protein, biomarker, axonal damage, paediatric neurological diseases
Hits BEFORE the qualification date: 2

Hits AFTER the qualification date: 1		Keywords:
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Hits BEFORE the qualification date: 7/0

Hits AFTER the qualification date: 2/0		Yes

		1496847a-3f1d-ec11-b6e6-6045bd8dea50		J7qWsSYBsO9kqUqp3obZCmPlVH5Jf1e1md3S7NEDAfz1P3czuSP9RmeNYxrlyLi7M2D8ftOzDNteRBdEVdLQIA==		7/1/22 6:50		Dimensional Anhedonia Rating Scale (DARS)		Advice		6/23/22		Use of the DARS to measure anhedonia in registration studies for evaluating treatment benefit of aticaprant in participants with MDD with anhedonia,
Change from baseline in the DARS total score as an acceptable key secondary endpoint to evaluate treatment benefit,
The qualitative research providing evidence of the content validity for the DARS,
The planned psychometric analyses to document the measurement properties of the DARS,
The proposal to estimate within-person meaningful change threshold and sensitivity to change on the DARS.		Dimensional Anhedonia Rating Scale (DARS) is a self-reported questionnaire developed to assess anhedonia as a multifaceted construct. 		Self-reported questionnaire to assess anhedonia		•	Clinical trial application and conduct
•	Content validity
•	Target population
•	Representativeness
•	Size and duration of the study		Keywords:
Dimensional Anhedonia Rating Scale, self-report
Hits BEFORE the qualification date: 4

Hits AFTER the qualification date: 1		Keywords:
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		994c3c53-a41f-ec11-b6e6-6045bd8a15fc		3FCkPZzrXn6CYW0krvpDJqBjNqQq/+PdMzIyCxRudkFnB89K0mJ+wUZNV/LszqXWCTDgBPySVn7gSOilff6EQA==		3/28/22 12:24		Digital measures to assess fatigue, sleep and activities in daily living in neurodegenerative disorders (NDD) and immune-mediated inflammatory diseases (IMID)		Advice		3/24/22		The IDEA-FAST project aims to identify and evaluate digital measures of fatigue and sleep in a number of neurodegenerative disorders (NDD) and immune-mediated inflammatory diseases (IMID). The ultimate goal of the project is to use the proposed digital biomarkers (as secondary or exploratory endpoints in clinical trials) to measure efficacy of treatment of fatigue, sleep quality and impact of sleep disturbances in patients with an NDD or IMID. 		The goal for this project is to use the proposed digital biomarkers as secondary or exploratory endpoints in clinical trials to measure efficacy of treatment of fatigue, sleep quality and impact of sleep disturbances -in particular “daytime sleepiness” in patients with the above-mentioned conditions in whom these symptoms require treatment.		Efficacy of treatment of fatigue, sleep quality and disturbances		•	Clinical trial application and conduct
•	Context of use
•	General strategy
•	Construct validity
•	Representativeness
•	Size and duration of study
•	Target population		Keywords:
IDEA-FAST, digital, NDD, IMID, sleep
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		272c62a2-8332-ec11-b6e6-000d3aae4fa1		tgYXUg67yO2sUBdi9koF/E1I4rDIIkvwn45gstnx3hkev/NRbVzW2mi6NEeXnCKjEYF4iqw3k6VTdW0n8J4jIg==		5/30/22 7:05		Artificial Intelligence for adjudication of clinical events (AIDA)		Advice		5/19/22		Machine learning (ML) based auto-adjudication, based on structured and unstructured information made available in the context of clinical trials, with the aim to be integrated in clinical trials as a tool for adjudication of primary endpoint events (AIDA).		Artificial Intelligence for adjudication of clinical events is intended for automated event adjudication. The advice pertained to the validation process of a machine learning (ML)-based model for clinical event auto-adjudication. 		Automated event adjucation - ML-based 		•	Context of use
•	General strategy
•	Validation strategy
•	Model development and performance
•	Data capturing and quality management
•	Representativeness
•	Functional endpoints		Keywords:
Artificial Intelligence, auto-adjudication, clinical events, AIDA
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		7599e067-bd3b-ec11-b6e5-000d3abb6d43		M0k9RxQLVhjC8Inc+gatNtvWxQRg5m0ROPqEhsQoC4VCHMzg8XbQskuV9Mu4gFZpDLvi8tlHmLbEeVYTtlCPYQ==		5/16/22 14:40		Actigraphy-quantified physical activity (AQPA) endpoint for chronic heart failure		Advice		4/22/22		The Applicant is developing actigraphy-quantified physical activity (AQPA) endpoints for chronic heart failure (CHF). They plan to validate digital health technology using an accelerometery based wearable device (ActiGraph device) to quantify physical activity in CHF patients.  		Actigraphy-quantified physical activity (AQPA) endpoint for chronic heart failure is a accelerometery-based digital health technology intended for the collection of physical activity data in patients with chronic heart failure. 		AQPA endpoint for chronic heart failure		•	Target population
•	Validation strategy
•	Functional endpoints
•	Clinical trial application and conduct		Keywords:
actigraph, chronic heart failure
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		f6d3acd0-db3c-ec11-b6e5-000d3abb6442		ptbSBhhN2XmfZEnlvmzGE/q8ksV4vNN+Jz24BNUesi/MYVCBzu9X1uPBqawPlXv/Vn3G2cO+ejFI+CZkaWYTUQ==		6/9/22 14:18		Novel endpoints for use in intermediate age-related macular degeneration (iAMD) clinical trials		Advice		5/19/22		Novel anatomical primary (and/or secondary) endpoints for use in registrational studies in patients with intermediate age-related macular degeneration (iAMD). Specifically, acceptability of the following structural changes: nascent geographic atrophy (nGA), incomplete retinal pigment epithelium and outer retinal atrophy (iRORA), complete retinal pigment epithelium and outer retinal atrophy (cRORA), or minimally detectable geographic atrophy (GA).  		Novel endpoints for use in intermediate age-related macular degeneration (iAMD) clinical trials pursuant to Article 57(1)(n) of Regulation (EC) 726/2004 of the European Parliament and of the Council.		Novel endpoints in iAMD clinical trials		•	Target population
•	Validation strategy
•	Functional endpoints
•	Clinical trial application and conduct		Keywords:
Novel endpoints, intermediate age-related macular degeneration
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		dc10706d-3848-ec11-8c62-6045bd8a4f83		cvW5r1tAIV/lc/p7mIo1PjcJm+xAhv29j6W/S5TfwOHHelRU0/ov5dXJVz5/DvLeM+bNeWUE++fdp/4BE/WH3Q==		9/28/22 9:22		TUMMY-UC - Patient-Reported Outcome for Pediatric ulcerative colitis (UC)		Opinion		6/23/22		TUMMY UC (PRO & ObsRO) indices are patient and observer reported outcome instruments, under development for the assessment of paediatric patients with Ulcerative Colitis with the intent to be used in clinical studies in order to directly capture symptoms.		TUMMY-UC - Patient- and Observer-Reported Outcome is intended for use in clinical trials investigating interventions to treat paediatric ulcerative colitis (UC). 		Investigating interventions to treat paediatric ulcerative colitis (UC)		
•	Validation strategy
•	Clinical trial application and conduct
•	Size and duration of study
•	Data capturing and quality management		Keywords:
TUMMY-UC, paediatric ulcerative colitis
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		8a0ec49a-4d54-ec11-8c62-6045bd8c1c67		sCvr03Cz/E7hibxJNRhTinCorlEQjc66BDslZaXo7UsG0imPrGaeDAbFk/mBb1lR5lNps9zbKE6BI2PNiuhzNA==		12/12/22 15:19		SMA Core dataset and Global Registries Platform		Advice		9/15/22		The Applicant sought advice for SMA Core dataset and Global Registries Platform in relation to the methodology used to create a clinically relevant SMA Core Dataset, the mechanisms proposed to collect real-world data relevant to SMA, the current and intended use of the Central Data Warehouse for storage of data from a network of national registries and the use of the collected data for evidence generation to support academic and industry research and regulatory decision-making.	 		​​Multiple: collecting data for SMA to inform on: Disease progression in treated and untreated patients; Long term evaluation of safety and efficacy for existing or new treatments; Clinical trial design and outcome measure selection; Improvements standards of care and; to support of pre- and post-authorisation regulatory decisions. ​ 		Collecting data for SMA, evaluation of safety and efficacy		
•	Context of use
•	Data capturing and quality management
•	External validity
•	Data protection		Keywords:
collecting data, SMA, Global Registries Platform
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		f5fe94f8-6454-ec11-8c62-6045bd8c10ad		BeBN6J5p04QcnE2CTH82uZF4kiV1sqaX0yUOdKblW0KB/vxyPYME+0TLLveBpK9HDFmk6otnoQsVrwtD5U+ulg==		12/8/22 9:20		iBox Scoring System (Composite Biomarker Panel)		Opinion		9/15/22		The iBox Scoring System (Composite Biomarker Panel) used at one-year post-transplant as a surrogate endpoint for the five-year risk of death-censored allograft loss in kidney transplant subjects for use in clinical trials to support evaluation of novel IST applications via CMA. When evaluating five-year outcomes for clinical benefit and full marketing authorisation, it will be necessary that there is not a clinically meaningful decrease in transplant recipient survival outcomes between the therapies being investigated in the clinical trial.		The iBox Scoring System (Composite Biomarker Panel) used at one-year post-transplant is a surrogate endpoint for the five-year risk of death-censored allograft loss (allograft failure) in kidney transplant subjects for use in clinical trials to support evaluation of novel IST applications via CMA. When evaluating five-year outcomes for clinical benefit and full marketing authorisation, it will be necessary to ensure that there is not a clinically meaningful decrease in transplant recipient survival with the new therapy in the clinical trial compared to the standard of care control arms.		Surrogat endpoint the five-year risk of death-censored allograft loss		
•	Context of use
•	Clinical trial application and conduct
•	Validation strategy		Keywords:
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		1d844be7-ec54-ec11-8f8f-000d3a4a3c09		lUXK2xeczjuGeI6WjNQO2m24JZpEVFRLj6RirHTymYrYJHfMbUAbUOwUgd0usNSB/x6MbAsPG4IIFE52q9GBBg==		10/3/22 12:50		Bologna Biomechanical Computed Tomography (BBCT)		Advice		9/15/22		The Applicant proposes that BBCT-hip is capable of providing a surrogate of the fracture endpoint in Phase II clinical trials which is significantly more accurate than aBMD. 		BBCT-Hip is a patient-specific model that predicts the Absolute Risk of Fracture (ARF0) of the proximal femur of an individual in case of fall. 		Predicts the ARF0 of the proximal femur of an individual in case of fall 		
•	Context of use
•	Validation strategy
•	Size and duration of the study		Keywords:
BBCT-Hip, Absolute Risk of Fracture, proximal femur, fall
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		b1ed823c-8356-ec11-8f8f-000d3a4a3700		fL9RozEHMbSpTYw818D2CRUSx1tMeM3cGQhsEDW2XKiDMqnlC3IVBdmu8LoLhMJMMkS2+qdX4DSXqRRYww7dKA==		8/25/22 9:45		Bermekimab		Advice		7/21/22		Measures of nocturnal scratch from either DHTT are intended to support the development of a DHTT-derived COA to support the evaluation of the effectiveness of therapeutic interventions in clinical studies of AD. The nocturnal scratch DHTT COA is intended to serve as a secondary or exploratory endpoint to support the assessment of the effectiveness of therapeutic interventions in clinical studies involving adolescent (12 to 17 years of age) and adult participants with moderate to severe AD.		Development of Bermekimab, a human anti-IL1alpha monoclonal antibody for the treatment of severe atopic dermatitis in adults.		 Human anti-IL1alpha monoclonal antibody for severe AD in adults		
•	Functional endpoints
•	Validation strategy
•	General strategy		Keywords:
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		eb11822d-8b56-ec11-8f8f-000d3a49691e		BO7vchC2+CaWDkIt6PCa1d8mmxMIprWIJSiC5Q4BDtLeCndMsfbhtOinljZnctLfSLYwU5xFiDyDVhjWPb+EuA==		7/22/22 11:27		electronic Early Treatment of Diabetic Retinopathy Study (eETDRS)		Advice		7/21/22		The Applicant’s planned use of electronic Early Treatment of Diabetic Retinopathy Study (eETDRS) systems as a validated tool to measure best corrected visual acuity (BCVA) in future clinical studies that may be used for registrational purposes in the European Union (EU).		Novel method ‘electronic Early Treatment of Diabetic Retinopathy Study’ (eETDRS) intended for use as a validated tool to measure best corrected visual acuity (BCVA) in future clinical studies that may be used for registrational purposes in the European Union (EU).		Validated tool to measure BCVA in future CTs		•	Context of use
•	Clinical trial application and conduct
•	Target population		Keywords:
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		7183dabe-b256-ec11-8f8f-000d3a4a35da		SbMWc6hPIFxGCBVBvBpfW2kpOVgnVFnCgXB/Aq2Kqy2ABo977SWlFjKL9wg9YV31IwbYergDCRM1urL1EbTbTw==		12/16/22 9:42		Braintale platforms		Advice		12/15/22		The current intention is to use the platform for scientific or clinical research (Braintale-research), as a valid tool to provide quantification of white-matter alterations. Correlated with clinically relevant anchors, it should help quantifying myelin alterations severity and demyelination progression/regression and thus providing appropriate objectivized, multicentric and reproducible information on the prognosis and follow-up of patients with neurodegenerative conditions (e.g., Multiple Sclerosis or Amyotrophic Lateral Sclerosis) enrolled in clinical trials.		Braintale research platform is a digital tool including software intended to study white matter in neurological or neurodegenerative diseases known to be linked to white matter alterations. It allows the quantification and monitoring of changes in the nervous system white matter as captured by standardised diffusion magnetic resonance imaging (MRI) measurements systematically linked to clinical outcome using artificial intelligence algorithms. 		Monitoring of changes in the nervous system white matter 		•	Context of use
•	Clinical trial application and conduct
•	Validation strategy
•	Definition of training and validation datasets for AI/ML methods		Keywords:
Braintale, white matter, neurological or neurodegenerative, MRI, artificial intelligence 
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		f302b25c-b76f-ec11-8943-000d3a46c457		u44aI5wbKeenXRoXsTABPde2H2Oz40hGEJaC4ifFFOz48PJA/wM8WFlmGXPE/frRkaKCEp8Zopknj5Vcc+XmJA==		12/20/22 17:31		Levetiracetam		Advice		12/15/22		Assessing alternative posologies and/or modified release formulations of CNS drugs with recognized PK/PD relationships that are authorized in a formulation with a different release rate. The assessment intends to inform or exclude risks of different PK/PD relationships or efficacy profiles related to differences in drug kinetics in CSF.		​Replacement of therapeutic equivalence studies for  formulations with the same active substance but  differences in plasma concentration profile shapes under equivalent daily exposures		​Replacement of therapeutic equivalence studies for the same active subst.		•	Context of use
•	Target population
•	Model development and performance		Keywords:
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		d8c98ccb-ea7e-ec11-8d21-6045bd8d8506		+oI/3+vndrPaqnfOo/G8/ecvA0rhpyS7wxtuz9RPAc7DDog412F3wQZdiPWZMwHALOfXv5awoVBjZ+KFNXEzhQ==		10/17/22 8:09		Symptoms and Impacts Questionnaire for Ulcerative Colitis and Crohn's disease (SIQ-UC/SIQ-CD)		Advice		10/13/22		The SIQ-CD and Symptoms and SIQ-UC are intended for use as a primary, co-primary, or secondary endpoint(s) in CD and UC drug development trials.		Symptoms and Impacts Questionnaire for Ulcerative Colitis and Crohn's disease (SIQ-UC/SIQ-CD) are patient reported outcome (PRO) measures for use in Ulcerative Colitis and Crohn's disease trials, respectively. 		Patient reported outcome measures		
•	Clinical trial application and conduct
•	Statistical methodology		
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		b03b3046-9b95-ec11-b400-000d3a45cd37		ZQ8TfvnLCc7k0kFJndjL4KvUTxTqDc4vZq5BfvXIYihTI65J1bazaUsCiwm6YO6d2rGkftdINtK6RX6kZFiHqg==		12/19/22 9:13		Stride velocity 95th centile measured by a valid and suitable wearable device		Opinion		7/21/22		The intention is to confirm and further inform the different measurement properties of the SV95C, and to support its use as a primary endpoint to assess new drug efficacy in clinical trials from Phase 1 to Phase 4 for the measurement of the maximal stride velocity of patients with DMD. 		Stride velocity 95th centile measured by a valid and suitable wearable device is intended for a context of use as secondary endpoint in studies in Progressive Neuro Muscular Diseases characterized by proximal muscle weakness. 		Secondary endpoint in studies on Progressive Neuro Muscular Diseases		•	Functional endpoints 
•	Data capturing and quality management
•	Size and duration of study
•	Validation strategy		Keywords:
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		8ca56baf-179a-ec11-b400-000d3a26df94		6th1Sx2yVT1dl73TeSpk+D+EGz0yYsVebcb3HMQeYKR9j7XndcBMUpM9MiBROfcAmHnRbqH9MwqKfdLVUWYqdA==		12/22/22 15:24		PRE score		Opinion		12/15/22		The PRE-score is a composite of several clinical and laboratory markers considered important for both efficacy and safety assessment. The proposed Context of Use is in patients with CKD to improved renal risk estimation (from now on referred to as the “risk score”) and to predict drug effects on renal endpoints (from now on referred to as the “response score”). 		PRE score is being developed as a risk and response score in diabetic patients with chronic kidney disease. 
		Risk and response score in diabetic patients with chronic kidney disease		•	Validation strategy
•	Model development and performance		Keywords:
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		8a6a30b7-459a-ec11-b400-000d3a26d3ce		XodezHze7DENMBrnpmgOjN7CYRGtq7TE37YfCCTSsZauV/DUEx2MX2VW727R1gcDlDsEK0ql72FxvkN7/fIy2A==		10/17/22 8:19		Novel endpoints in Achromatopsia		Advice		7/21/22		The objective of the qualification advice is to obtain preliminary feedback on the suitability and the strategy to develop novel clinical endpoints and PROs that will enable the assessment of treatment benefit in patients suffering from ACHM. These are to be used as primary or secondary endpoint in future intervention trials in patients with ACHM due to mutations in CNGB3 and CNGA3. 		​​The treatment of achromatopsia associated with variants in the CNGB3 and CNGA3 genes, respectively​ 		Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		•	Clinical trial application and conduct
•	Functional endpoints
•	Validation strategy		Keywords:
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		7245dd90-75a0-ec11-b400-000d3a45a704		06OvjJl6uZycKKo4oztiXCyQhtNli5Tu4QanhTqopT389+fd32KWUFcaaIxbCKbtotUxG0NvUB7mvuVtT31huw==		11/8/22 10:47		CAST (ClinSearch Acceptability Score Test)®		Opinion		11/10/22		CAST - ClinSearch Acceptability Score Test® : an internationally harmonized method to score acceptability of oral/buccal medicines in children under 12 years of age		The Acceptability Score Test is intended for relative acceptability testing for oral/buccal medicines in children under 12 years of age. 		Acceptability testing for oral/buccal medicines in children <12		•	Clinical trial application and conduct
•	Validation strategy 
•	Statistical methodology
•	Data capturing and quality management		Keywords:
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		5b94158f-57e6-ec11-bb3c-000d3a442007		r9mVXX9Zxcj1fQ/1pDaO93b4tAwFfp/1MPiB6dlOIxIlz9emKakB1jJbrXxY79uMqu/FOc3hkiLNRQUGSqoinA==		12/2/22 13:14		Composite endpoint method for acceptability evaluation of oral drug formulations in the paediatric population														Keywords:
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		fee0a69f-a5e6-ec11-bb3c-000d3a3a27df		FSpKERUduzM18xrH6OyLB5eypKj5M0nd9cIMdG01aebw3VmxRKfEOwx0wb6WPC9ehORAyXcy3OUmNVy5ipqPSQ==		12/20/22 11:10		Placebell©		Advice				The Applicant seeks CHMP advice or opinion on (i) the methodology for the generation and the documentation of composite covariates produced by Placebell©™ methodology and (ii) the acceptability to use composite covariates to estimate treatment effect in an adjusted analysis (where it is assumed here that the Applicant is interested in receiving an opinion for the case that Placebell methodology is used for the primary assessment of a clinical trial, as requirements are lower, if new methodology is used in secondary sensitivity analyses of a clinical trial). 						difficult to categorize? Separate document		Keywords:
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		20abb63d-91ed-ec11-bb3d-00224885c328		GiZGZjr6NbzF7hRdZSjLoS+J+/OKx7Ok1uCc68+13Ufa1W+K2QS5tApIw3+RVWKWNRy4QggKF5qzWwAaXuVFWw==		12/7/22 10:31		Statistical adjustment on deep learning prognosis covariates obtained from histological slides		Opinion				The aim is that Mesonet predictions be used as an adjustment of efficacy analysis on overall survival of life-prolonging drugs in first-line malignant pleural mesothelioma patients in randomized phase 2 and phase 3 clinical trials. 
We also propose that HCCnet predictions be used as an adjustment of efficacy analysis on overall survival of life-prolonging drugs in the adjuvant setting for resected hepatocellular carcinoma patients in randomized phase 2 and phase 3 clinical trials. 
This adjustment will be done either by including deep-learning prognostic score in the Cox regression, by stratifying the analysis on a discretized version of the score or by including the covariates in another method of analysis.						Issues on Clinical Development		Keywords:
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LoI categories

		Categories LoI		No. cases 		% of cases

		Fit for purpose		1		2.33				Fit for purpose		2.33

		Context of use		16		37.21				Training and confirmation datasets		2.33

		Statistical methodology		4		9.30				Face validity		2.33

		Clinical trial application and conduct		15		34.88				Need for prospective data/acceptability of retrospective analyses		2.33

		Target population		16		37.21				Safety endpoints		2.33

		Functional endpoints		15		34.88				Clinical relevance		2.33

		Size and duration of the study		8		18.60				Contradictory data		2.33

		Training and confirmation datasets		1		2.33				Simulation studies		4.65

		General strategy (including learn and confirm in separate datasets vs. cross-validation in pre-specified sections of one overall database)		9		20.93				Definition of training and validation datasets for AI/ML methods		4.65

		external validity		6		13.95				Data protection		4.65

		Model development and performance		10		23.26				Core data elements		6.98

		Validation strategy: Anchoring  to current (Gold) standard measure for intended application, or other, e.g. distribution based		20		46.51				Representativeness 		6.98

		face validity		1		2.33				Statistical methodology		9.30

		content validity		5		11.63				Content validity		11.63						Statistical methodology		9.30

		simulation studies		2		4.65				Ability to detect change/MCID 		11.63						Content validity		11.63

		core data elements		3		6.98				External validity		13.95						Ability to detect change/MCID 		11.63

		data capturing and quality management		10		23.26				Size and duration of the study		18.60						External validity		13.95

		representativeness 		3		6.98				General strategy 		20.93						Size and duration of the study		18.60

		Validation strategy: learn and confirm in separate datasets or cross-validation in pre-specified sections of one overall database		20		46.51				Model development and performance		23.26						Model development and performance		23.26

		Definition of training and validation datasets for AI/ML methods		2		4.65				Data capturing and quality management		23.26						Data capturing and quality management		23.26

		ability to detect change/MCID (minimal clinical important difference) during natural course of disease and after intervention		5		11.63				Clinical trial application and conduct		34.88						Clinical trial application and conduct		34.88

		need for prospective data/acceptability of retrospective analyses		1		2.33				Functional endpoints		34.88						Functional endpoints		34.88

		data protection		2		4.65				Context of use		37.21						Context of use		37.21

		Safety endpoints		1		2.33				Target population		37.21						Target population		37.21

		Clinical relevance		1		2.33				Validation strategy		46.51						Validation strategy		46.51

		Contradictory data		1		2.33

		MAIN CATEGORIES

		Statistical methodology

		Clinical trial application and conduct

		Target population

		Data management

		Functional endpoints











































		Context of use		37.2093023256

		Statistical methodology		9.3023255814

		Clinical trial application and conduct		34.8837209302

		Target population		37.2093023256

		Functional endpoints		34.8837209302

		Size and duration of the study		18.6046511628

		General strategy 		20.9302325581

		External validity		13.9534883721

		Model development and performance		23.2558139535

		Validation strategy		46.511627907

		Data capturing and quality management		23.2558139535

		Ability to detect change/MCID 		11.6279069767
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List of issues - most common categories



Context of use	Statistical methodology	Clinical trial application and conduct	Target population	Functional endpoints	Size and duration of the study	General strategy 	External validity	Model development and performance	Validation strategy	Data capturing and quality management	Ability to detect change/MCID 	37.209302325581397	9.3023255813953494	34.883720930232556	37.209302325581397	34.883720930232556	18.604651162790699	20.930232558139537	13.953488372093023	23.255813953488371	46.511627906976742	23.255813953488371	11.627906976744185	





List of issues - major categories



Fit for purpose	Training and confirmation datasets	Face validity	Need for prospective data/acceptability of retrospective analyses	Safety endpoints	Clinical relevance	Contradictory data	Simulation studies	Definition of training and validation datasets for AI/ML methods	Data protection	Core data elements	Representativeness 	Statistical methodology	Content validity	Ability to detect change/MCID 	External validity	Size and duration of the study	General strategy 	Model development and performance	Data capturing and quality management	Clinical trial application and conduct	Functional endpoints	Context of use	Target population	Validation strategy	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	4.6511627906976747	4.6511627906976747	4.6511627906976747	6.9767441860465116	6.9767441860465116	9.3023255813953494	11.627906976744185	11.627906976744185	13.953488372093023	18.604651162790699	20.930232558139537	23.255813953488371	23.255813953488371	34.883720930232556	34.883720930232556	37.209302325581397	37.209302325581397	46.511627906976742	





List of issues - major categories



Statistical methodology	Content validity	Ability to detect change/MCID 	External validity	Size and duration of the study	Model development and performance	Data capturing and quality management	Clinical trial application and conduct	Functional endpoints	Context of use	Target population	Validation strategy	9.3023255813953494	11.627906976744185	11.627906976744185	13.953488372093023	18.604651162790699	23.255813953488371	23.255813953488371	34.883720930232556	34.883720930232556	37.209302325581397	37.209302325581397	46.511627906976742	
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						Before qualification date								After qualification date										Before		After		Before		After		Before		After				NEW		Before		After		Before		After		Before		After

				Context of use 		Patents		CT		PubMed				Patents		CT		PubMed						Patents				CT				PubMed								Patents				CT				PubMed						Patents		CT		PubMed

				DL algorithm to evaluate histological images		213		1		4				21		1		1						213		21		1		1		4		1						0		1		1		1		4		1				1		2		5

				Aid in detection of acute exocrine pancreas injury		169		0		2				46		0		0						169		46		0		0		2		0						0		0		0		0		2		0				0		0		2

				Model disease progression and aid clinical trials		5		0		0				0		0		1						5		0		0		0		0		1						0		0		0		0		0		1				0		0		1

				PASS based on secondary use of data		0		0		1				0		0		1						0		0		0		0		1		1						0		0		0		0		1		1				0		0		2

				PASDAS and MDA as primary outcome intruments in PA		8		17		18				10		2		4						8		10		17		2		18		4						4		7		17		2		18		4				11		19		22

				Study the transition from auto-antibody positivity to diagnosis of T1D		11		3		23				0		0		12						11		0		3		0		23		12						0		0		3		0		23		12				0		3		35

				Novel clinical endpoints for CT in iAMD patients		0		1		5				0		0		6						0		0		1		0		5		6						0		0		1		0		5		6				0		1		11

				Inform and support regulatory decision making		52		1		14				2		0		0						52		2		1		0		14		0						2		0		1		0		14		0				2		1		14

				Novel endpoints to asess the efficacy of therapy for AD		0		1		0				0		0		0						0		0		1		0		0		0						0		0		1		0		0		0				0		1		0

				Data source and infrastructure support for registry-based studies		5		5		99				0		0		11						5		0		5		0		99		11						0		0		5		0		99		11				0		5		110

				Support novel product development in Huntington's disease		5		0		0				0		0		0						5		0		0		0		0		0						0		0		0		0		0		0				0		0		0

				Assessment of vaso-occlusive crises reduction and morbidity  in SCD		64		1		23				36		1		6						64		36		1		1		23		6						0		0		1		1		23		6				0		2		29

				Digital remote patient monitoring tool for PwMS		725		0		1				201		0		1						725		201		0		0		1		1						3		0		0		0		1		1				3		0		2

				Diagnostic biomarker to assess NAS and fibrosis stage		20		1		5				4		0		3						20		4		1		0		5		3						0		1		1		0		5		3				1		1		8

				Improve the efficiency of phase 2 & 3 CT by using prognostic scores		141		0		3				10		0		0						141		10		0		0		3		0						0		0		0		0		3		0				0		0		3

				NFL as prognostic or pharmacodynamic/response biomarker in MS		266		0		3				56		0		1						266		56		0		0		3		1						2		1		0		0		3		1				3		0		4

				CTS to introduce a non-data-driven therapeutic effect		8		0		3				0		0		0						8		0		0		0		3		0						0		0		0		0		3		0				0		0		3

				STAR to assess treatment efficacy in pSS		7		1		0				2		1		1						7		2		1		1		0		1						0		0		1		1		0		1				0		2		1

				Assess change in symptoms and impacts over time in PwPAH		7		16		11				5		3		1						7		5		16		3		11		1						0		0		16		3		11		1				0		19		12

				Biomarkers for stratifying DILI patients with higher degree of liver injury		110		1		10				24		0		0						110		24		1		0		10		0						0		0		1		0		10		0				0		1		10

				Evaluate the safety and efficacy of priority novel agents in B-NHL		0		0		2786				0		0		673						0		0		0		0		2786		673						0		0		0		0		2786		673				0		0		3459

				IMPs to improve preservation of β cell function in T1D		612		0		1				133		0		0						612		133		0		0		1		0						1		0		0		0		1		0				1		0		1

				Quantify CFTR activity in PwCF using rectal organoids		11		0		4				0		0		0						11		0		0		0		4		0						0		0		0		0		4		0				0		0		4

				Biomarker to monitor disease activity related to axonal damage 		7		0		2				2		0		1						7		2		0		0		2		1						0		0		0		0		2		1				0		0		3

				Self-reported questionnaire to assess anhedonia		37		4		11				7		1		0						37		7		4		1		11		0						0		0		4		1		11		0				0		5		11

				Efficacy of treatment of fatigue, sleep quality and disturbances		0		0		0				0		0		1						0		0		0		0		0		1						0		0		0		0		0		1				0		0		1

				Automated event adjucation - ML-based 		0		0		0				0		0		2						0		0		0		0		0		2						0		0		0		0		0		2				0		0		2

				AQPA endpoint for chronic heart failure		83		7		5				13		0		2						83		13		7		0		5		2						0		0		7		0		5		2				0		7		7

				Novel endpoints in iAMD clinical trials		994		3		6				180		1		1						994		180		3		1		6		1						5		0		3		1		6		1				5		4		7

				Investigating interventions to treat paediatric ulcerative colitis (UC)		0		0		0				0		1		1						0		0		0		1		0		1						0		0		0		1		0		1				0		1		1

				Collecting data for SMA, evaluation of safety and efficacy		12		0		2				2		0		0						12		2		0		0		2		0						0		0		0		0		2		0				0		0		2

				Surrogat endpoint the five-year risk of death-censored allograft loss		1		0		1				0		0		0						1		0		0		0		1		0						0		0		0		0		1		0				0		0		1

				Predicts the ARF0 of the proximal femur of an individual in case of fall 		0		0		4				0		0		0						0		0		0		0		4		0						0		0		0		0		4		0				0		0		4

				Human anti-IL1alpha monoclonal antibody for severe AD in adults		46		1		0				9		0		0						46		9		1		0		0		0						0		0		1		0		0		0				0		1		0

				Validated tool to measure BCVA in future CTs		80		6		457				20		0		6						80		20		6		0		457		6						0		0		6		0		457		6				0		6		463

				Monitoring of changes in the nervous system white matter 		411		0		335				3		0		1						411		3		0		0		335		1						0		0		0		0		335		1				0		0		336

				​Replacement of therapeutic equivalence studies for the same active subst.		32		0		1				0		0		0						32		0		0		0		1		0						0		0		0		0		1		0				0		0		1

				Patient reported outcome measures		200		27		526				9		0		12						200		9		27		0		526		12						0		0		27		0		526		12				0		27		538

				Secondary endpoint in studies on Progressive Neuro Muscular Diseases		2		5		5				0		0		0						2		0		5		0		5		0						0		0		5		0		5		0				0		5		5

				Risk and response score in diabetic patients with chronic kidney disease		10686		11		186				54		0		1						10686		54		11		0		186		1						21		0		11		0		186		1				21		11		187

				Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		97		2		60				38		0		0						97		38		2		0		60		0						5		1		2		0		60		0				6		2		60

				Acceptability testing for oral/buccal medicines in children <12		0		0		1				0		0		0						0		0		0		0		1		0						0		0		0		0		1		0				0		0		1



				Context of use 		Patents		CT		PubMed

				Biomaker

				DL algorithm to evaluate histological images		1		1		4

				Aid in detection of acute exocrine pancreas injury		0		0		2

				Model disease progression and aid clinical trials		0		0		1

				PASS based on secondary use of data		0		0		2

				PASDAS and MDA as primary outcome intruments in PA		11		19		22

				Study the transition from auto-antibody positivity to diagnosis of T1D		0		3		35

				Novel clinical endpoints for CT in iAMD patients		0		1		11

				Inform and support regulatory decision making		2		1		14
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				Novel endpoints to asess the efficacy of therapy for AD		0		1		0

				Data source and infrastructure support for registry-based studies		5		8		110

				Support novel product development in Huntington's disease		0		0		0
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				NFL as prognostic or pharmacodynamic/response biomarker in MS		3		0		4												Automated event adjucation - ML-based 		0		0		2

				CTS to introduce a non-data-driven therapeutic effect		0		0		3												AQPA endpoint for chronic heart failure		0		7		7

				STAR to assess treatment efficacy in pSS		0		2		1												Novel endpoints in iAMD clinical trials		5		4		7

				Assess change in symptoms and impacts over time in PwPAH		0		19		12												Investigating interventions to treat paediatric ulcerative colitis (UC)		0		1		1

				Biomarkers for stratifying DILI patients with higher degree of liver injury		0		1		10												Collecting data for SMA, evaluation of safety and efficacy		0		0		2

				Evaluate the safety and efficacy of priority novel agents in B-NHL		0		0		3459												Surrogat endpoint the five-year risk of death-censored allograft loss		0		0		1

				IMPs to improve preservation of β cell function in T1D		1		0		1												Predicts the ARF0 of the proximal femur of an individual in case of fall 		0		0		4

				Quantify CFTR activity in PwCF using rectal organoids		0		0		4												Human anti-IL1alpha monoclonal antibody for severe AD in adults		0		1		0
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CoU



				Context of Use		Proposed		Qualified		No.of cases		Total number of cases		%

				Length		Long description		Short		19		43		44.1860465116

				Conciseness		Broad 		More concise

tc={282EB591-A5D1-4373-BA98-573EFDA1EF94}: [Threaded comment]

Your version of Excel allows you to read this threaded comment; however, any edits to it will get removed if the file is opened in a newer version of Excel. Learn more: https://go.microsoft.com/fwlink/?linkid=870924

Comment:
    too broad text. rather shortening text		30		43		69.7674418605

				Specificity		Broad 		More specific

tc={5093B2DA-E0CB-42EC-99AE-273906DE50FC}: [Threaded comment]

Your version of Excel allows you to read this threaded comment; however, any edits to it will get removed if the file is opened in a newer version of Excel. Learn more: https://go.microsoft.com/fwlink/?linkid=870924

Comment:
    change meaning content, not well defined ie change of claim - evidence did not match sought after claim and therefore modification of CoU necessary eg EP (primary to secondary)		27		43		62.7906976744

				Changes		Rarely accepted as the original proposition		Often changed after consideration of issues		38		43		88.3720930233

						Length		44.1860465116

						Specificity		69.7674418605												Conciseness		62.7906976744

						Conciseness		62.7906976744												Specificity		69.7674418605

						Need for change		88.3720930233												Need for change		88.3720930233

too broad text. rather shortening text



change meaning content, not well defined ie change of claim - evidence did not match sought after claim and therefore modification of CoU necessary eg EP (primary to secondary)





Context of use - major issues



Length	Specificity	Conciseness	Need for change	44.186046511627907	69.767441860465112	62.790697674418603	88.372093023255815	



Context of use - major issues



Length	44.186046511627907	Specificity	69.767441860465112	Conciseness	62.790697674418603	Need for change	88.372093023255815	





Context of use - major issues



Conciseness	Specificity	Need for change	62.790697674418603	69.767441860465112	88.372093023255815	







Planned timeframe

		Action		to finish by date

		complete the LoI categorization		10/2/23

		add LoS column (y/n) to the table		10/2/23

		update heat map with refined patent search results
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Comment:
    build a new one for comparison and then choose which to use for the WS		17/2/2023

		add another column to LoI categories with case frequency		24/2/2023

		CoU comparison before/after (visual?)		24/2/2023				3/3/2023 Falk not present?

		relevant patents and CT discussion		10/3/23

		LoI to present for the WS (visual?)		10/3/23

		first presentation draft for the WS		10/3/23

		QoNM meeting 1st session		15/3/2023

		presentation discussion after meeting		17/3/2023

		draft discussion		30/3/2023

		first slides draft submission		3/4/23

		QoNM rehearsal		6/4/23

		presentation final touch		7/4/23

		final slides submission		10/4/23

		QoNM meeting 1st session		12/4/23

		discussing the manuscript		15/4/2023

		WORKSHOP		17/4/2023

		WORKSHOP		18/4/2023

		WS feedback?		21/4/2023

build a new one for comparison and then choose which to use for the WS
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Comment:
    Espacenet		Column1

								Case Subject		QO / QA		Opinion date		Context of use - proposed		Context of use - qualified				List of issues		Clinical Trials		Publications		Patents		Letter of Support

		37335a82-4615-eb11-a812-000d3a3a19dc		I9bQOr2T0Tuz1V1iePXdg4q8lOFBkJ5CafTNroQyOzl0h/ZXcm/5Vj5XhrpBQGTTHT3ZeRxCQMTe2OIP9vmyfw==		5/28/21 14:52		Statistical adjustment on deep learning prognosis covariates obtained from histological slides		Opinion		5/20/21		We intend for our prognostic covariates obtained from deep learning on histological slides to be used as adjustments of efficacy analysis in randomized trials for mesothelioma and HCC following surgical resection. Deep learning applied on histological slides is an innovative source of prognostic signal for mesothelioma and HCC following surgical resection. This submission aims at clarifying the existing guideline on covariate adjustment (EMA/CHMP/295050/2013) in this new context and specifying the conditions under which adjustment on a deep learning covariate should be allowed. 		A deep learning algorithm to evaluate histological images and predict prognosis for two distinct conditions. The image information represented in a single index is proposed to be used as a covariate for adjustment in statistical models for analysis of efficacy.		DL algorithm to evaluate histological images		•	Context of use
•	General strategy
•	Model development and performance
•	Model validation
•	Training and confirmation datasets
•	Definition of training and validation datasets for AI/ML methods
•	External validity
•	Model development and performance
•	Model validation
•	Simulation studies		Keywords:
 deep learning, histological images, predict prognosis, Hepatocellular Carcinoma
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 1
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Comment:
    mesothelioma - no hits		Keywords:  deep learning, histological images, predict prognosis, Hepatocellular Carcinoma

Hits BEFORE the qualification date:
4
Hits AFTER the qualification date: 1		Keywords:  deep learning, histological images, predict prognosis, Hepatocellular Carcinoma

Hits BEFORE the qualification date: 213/0

Hits AFTER the qualification date: 21/1		No

		6abd2fad-132b-eb11-a816-000d3a3a1be9		5ignUgkPFhXRwMiQ3wJ29xcVnyLcFtaBC31gEJOMr++0VeOPnkFy56Sr7D0SP1M/0YdEWlVIUlhIIxCsEcM07Q==		2/26/21 11:31		Biomarkers of drug-induced pancreas injury (DIPI)		Advice		2/25/21		A safety biomarker, or biomarker panel, to aid in the detection of acute exocrine pancreas injury in phase I trials where there is an a priori concern that a novel drug may induce pancreas injury (DIPI) in humans. 		Biomarkers of drug-induced pancreas injury (DIPI) is intended to aid in the detection of acute exocrine pancreas injury in phase I trials where there is an a priori concern that a novel drug may induce pancreas injury (DIPI) in humans.		Aid in detection of acute exocrine pancreas injury		No discussion meeting -> no LoI		Keywords: 
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 2

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 169/0

Hits AFTER the qualification date: 46/0		No

		d0830a65-6336-eb11-a813-000d3a3a1b5d		rs3HvHw57UyedEsCqAz2HacpajkFr3nmAv7HsCJRiemFpruKuz0MczHw2AiuKwUMbd9wURuyXEgwBUzvkLXQfQ==		12/17/22 8:39		Model-based CTSP for Duchenne Muscular Dystrophy		Advice		10/13/22		A disease progression model-based CTS platform designed to optimize clinical trial enrichment and design of studies to investigate efficacy of potential therapies for DMD. Measurements of DMD disease progression will be based on changes in  a  series  of  endpoints:  NorthStar  Ambulatory  Assessment  (NSAA),  Velocity  ofcompletion  of  supineto stand  test(Vstand), Velocity of completion of 4-stair climb test(Vclimb), Velocity of completion of 10-meter walk/run test or 30-foot walk/run test(Vwalk/run)andforced vital capacity (FVC). Univariate models weredeveloped to understand the effects of known covariates (e.g., race, mutation type) on the progression of each proposed endpoint with age. Each univariate  model  may,  on  its  own,  be  used  to  inform  clinical  trial  design  optimization  decisions  for  each respective endpoint.This  tool  is  intended  to  simulate  only  the  disease  progression  component  of aclinical  trial  and  does  not capture the subject dropout element.		Model-based CTSP for Duchenne Muscular Dystrophy attempts to model disease progression with the aim to aid clinical trial design in Duchenne Muscular Dystrophy.  		Model disease progression and aid clinical trials		•	Context of use
•	Size and duration of the study
•	Model development and performance
•	Functional endpoints
•	Data capturing and quality management
•	Simulation studies		Keywords:
Model-based CTS platform, Duchenne Muscular Dystrophy
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Model-based CTS platform, Duchenne Muscular Dystrophy
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 1		Keywords:
Model-based CTS platform, Duchenne Muscular Dystrophy
Hits BEFORE the qualification date: 5/0

Hits AFTER the qualification date: 0/0		Yes

		d7b6e9dd-624e-eb11-bb23-000d3a3a106a		BLU3/7xKRSN8HlZZXrXV/rZMB1Q4rBlGBYLa2pHUhsqPIXtygB3slb8giJjnZjuZ8QZMjc1mgUjpanTDRKYIOA==		10/24/22 14:14		Big MS Data Network (BMSD) and incorporated multiple sclerosis (MS)		Opinion		5/20/21		An application for EMA qualification opinion of the Big MS Data group as well as the participating individual six MS registries (the national registries from Czech Republic, Denmark, France, Italy, Sweden and the international MSBase) for post authorisation safety studies (PASS). The included MS registries are all very well developed and contain high quality data which provides a good basis for PASS. The aim of this application to EMA is to provide a data quality and quantity standard in order for pharmaceutical companies as well as regulatory bodies to feel confident in results of PASS. We would also like to provide a core data protocol, a core data set and quality indicator standards that will offer a level of expectations for other MS registries interested in joining the BMSD group.		Performing registry-based post authorisation safety studies (PASS) based on secondary use of data		PASS based on secondary use of data		•	Context of use
•	Fit for purpose
•	Data capturing and quality management
•	Need for prospective data/acceptability of retrospective analyses
•	Data protection
•	Core data elements
•	Target population
•	Safety endpoints
•	Size and duration of the study		Keywords:
registry-based post authorisation safety studies, multiple sclerosis
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
registry-based post authorisation safety studies, multiple sclerosis
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
registry-based post authorisation safety studies, multiple sclerosis
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		Yes

		3971328d-b252-eb11-bb23-000d3a3a1be9		52fQ0j8LLskwsPpKtRbeWg2BhHDHUY5MQT+1KPpChHnkqg3gEDiZOiMA4QD6lZpSGSg9Mn8EPQ+hcI6sJ1IT1w==		3/9/22 18:27		Psoriatic Arthritis Disease Activity Score (PASDAS); Minimal Disease Activity Score (MDA)		Advice		11/11/21		The state of PsA disease activity in adult patients can be defined by the MDA criteria and is intended to be used in interventional or observational studies. 
Proposed use in clinical studies: 
•	Phase III/IV trials (showing significant clinical benefit) rather than phase II trials (looking for initial signal of efficacy).
•	Novel PsA therapeutic strategies could benefit from utilising the MDA measure as primary outcome for the evaluation of their efficacy, particularly in comparison with treatments currently in use.
•	MDA would be beneficial in post-marketing studies investigating real-world effectiveness of therapy in wider populations as well as in longitudinal observational studies including registries. MDA could also be used in strategy trials either as a treatment target guiding drug escalation or as a primary endpoint.		The PASDAS and MDA are intended for use as the primary outcome instruments for clinical trials in psoriatic arthritis. 		PASDAS and MDA as primary outcome intruments in PA		•	Functional endpoints
•	Content validity
•	General strategy
•	Core data elements
•	External validity
•	Target population
•	Face validity
•	Content validity
•	Ability to detect change		Keywords:
PASDAS, MDA, psoriatic arthritis
Hits BEFORE the qualification date: 17

Hits AFTER the qualification date: 2		Keywords:
PASDAS, MDA, psoriatic arthritis
Hits BEFORE the qualification date: 18

Hits AFTER the qualification date: 4		Keywords:
PASDAS, MDA, psoriatic arthritis
Hits BEFORE the qualification date: 8/4

Hits AFTER the qualification date: 10/7		Yes

		f217d190-c667-eb11-b0b1-000d3a3a1fe2		mRvzd93VXPjDKdezS79Bi1vMVFyl0GlrVKq+sC4XD5X0dLmbBGu/aYHGGb0Xr3qPFMPE4WRjt6bT4dfb0+RxDg==		11/19/21 16:11		INNODIA Trial Master Protocol in Type 1 Diabetes Prevention		Advice		5/20/21		An INNODIA master protocol for the evaluation of investigational medicinal products in family members of those with Type 1 diabetes deemed to be at high risk because of circulating diabetes related auto antibodies with the aim of delaying or preventing progression to clinical Type 1 diabetes. In the context of Phase 2 studies exploring the use of single or combinations of IMPs designed to prevent or reverse the decline in beta cell function and delay the onset of clinical diabetes in subjects deemed to at high risk (UFM or screened populations found to have one or more autoantibodies linked to the development of Type 1 diabetes) we have developed a master protocol based on the ‘Backbone’ of the INNODIA natural history study. 		INNODIA provides an opportunity to study the transition from auto-antibody positivity to diagnosis of T1D. 		Study the transition from auto-antibody positivity to diagnosis of T1D		•	Target population
•	Ability to detect change
•	Functional endpoints
•	Modelling approach
•	External validity
•	Clinical trial application and conduct		Keywords:
INNODIA, Type 1 diabetes
Hits BEFORE the qualification date:
3
Hits AFTER the qualification date: 0		Keywords:
INNODIA, Type 1 diabetes
Hits BEFORE the qualification date: 23

Hits AFTER the qualification date: 12		Keywords:
INNODIA, Type 1 diabetes
Hits BEFORE the qualification date: 11/0

Hits AFTER the qualification date: 0/0		Yes

		a6cb26f5-c17d-eb11-a812-0022487f8830		hZ0OR0eK4tUspT+NHe3LKCGVoFtZCoJQXkFVewz/UsyZVJf6ZPx/JYwW2THOKjPC6tWDg2yZP0isaB09ewjsaQ==		3/1/22 11:08		Intermediate Age-Related Macular Degeneration (AMD) biomarker and novel clinical endpoint development		Advice		11/11/21		The aim is to develop novel clinical endpoints for Clinical Trials in patients with intermediate AMD. It also aims to characterise visual impairment in iAMD and its progression, as well as to identify risk factors for progression to late-stage AMD.		The main objective of the MACUSTAR project is to develop novel clinical endpoints for clinical trials with a regulatory and patient access intention in patients with iAMD. This is to be done by examining measurement properties, and correlations between functional endpoints, structural endpoints and patient-reported health in iAMD, through a cross-sectional and longitudinal study.                                               		Novel clinical endpoints for CT in iAMD patients		•	Validation strategy 
•	Functional endpoints
•	Target population
•	External validity		Keywords:
MACUSTAR, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
MACUSTAR, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 5

Hits AFTER the qualification date: 6		Keywords:
MACUSTAR, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		Yes

		0c8765b1-c97d-eb11-a812-0022487f853c		WMpWIp2PpSHFtRiNpIYYKugotVZHOhLIGv0rnhUD8Jz15/PfacqD1pQFpADwL8O7X5yRlH2L3gk/Ir8QTRXJIA==		5/4/22 17:33		IMI PREFER: Patient preferences elicitation				4/22/22		The proposed framework provides a structure that can be used to specify research questions and can inform patient preference study design, conduct, analysis and reporting when proposing undertaking patient preference studies that may inform decision-making by industry, regulators, HTA bodies and payers.		
1. Inform on key considerations when designing, conducting and applying the results of a fit-for-purpose patient preference study (PPS); 

2. Support regulatory decision-making when assessing and using preference study results; 

3. Support the discussion between industry and regulators about preference studies. 		To inform and support regulatory decision making		•	Context of use
•	Model development and performance
•	Target population		Keywords:
PREFER, patient preference study (PPS)
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
PREFER, patient preference study (PPS)
Hits BEFORE the qualification date: 14

Hits AFTER the qualification date: 0		Keywords:
PREFER, patient preference study (PPS)
Hits BEFORE the qualification date: 52/2

Hits AFTER the qualification date: 2/0		No

		50546568-437f-eb11-a812-000d3abd3cdf		MOmHcWYgiiCh+XsYuUdjrvlU+CoWD/j3oRLdG9ttTGAWjOJTbMc4QBmdYIw+MAjP/cbtmy52AhnUsB8KlPJBbA==		9/27/21 12:48		Digital measures of night-time scratch and sleep in Atopic Dermatitis		Opinion		9/16/21		The intended use of this novel methodology is to utilize wearable technology/accelerometry in conjunction with algorithm assessments to quantitatively measure night-time scratch and sleep quantity in patients. These digital outcome assessments will provide quantitative measure of night-time scratch and sleep not only acutely, but also longitudinally while the patients are in their home environment, thereby providing further understanding of the innate variability of symptoms/conditions/diseases. Moreover, when these digital endpoints are monitored in conjunction with pharmacotherapies, it may improve overall treatment of the condition, as well as increase our understanding of these key symptoms and the impact of the pharmacotherapy.		Digital measures of night-time scratch and sleep in Atopic Dermatitis are intended to be used as novel endpoints (either primary or secondary) to assess the efficacy of therapeutic interventions for atopic dermatitis and in all stages of clinical development. 		Novel endpoints to asess the efficacy of therapy for AD		•	Content validity
•	Validation strategy
•	Ability to detect change
•	Model development and performance
•	Target population
•	Context of use		Keywords:
Digital measures, night-time scratch and sleep, Atopic Dermatitis 
Hits BEFORE the qualification date:
1
Hits AFTER the qualification date: 0		Keywords:
Digital measures, night-time scratch and sleep, Atopic Dermatitis 
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Digital measures, night-time scratch and sleep, Atopic Dermatitis 
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		No

		6add1b29-cb7f-eb11-a812-000d3abd3335		88ZhESVpDOw/3PTpFZpSr4/GYv9FLByk77SamuBHs/Ky/djflo0946o4kw2MHPew1BBv3HbTTdE1VHIvdNd1jA==		10/24/22 14:12		Enroll-HD: Registry for Huntington's Disease		Opinion		7/21/22		To use Enroll-HD as a data source and infrastructure support for registry-based studies (drug utilisation studies, drug efficacy/effectiveness studies, or drug safety evaluation studies).		To use Enroll-HD as a data source and infrastructure support for registry-based studies (drug utilisation studies, drug efficacy/effectiveness studies, or drug safety evaluation studies). 		Data source and infrastructure support for registry-based studies		•	General strategy
•	Context of use
•	Target population
•	Representativness
•	Core data and time elements
•	Data capturing and quality management		Keywords:

Hits BEFORE the qualification date:
5
Hits AFTER the qualification date: 0		Keywords:
Enroll-HD
Hits BEFORE the qualification date:
99
Hits AFTER the qualification date: 11		Keywords:
Enroll-HD
Hits BEFORE the qualification date:
5/0
Hits AFTER the qualification date: 0/0		No

		fdc094b9-1080-eb11-a812-000d3abd325d		j3syBYAAJs3GXoA4+KOQpdSl5EVmth9jPZDedD+wvOJNf5+5l66kg1f8tYHWXvoPICamt+9JirTEvODKoC4IQg==		8/9/21 15:23		Tominersen		Advice		7/22/21		The Context of use of the DSTT is assessment of fine motor impairment to detect treatment effect in HD clinical trials with manifest HD patients. 		Outcome measures from the Roche HD Monitoring Application, as illustrated by the example of the digital speeded tapping test (DSTT) are intended to support development of novel products to be used in the treatment of Huntington’s disease, such as tominersen from Roche.		Support novel product development in Huntington's disease		No discussion meeting -> no LoI		Keywords:
DSST, Huntington disease, roche
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
DSST, Huntington disease, roche
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
DSST, Huntington disease, roche
Hits BEFORE the qualification date: 5/0

Hits AFTER the qualification date: 0/0		No

		06e36b09-5480-eb11-a812-000d3abd3f94		f/Nu3eQUuQi6sdTNhOXUd2Cxaana+e3bDxE4r+VP3Rq5XqigyZJ0T8tMQIqver8VrtU2oMO3Bgb26qTEMbRjNQ==		9/27/21 10:20		Sickle cell disease electronic patient-reported outcome (SCD ePRO)		Advice		9/16/21		SCD ePRO (or ePRO) is an electronic daily diary designed for patients (adolescents and adults) with SCD to comprehensively self-report their experience of vaso-occlusive crisis (VOC), the most common clinical manifestation of SCD.		Sickle cell disease electronic patient-reported outcome (SCD ePRO) is intended for the assessment of reduction in the frequency of vaso-occlusive crises and associated morbidity in sickle cell disease.		Assessment of vaso-occlusive crises reduction and morbidity  in SCD		•	Functional endpoints
•	Validation strategy
•	Representativness
•	Data capturing and quality management		Keywords:
Sickle cell disease, electronic patient-reported outcome
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
Sickle cell disease, electronic patient-reported outcome
Hits BEFORE the qualification date: 23

Hits AFTER the qualification date: 6		Keywords:
Sickle cell disease, electronic patient-reported outcome
Hits BEFORE the qualification date: 64/0

Hits AFTER the qualification date: 36/0		No

		d3cf9cf2-6393-eb11-b1ac-000d3a243819		XYSn1wYAhH0Qc1m7QqlbYvk8kqv4G4xWmBw6hBdEXx/gOaM5FqAo3vpEcoD3tjB/7F1sx2134zEqgcGgQJoRYA==		12/20/21 18:17		Digital biomarkers for assessing disease domains of Patients with Multiple Sclerosis (PwMS)		Advice		12/16/21		We propose to first explore the utility of these biomarkers for monitoring PwMS in clinical trials, then to evaluate their prognostic utility, and ultimately, their performance as pharmacodynamic/response biomarkers and endpoints in clinical trials. 		Digital biomarkers for assessing disease domains of Patients with Multiple Sclerosis (PwMS) is intended as a digital remote patient monitoring tool in clinical trials for persons with multiple sclerosis.		Digital remote patient monitoring tool for PwMS		•	General strategy
•	Validation strategy
•	Size and duration of the study
•	Target population		Keywords:
Digital biomarkers, Multiple Sclerosis, digital remote patient monitoring
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Digital biomarkers, Multiple Sclerosis, digital remote patient monitoring
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
Digital biomarkers, Multiple Sclerosis, digital remote patient monitoring
Hits BEFORE the qualification date: 725/3

Hits AFTER the qualification date: 201/0		No

		abf15b85-fb96-eb11-b1ac-000d3a479fd8		MHlQ/casrpYSFe/Z0QoBzxrahpgG1a4I5rcyveWEALdbnEYWxCoffQ+mkAMBWgn9d5IvVP0RFpm8QXYnIfZIJQ==		12/10/21 13:13		Machine-Learning based Model for NAFLD Activity Score (NAS) and Fibrosis Scores as an enrollment and Histologic-based Diagnostic Biomarker In Drug Development for NASH Clinical Trials		Advice		10/14/21		A diagnostic biomarker to assess disease activity score components (i.e., steatosis, ballooning, inflammation) and fibrosis stage in liver biopsies as part of evaluation for enrollment and at follow-up time points in NASH clinical trials. 		Machine-Learning based Model for NAFLD Activity Score (NAS) and Fibrosis Scores is intended as a diagnostic biomarker to assess the Nonalcoholic Fatty Liver disease activity score (NAS) components and fibrosis stage in liver biopsies as part of evaluation for enrolment and at follow-up time points in non-alcoholic steatohepatitis (NASH) clinical trials.		Diagnostic biomarker to assess NAS and fibrosis stage		•	Model development and performance
•	Validation strategy
•	Representativness
•	Functional endpoints
•	Context of use		Keywords:
Machine-Learning, NAFLD Activity Score, Fibrosis Score, Nonalcoholic Fatty Liver disease, non-alcoholic steatohepatitis 
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
Machine-Learning, NAFLD Activity Score, Fibrosis Score, Nonalcoholic Fatty Liver disease, non-alcoholic steatohepatitis 
Hits BEFORE the qualification date: 5

Hits AFTER the qualification date: 3		Keywords:
Machine-Learning, NAFLD Activity Score, Fibrosis Score, Nonalcoholic Fatty Liver disease, non-alcoholic steatohepatitis 
Hits BEFORE the qualification date: 20/0

Hits AFTER the qualification date: 4/1		No

		aabf19a3-1a97-eb11-b1ac-000d3a45f760		EQ00c6bdBQTn90BVjULS2NX+exd/hq2EOXKTcMx94Xs/hqKZ+In98o6Px3YcIzl9mMOdr/zt48FYQgr2Z/PKkA==		9/22/22 8:44		Prognostic Covariate Adjustment (PROCOVA™)		Opinion		9/15/22		The objective is to seek CHMP qualification for the proposed statistical methodology intended to improve the efficiency of Phase 2 and 3 clinical trials, by using trial subjects’ predicted outcomes on placebo (prognostic scores) in linear covariate adjustment; such prognostic scores can be generated using a predictive model trained on historical data. Our approach is efficient in the sense that it uses historical data to reduce variance of the treatment response estimates (and thus reduce the minimum sample size required to achieve the desired level of confidence) better than other available approaches.		Prognostic Covariate Adjustment (PROCOVA™) is a statistical methodology intended to improve the efficiency of Phase 2 and 3 clinical trials, by using trial subjects’ predicted outcomes on placebo (prognostic scores) in linear covariate adjustment. 		Improve the efficiency of phase 2 & 3 CT by using prognostic scores		•	Statistical methodology
•	Size of the study
•	Model validation		Keywords:
Prognostic Covariate Adjustment, placebo, linear covariate adjustment
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
Prognostic Covariate Adjustment, placebo, linear covariate adjustment
Hits BEFORE the qualification date: 3

Hits AFTER the qualification date: 0		Keywords:
Prognostic Covariate Adjustment, placebo, linear covariate adjustment
Hits BEFORE the qualification date: 141/0

Hits AFTER the qualification date: 10/0		No

		f8bdef1f-8f9c-eb11-b1ac-000d3a2b9811		+Hw4lYICmPvsFSY95vvG9vAfZrTK+vOOLuSXgBaCNcJtRZd0woBBe8uArqogqZ0n+mG8FNZWWo5FP/XszWO9EQ==		8/9/21 8:12		Serum or plasma Neurofilament light chain (NFL) in progressive multiple sclerosis trial		Advice		7/22/21		• NfL is a pharmacodynamic/treatment response biomarker and can be used as an endpoint/outcome in clinical trials in progressive MS
• NfL is a prognostic biomarker that can predict disease progression, to be used for selection of progressive MS patients into trials		Serum or plasma Neurofilament light chain (NFL) in progressive multiple sclerosis trial is intended for the further development and use of serum or plasma concentrations of neurofilament light chain (NfL) as a prognostic or pharmacodynamic/response biomarker in progressive MS clinical trials.		NFL as prognostic or pharmacodynamic/response biomarker in MS		No discussion meeting -> no LoI		Keywords:
Serum, plasma, Neurofilament light chain, progressive multiple sclerosis, biomarker 
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Serum, plasma, Neurofilament light chain, progressive multiple sclerosis, biomarker 
Hits BEFORE the qualification date: 3

Hits AFTER the qualification date: 1		Keywords:
Serum, plasma, Neurofilament light chain, progressive multiple sclerosis, biomarker 
Hits BEFORE the qualification date: 266/2

Hits AFTER the qualification date: 56/1		No

		5e7dba5b-34b1-eb11-8236-000d3abfdf30		iQ3P2S+DwOL7unNuCjs8XpzFg5AXlwV8j2G9A71iyr6a1OvBZsF8pP+i+3ZzUxMcU4UR6p3yM90Zzvn31v5TWw==		11/29/22 18:03		A Model-based Clinical Trial Simulation Platform to Optimize Design of Efficacy Evaluation Studies in Parkinson’s Disease		Opinion		6/23/22		Perform clinical trial simulations to help inform trial design, including inclusion/exclusion criteria, enrichment, and stratification approaches.		Perform clinical trial simulations to help inform trial design, including inclusion/exclusion criteria, enrichment, and stratification approaches, for trials intended to evaluate the efficacy of symptomatic and disease-modifying therapeutic candidates. In the absence of regulatory-approved disease-modifying therapeutics, the CTS platform incorporates functionality for sponsors to introduce a non-data-driven therapeutic effect that modifies the rate parameter for both parts II or III of the MDS-UPDRS.		CTS to introduce a non-data-driven therapeutic effect		•	Core data elements
•	Data capturing
•	Clinical trial simulation
•	Content validity
•	Context of use
•	Model development and performance		Keywords:
clinical trial simulations,  MDS-UPDRS
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
clinical trial simulations,  MDS-UPDRS
Hits BEFORE the qualification date:
3
Hits AFTER the qualification date: 0		Keywords:
clinical trial simulations,  MDS-UPDRS
Hits BEFORE the qualification date: 8/0

Hits AFTER the qualification date: 0/0		No

		2138f3d7-0ac5-eb11-bacc-002248801671		uhp4CFb1rYQlbub1mwm28pjzYC/oah0PKF1qOagH+BIClYR1tOb/F2/FZRVLj4LEOnECbEdyKuOdaf3aJvVdlg==		12/7/21 10:27		Sjögren’s Tool for Assessing Response (STAR)		Advice		11/11/21		STAR is intended to be used as primary, co-primary or secondary endpoint to assess efficacy in clinical trials at various stages of drug development (Phase 1 through 3) in primary Sjögren's syndrome. 		Sjögren’s Tool for Assessing Response (STAR) is intended to assess treatment efficacy based on improvement of disease activity in clinical trials of drugs for primary Sjögren’s syndrome (pSS).  		STAR to assess treatment efficacy in pSS		•	Context of use
•	Functional endpoints 
•	Content validity
•	Validation strategy		Keywords:
Sjögren’s Tool for Assessing Response, STAR, primary Sjögren’s syndrome, pSS
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
Sjögren’s Tool for Assessing Response, STAR, Sjögren’s syndrome, pSS
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 1		Keywords:
Sjögren’s Tool for Assessing Response, STAR, primary Sjögren’s syndrome, pSS
Hits BEFORE the qualification date: 7/0

Hits AFTER the qualification date: 2/0		Yes

		dc234c4f-13c5-eb11-bacc-000d3abd8aa0		FBttB5nTjjKfHijmBiRV0TDbC9Mm4uispNz6AFA02Po6RgIZfSkOwslaNFUk1mxS/CmAthVulEVifJIFQZSWXA==		6/29/22 15:21		PAH SYMPACT®		Advice		6/23/22		Pulmonary Arterial Hypertension—Symptoms and Impact (PAH-SYMPACT®) instrument - a disease specific PRO to be used in patients with pulmonary arterial hypertension (PAH) and chronic thromboembolic pulmonary hypertension (CTEPH). The validation exercise has been finalised for the use of the PAH-SYMPACT in patients with PAH. 		PAH SYMPACT® is an instrument use to assess change in symptoms and impacts over time in patients with pulmonary arterial hypertension. 		assess change in symptoms and impacts over time in PwPAH		• Clinical relevance
• Ability to detect change
• Validation strategy
• Target population
•Model development and performance		Keywords:
PAH SYMPACT, pulmonary arterial hypertension
Hits BEFORE the qualification date: 16

Hits AFTER the qualification date: 3		Keywords:
PAH SYMPACT, pulmonary arterial hypertension
Hits BEFORE the qualification date: 11

Hits AFTER the qualification date: 1		Keywords:
PAH SYMPACT, pulmonary arterial hypertension
Hits BEFORE the qualification date: 7/0

Hits AFTER the qualification date: 5/0		No

		a621260c-91e8-eb11-bacb-000d3a444856		Q8Y7jdwFSW2bw1fI2sBXee2ZCThZmruBLIIgk/JQoJ8sYdgVbIGOy7O1XMMys97eJP5/W81r6e9uYsUeEnyw7w==		2/25/22 10:39		Biomarkers of drug-induced liver injury (DILI)		Advice		2/24/22		A single biomarker or a composite panel of biomarkers that aids in identifying clinical trial subjects with potential acute liver injury caused by drugs, in whom dose reduction or dose interruption is warranted. Identification of potential acute liver injury is based on elevations of alanine transaminase (ALT), aspartate transaminase (AST) or alkaline phosphatase (ALP).		Biomarkers of drug-induced liver injury (DILI) are investigated to stratify DILI patients with a higher degree of liver injury from those with less pronounced liver injury.		Biomarkers for stratifying DILI patients with higher degree of liver injury		•	Contradictory data
•	Context of use
•	Validation strategy
•	General strategy
•	External validity		Keywords:
Biomarkers, drug-induced liver injury, stratify patients
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced liver injury, stratify patients
Hits BEFORE the qualification date: 10

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced liver injury, stratify patients
Hits BEFORE the qualification date: 110/0

Hits AFTER the qualification date: 24/0		No

		fe054c2d-69e9-eb11-bacb-000d3a48104d		K5E7hiSIthuJxHXlWwV6AQQCaUHrHzVQx1dk20Gg1sd7vGCg/ugyNhy1BYfNwZvGEyg/HidwnFuL1PodOWAiEA==		4/7/22 15:31		Glo-BNHL platform trial		Advice		11/11/21		We are seeking advice for this international platform study in a rare population to ensure it meets its aim to rapidly evaluate multiple prioritised novel agents for the treatment of paediatric relapsed/refractory B-NHL, generating data that can be used to support marketing authorisation applications for paediatric specific labels. We specifically seek advice on the use of Bayesian methodology in this rare population.		Glo-BNHL is a prospective early phase international academic-led multicentre clinical platform trial designed to evaluate the safety and efficacy of priority novel agents combined with existing therapies for the treatment of children, adolescents and young adults with relapsed or refractory B-cell Non-Hodgkin Lymphoma (B-NHL).		Evaluate the safety and efficacy of priority novel agents in B-NHL		•	General strategy
•	Statistical methodology
•	Clinical trial application and conduct		Keywords:
Glo-BNHL, relapsed, refractory, B-cell Non-Hodgkin Lymphoma 
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:

Hits BEFORE the qualification date:
2786
Hits AFTER the qualification date: 673		Keywords:
Glo-BNHL, relapsed, refractory, B-cell Non-Hodgkin Lymphoma 
Hits BEFORE the qualification date:
0/0
Hits AFTER the qualification date: 0/0		Yes

		6c8fe362-ccea-eb11-bacb-000d3a481b35		zgug+YVMEkRPPBRVQq0XpdUN9MeSOYHLB0sWPP2fwIWZ5AkHcnGIcXhrsI5HdtXEWAMHobriqeWi1EVO1ZpY4g==		12/22/21 14:14		Platform trial -  β cell function preservation		Advice		12/16/21		A platform trial to determine the safety and efficacy of a series of immunotherapeutic IMPs to improve preservation of β cell function when administered in combination with an agent designed to improve β cell function without an immunosuppression function in newly diagnosed patients with Type 1 Diabetes (T1D).		Platform trial - β cell function preservation is a master protocol for a platform trial to determine the safety and efficacy of a series of immunotherapeutic IMPs to improve preservation of β cell function when administered in combination with an agent designed to improve β cell function without immunosuppression in newly diagnosed people with Type 1 Diabetes.	 		 IMPs to improve preservation of β cell function in T1D		•	Clinical trial application and conduct
•	Target population
•	Functional endpoints
•	Ability to detect change		Keywords:
Platform trial, β cell function preservation, Type 1 Diabetes
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
Platform trial, β cell function preservation, Type 1 Diabetes
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
Platform trial, beta cell function preservation, Type 1 Diabetes
Hits BEFORE the qualification date: 612/1

Hits AFTER the qualification date: 133/0		No

		a586046d-a809-ec11-b6e6-0022488242ed		iQWhjvYTDHv9ZUnMACQjpEYpcWonUXJ3QQeoKcEhKdcdOxqB5CXFN4wht02u3CKQdkVNgHtfL+cfkXoz9uRK9Q==		11/30/22 8:43		Forskolin-Induced Swelling (FIS) Assay		Advice		12/15/22		The intended use is application of the FIS assay as a biomarker for CFTR-function in three specific contexts of use (CoU):
1) The FIS assay is a CFTR-dependent, reproducible valid biomarker for CFTR function in patients with Cystic Fibrosis (pwCF);
2) the FIS assay is a biomarker of CFTR function that reflects disease severity and risk of disease progression in pwCF;
3) the FIS assay is a biomarker of CFTR function that correlates with clinical drug response in pwCF		The FIS Assay is used to quantify Cystic Fibrosis Transmembrane Conductance Regulator (CFTR) protein activity in individual patients with Cystic Fibrosis using rectal organoids.		Quantify CFTR activity in PwCF using rectal organoids		• Issues on Toxico-Pharmacological development
• Issues on Clinical development		Keywords:
FIS Assay, Cystic Fibrosis, Transmembrane Conductance Regulator, rectal organoids
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
FIS Assay, Cystic Fibrosis, Transmembrane Conductance Regulator, rectal organoids
Hits BEFORE the qualification date: 4

Hits AFTER the qualification date: 0		Keywords:
FIS Assay, Cystic Fibrosis, Transmembrane Conductance Regulator, rectal organoids
Hits BEFORE the qualification date: 11/0

Hits AFTER the qualification date: 0/0		No

		2cc55562-020b-ec11-b6e6-002248824cf5		bVgZ+mH7WJaJSl1gzBXTnW/UV8hiXR6e5iYmXqVIlRhdq74PCTWrMmpY72cgzHO6JNU4Eos2TJzAnfRAnCLY9Q==		11/29/22 17:58		Neurofilament light in childhood Neurological diseases		Advice		9/15/22		The use of neurofilament light chain (NfL) protein as a biomarker of axonal damage to monitor disease activity and to assess treatment responses in pediatric neurological diseases.		Neurofilament light protein in childhood Neurological diseases is intended as a biomarker to monitor disease activity that is possibly related to axonal damage and to assess treatment responses in paediatric neurological diseases (<20 years old).		Biomarker to monitor disease activity related to axonal damage 		• Clinical trial application and conduct
• Functional endpoints
• Context of use		Keywords:
Neurofilament light protein, biomarker, axonal damage, paediatric neurological diseases
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Neurofilament light protein, biomarker, axonal damage, paediatric neurological diseases
Hits BEFORE the qualification date: 2

Hits AFTER the qualification date: 1		Keywords:
Neurofilament light protein, biomarker, axonal damage, paediatric neurological diseases
Hits BEFORE the qualification date: 7/0

Hits AFTER the qualification date: 2/0		Yes

		1496847a-3f1d-ec11-b6e6-6045bd8dea50		J7qWsSYBsO9kqUqp3obZCmPlVH5Jf1e1md3S7NEDAfz1P3czuSP9RmeNYxrlyLi7M2D8ftOzDNteRBdEVdLQIA==		7/1/22 6:50		Dimensional Anhedonia Rating Scale (DARS)		Advice		6/23/22		Use of the DARS to measure anhedonia in registration studies for evaluating treatment benefit of aticaprant in participants with MDD with anhedonia,
Change from baseline in the DARS total score as an acceptable key secondary endpoint to evaluate treatment benefit,
The qualitative research providing evidence of the content validity for the DARS,
The planned psychometric analyses to document the measurement properties of the DARS,
The proposal to estimate within-person meaningful change threshold and sensitivity to change on the DARS.		Dimensional Anhedonia Rating Scale (DARS) is a self-reported questionnaire developed to assess anhedonia as a multifaceted construct. 		Self-reported questionnaire to assess anhedonia		•	Clinical trial application and conduct
•	Content validity
•	Target population
•	Representativeness
•	Size and duration of the study		Keywords:
Dimensional Anhedonia Rating Scale, self-report
Hits BEFORE the qualification date: 4

Hits AFTER the qualification date: 1		Keywords:
Dimensional Anhedonia Rating Scale, self-report
Hits BEFORE the qualification date: 11

Hits AFTER the qualification date: 0		Keywords:
Dimensional Anhedonia Rating Scale, self-report
Hits BEFORE the qualification date: 37/0

Hits AFTER the qualification date: 7/0		No

		994c3c53-a41f-ec11-b6e6-6045bd8a15fc		3FCkPZzrXn6CYW0krvpDJqBjNqQq/+PdMzIyCxRudkFnB89K0mJ+wUZNV/LszqXWCTDgBPySVn7gSOilff6EQA==		3/28/22 12:24		Digital measures to assess fatigue, sleep and activities in daily living in neurodegenerative disorders (NDD) and immune-mediated inflammatory diseases (IMID)		Advice		3/24/22		The IDEA-FAST project aims to identify and evaluate digital measures of fatigue and sleep in a number of neurodegenerative disorders (NDD) and immune-mediated inflammatory diseases (IMID). The ultimate goal of the project is to use the proposed digital biomarkers (as secondary or exploratory endpoints in clinical trials) to measure efficacy of treatment of fatigue, sleep quality and impact of sleep disturbances in patients with an NDD or IMID. 		The goal for this project is to use the proposed digital biomarkers as secondary or exploratory endpoints in clinical trials to measure efficacy of treatment of fatigue, sleep quality and impact of sleep disturbances -in particular “daytime sleepiness” in patients with the above-mentioned conditions in whom these symptoms require treatment.		Efficacy of treatment of fatigue, sleep quality and disturbances		•	Clinical trial application and conduct
•	Context of use
•	General strategy
•	Construct validity
•	Representativeness
•	Size and duration of study
•	Target population		Keywords:
IDEA-FAST, digital, NDD, IMID, sleep
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
IDEA-FAST, digital, NDD, IMID, sleep
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 1		Keywords:
IDEA-FAST, digital, NDD, IMID, sleep
Hits BEFORE the qualification date: 0/0
Hits AFTER the qualification date:  0/0		No

		272c62a2-8332-ec11-b6e6-000d3aae4fa1		tgYXUg67yO2sUBdi9koF/E1I4rDIIkvwn45gstnx3hkev/NRbVzW2mi6NEeXnCKjEYF4iqw3k6VTdW0n8J4jIg==		5/30/22 7:05		Artificial Intelligence for adjudication of clinical events (AIDA)		Advice		5/19/22		Machine learning (ML) based auto-adjudication, based on structured and unstructured information made available in the context of clinical trials, with the aim to be integrated in clinical trials as a tool for adjudication of primary endpoint events (AIDA).		Artificial Intelligence for adjudication of clinical events is intended for automated event adjudication. The advice pertained to the validation process of a machine learning (ML)-based model for clinical event auto-adjudication. 		Automated event adjucation - ML-based 		•	Context of use
•	General strategy
•	Validation strategy
•	Model development and performance
•	Data capturing and quality management
•	Representativeness
•	Functional endpoints		Keywords:
Artificial Intelligence, auto-adjudication, clinical events, AIDA
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Artificial Intelligence, auto-adjudication, clinical events, AIDA
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 2		Keywords:
Artificial Intelligence, auto-adjudication, clinical events, AIDA
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		No

		7599e067-bd3b-ec11-b6e5-000d3abb6d43		M0k9RxQLVhjC8Inc+gatNtvWxQRg5m0ROPqEhsQoC4VCHMzg8XbQskuV9Mu4gFZpDLvi8tlHmLbEeVYTtlCPYQ==		5/16/22 14:40		Actigraphy-quantified physical activity (AQPA) endpoint for chronic heart failure		Advice		4/22/22		The Applicant is developing actigraphy-quantified physical activity (AQPA) endpoints for chronic heart failure (CHF). They plan to validate digital health technology using an accelerometery based wearable device (ActiGraph device) to quantify physical activity in CHF patients.  		Actigraphy-quantified physical activity (AQPA) endpoint for chronic heart failure is a accelerometery-based digital health technology intended for the collection of physical activity data in patients with chronic heart failure. 		AQPA endpoint for chronic heart failure		•	Target population
•	Validation strategy
•	Functional endpoints
•	Clinical trial application and conduct		Keywords:
actigraph, chronic heart failure
Hits BEFORE the qualification date:
7
Hits AFTER the qualification date: 0		Keywords:
actigraph, chronic heart failure
Hits BEFORE the qualification date: 5

Hits AFTER the qualification date: 2		Keywords:
actigraph, chronic heart failure
Hits BEFORE the qualification date:
83/0
Hits AFTER the qualification date: 13/0		No

		f6d3acd0-db3c-ec11-b6e5-000d3abb6442		ptbSBhhN2XmfZEnlvmzGE/q8ksV4vNN+Jz24BNUesi/MYVCBzu9X1uPBqawPlXv/Vn3G2cO+ejFI+CZkaWYTUQ==		6/9/22 14:18		Novel endpoints for use in intermediate age-related macular degeneration (iAMD) clinical trials		Advice		5/19/22		Novel anatomical primary (and/or secondary) endpoints for use in registrational studies in patients with intermediate age-related macular degeneration (iAMD). Specifically, acceptability of the following structural changes: nascent geographic atrophy (nGA), incomplete retinal pigment epithelium and outer retinal atrophy (iRORA), complete retinal pigment epithelium and outer retinal atrophy (cRORA), or minimally detectable geographic atrophy (GA).  		Novel endpoints for use in intermediate age-related macular degeneration (iAMD) clinical trials pursuant to Article 57(1)(n) of Regulation (EC) 726/2004 of the European Parliament and of the Council.		Novel endpoints in iAMD clinical trials		•	Target population
•	Validation strategy
•	Functional endpoints
•	Clinical trial application and conduct		Keywords:
Novel endpoints, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 3

Hits AFTER the qualification date: 1		Keywords:
Novel endpoints, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 6

Hits AFTER the qualification date: 1		Keywords:
Novel endpoints, intermediate age-related macular degeneration
Hits BEFORE the qualification date: 994/5

Hits AFTER the qualification date: 180/0		No

		dc10706d-3848-ec11-8c62-6045bd8a4f83		cvW5r1tAIV/lc/p7mIo1PjcJm+xAhv29j6W/S5TfwOHHelRU0/ov5dXJVz5/DvLeM+bNeWUE++fdp/4BE/WH3Q==		9/28/22 9:22		TUMMY-UC - Patient-Reported Outcome for Pediatric ulcerative colitis (UC)		Opinion		6/23/22		TUMMY UC (PRO & ObsRO) indices are patient and observer reported outcome instruments, under development for the assessment of paediatric patients with Ulcerative Colitis with the intent to be used in clinical studies in order to directly capture symptoms.		TUMMY-UC - Patient- and Observer-Reported Outcome is intended for use in clinical trials investigating interventions to treat paediatric ulcerative colitis (UC). 		Investigating interventions to treat paediatric ulcerative colitis (UC)		
•	Validation strategy
•	Clinical trial application and conduct
•	Size and duration of study
•	Data capturing and quality management		Keywords:
TUMMY-UC, paediatric ulcerative colitis
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 1		Keywords:
TUMMY-UC, paediatric ulcerative colitis
Hits BEFORE the qualification date: 2

Hits AFTER the qualification date: 1		Keywords:
TUMMY-UC, paediatric ulcerative colitis
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		No

		8a0ec49a-4d54-ec11-8c62-6045bd8c1c67		sCvr03Cz/E7hibxJNRhTinCorlEQjc66BDslZaXo7UsG0imPrGaeDAbFk/mBb1lR5lNps9zbKE6BI2PNiuhzNA==		12/12/22 15:19		SMA Core dataset and Global Registries Platform		Advice		9/15/22		The Applicant sought advice for SMA Core dataset and Global Registries Platform in relation to the methodology used to create a clinically relevant SMA Core Dataset, the mechanisms proposed to collect real-world data relevant to SMA, the current and intended use of the Central Data Warehouse for storage of data from a network of national registries and the use of the collected data for evidence generation to support academic and industry research and regulatory decision-making.	 		​​Multiple: collecting data for SMA to inform on: Disease progression in treated and untreated patients; Long term evaluation of safety and efficacy for existing or new treatments; Clinical trial design and outcome measure selection; Improvements standards of care and; to support of pre- and post-authorisation regulatory decisions. ​ 		Collecting data for SMA, evaluation of safety and efficacy		
•	Context of use
•	Data capturing and quality management
•	External validity
•	Data protection		Keywords:
collecting data, SMA, Global Registries Platform
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
collecting data, SMA, Global Registries Platform
Hits BEFORE the qualification date:
2
Hits AFTER the qualification date: 0		Keywords:
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Hits BEFORE the qualification date:
12/0
Hits AFTER the qualification date: 2/0		Yes

		f5fe94f8-6454-ec11-8c62-6045bd8c10ad		BeBN6J5p04QcnE2CTH82uZF4kiV1sqaX0yUOdKblW0KB/vxyPYME+0TLLveBpK9HDFmk6otnoQsVrwtD5U+ulg==		12/8/22 9:20		iBox Scoring System (Composite Biomarker Panel)		Opinion		9/15/22		The iBox Scoring System (Composite Biomarker Panel) used at one-year post-transplant as a surrogate endpoint for the five-year risk of death-censored allograft loss in kidney transplant subjects for use in clinical trials to support evaluation of novel IST applications via CMA. When evaluating five-year outcomes for clinical benefit and full marketing authorisation, it will be necessary that there is not a clinically meaningful decrease in transplant recipient survival outcomes between the therapies being investigated in the clinical trial.		The iBox Scoring System (Composite Biomarker Panel) used at one-year post-transplant is a surrogate endpoint for the five-year risk of death-censored allograft loss (allograft failure) in kidney transplant subjects for use in clinical trials to support evaluation of novel IST applications via CMA. When evaluating five-year outcomes for clinical benefit and full marketing authorisation, it will be necessary to ensure that there is not a clinically meaningful decrease in transplant recipient survival with the new therapy in the clinical trial compared to the standard of care control arms.		Surrogat endpoint the five-year risk of death-censored allograft loss		
•	Context of use
•	Clinical trial application and conduct
•	Validation strategy		Keywords:
iBox Scoring System, allograft failure
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
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Hits AFTER the qualification date: 0		Keywords:
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Hits BEFORE the qualification date: 1/0

Hits AFTER the qualification date: 0/0		No

		1d844be7-ec54-ec11-8f8f-000d3a4a3c09		lUXK2xeczjuGeI6WjNQO2m24JZpEVFRLj6RirHTymYrYJHfMbUAbUOwUgd0usNSB/x6MbAsPG4IIFE52q9GBBg==		10/3/22 12:50		Bologna Biomechanical Computed Tomography (BBCT)		Advice		9/15/22		The Applicant proposes that BBCT-hip is capable of providing a surrogate of the fracture endpoint in Phase II clinical trials which is significantly more accurate than aBMD. 		BBCT-Hip is a patient-specific model that predicts the Absolute Risk of Fracture (ARF0) of the proximal femur of an individual in case of fall. 		Predicts the ARF0 of the proximal femur of an individual in case of fall 		
•	Context of use
•	Validation strategy
•	Size and duration of the study		Keywords:
BBCT-Hip, Absolute Risk of Fracture, proximal femur, fall
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 0		Keywords:
BBCT-Hip, Absolute Risk of Fracture, proximal femur, fall
Hits BEFORE the qualification date: 4

Hits AFTER the qualification date: 0		Keywords:
BBCT-Hip, Absolute Risk of Fracture, proximal femur, fall
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		No

		b1ed823c-8356-ec11-8f8f-000d3a4a3700		fL9RozEHMbSpTYw818D2CRUSx1tMeM3cGQhsEDW2XKiDMqnlC3IVBdmu8LoLhMJMMkS2+qdX4DSXqRRYww7dKA==		8/25/22 9:45		Bermekimab		Advice		7/21/22		Measures of nocturnal scratch from either DHTT are intended to support the development of a DHTT-derived COA to support the evaluation of the effectiveness of therapeutic interventions in clinical studies of AD. The nocturnal scratch DHTT COA is intended to serve as a secondary or exploratory endpoint to support the assessment of the effectiveness of therapeutic interventions in clinical studies involving adolescent (12 to 17 years of age) and adult participants with moderate to severe AD.		Development of Bermekimab, a human anti-IL1alpha monoclonal antibody for the treatment of severe atopic dermatitis in adults.		 Human anti-IL1alpha monoclonal antibody for severe AD in adults		
•	Functional endpoints
•	Validation strategy
•	General strategy		Keywords:
Human anti-IL1 alpha monoclonal antibody, severe atopic dermatitis, adults
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
Human anti-IL1 alpha monoclonal antibody, severe atopic dermatitis, adults
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Human anti-IL1 alpha monoclonal antibody, severe atopic dermatitis, adults
Hits BEFORE the qualification date: 46/0

Hits AFTER the qualification date: 9/0		No

		eb11822d-8b56-ec11-8f8f-000d3a49691e		BO7vchC2+CaWDkIt6PCa1d8mmxMIprWIJSiC5Q4BDtLeCndMsfbhtOinljZnctLfSLYwU5xFiDyDVhjWPb+EuA==		7/22/22 11:27		electronic Early Treatment of Diabetic Retinopathy Study (eETDRS)		Advice		7/21/22		The Applicant’s planned use of electronic Early Treatment of Diabetic Retinopathy Study (eETDRS) systems as a validated tool to measure best corrected visual acuity (BCVA) in future clinical studies that may be used for registrational purposes in the European Union (EU).		Novel method ‘electronic Early Treatment of Diabetic Retinopathy Study’ (eETDRS) intended for use as a validated tool to measure best corrected visual acuity (BCVA) in future clinical studies that may be used for registrational purposes in the European Union (EU).		Validated tool to measure BCVA in future CTs		•	Context of use
•	Clinical trial application and conduct
•	Target population		Keywords:
electronic Early Treatment of Diabetic Retinopathy Study, BCVA
Hits BEFORE the qualification date:
6
Hits AFTER the qualification date: 0		Keywords:
electronic Early Treatment of Diabetic Retinopathy Study, BCVA
Hits BEFORE the qualification date: 457

Hits AFTER the qualification date: 6		Keywords:
electronic Early Treatment of Diabetic Retinopathy Study, BCVA
Hits BEFORE the qualification date: 80/0

Hits AFTER the qualification date: 20/0		No

		7183dabe-b256-ec11-8f8f-000d3a4a35da		SbMWc6hPIFxGCBVBvBpfW2kpOVgnVFnCgXB/Aq2Kqy2ABo977SWlFjKL9wg9YV31IwbYergDCRM1urL1EbTbTw==		12/16/22 9:42		Braintale platforms		Advice		12/15/22		The current intention is to use the platform for scientific or clinical research (Braintale-research), as a valid tool to provide quantification of white-matter alterations. Correlated with clinically relevant anchors, it should help quantifying myelin alterations severity and demyelination progression/regression and thus providing appropriate objectivized, multicentric and reproducible information on the prognosis and follow-up of patients with neurodegenerative conditions (e.g., Multiple Sclerosis or Amyotrophic Lateral Sclerosis) enrolled in clinical trials.		Braintale research platform is a digital tool including software intended to study white matter in neurological or neurodegenerative diseases known to be linked to white matter alterations. It allows the quantification and monitoring of changes in the nervous system white matter as captured by standardised diffusion magnetic resonance imaging (MRI) measurements systematically linked to clinical outcome using artificial intelligence algorithms. 		Monitoring of changes in the nervous system white matter 		•	Context of use
•	Clinical trial application and conduct
•	Validation strategy
•	Definition of training and validation datasets for AI/ML methods		Keywords:
Braintale, white matter, neurological or neurodegenerative, MRI, artificial intelligence 
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Braintale, white matter, neurological or neurodegenerative, MRI, artificial intelligence 
Hits BEFORE the qualification date: 335

Hits AFTER the qualification date: 1		Keywords:
Braintale, white matter, neurological or neurodegenerative, MRI, artificial intelligence 
Hits BEFORE the qualification date: 411/0

Hits AFTER the qualification date: 3/0		Yes

		f302b25c-b76f-ec11-8943-000d3a46c457		u44aI5wbKeenXRoXsTABPde2H2Oz40hGEJaC4ifFFOz48PJA/wM8WFlmGXPE/frRkaKCEp8Zopknj5Vcc+XmJA==		12/20/22 17:31		Levetiracetam		Advice		12/15/22		Assessing alternative posologies and/or modified release formulations of CNS drugs with recognized PK/PD relationships that are authorized in a formulation with a different release rate. The assessment intends to inform or exclude risks of different PK/PD relationships or efficacy profiles related to differences in drug kinetics in CSF.		​Replacement of therapeutic equivalence studies for  formulations with the same active substance but  differences in plasma concentration profile shapes under equivalent daily exposures		​Replacement of therapeutic equivalence studies for the same active subst.		•	Context of use
•	Target population
•	Model development and performance		Keywords:
Levetiracetam, CNS drugs, replacement, equivalence studies
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Levetiracetam, CNS drugs, replacement, equivalence studies
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
Levetiracetam, CNS drugs, replacement, equivalence studies
Hits BEFORE the qualification date: 32/0

Hits AFTER the qualification date: 0/0		No

		d8c98ccb-ea7e-ec11-8d21-6045bd8d8506		+oI/3+vndrPaqnfOo/G8/ecvA0rhpyS7wxtuz9RPAc7DDog412F3wQZdiPWZMwHALOfXv5awoVBjZ+KFNXEzhQ==		10/17/22 8:09		Symptoms and Impacts Questionnaire for Ulcerative Colitis and Crohn's disease (SIQ-UC/SIQ-CD)		Advice		10/13/22		The SIQ-CD and Symptoms and SIQ-UC are intended for use as a primary, co-primary, or secondary endpoint(s) in CD and UC drug development trials.		Symptoms and Impacts Questionnaire for Ulcerative Colitis and Crohn's disease (SIQ-UC/SIQ-CD) are patient reported outcome (PRO) measures for use in Ulcerative Colitis and Crohn's disease trials, respectively. 		Patient reported outcome measures		
•	Clinical trial application and conduct
•	Statistical methodology		

Keywords: Symptoms and Impacts Questionnaire, Crohn’s disease  
Hits BEFORE the qualification date: 27
Hits AFTER the qualification date: 0

Keywords: Symptoms and Impacts Questionnaire, ulcerative colitis
Hits BEFORE the qualification date: 18
Hits AFTER the qualification date: 0		

Keywords: Symptoms and Impacts Questionnaire, Crohn’s disease  
Hits BEFORE the qualification date: 526
Hits AFTER the qualification date: 12

Keywords: Symptoms and Impacts Questionnaire, ulcerative colitis
Hits BEFORE the qualification date: 436
Hits AFTER the qualification date: 11		

Keywords: Symptoms and Impacts Questionnaire, Crohn’s disease  
Hits BEFORE the qualification date: 200/0
Hits AFTER the qualification date: 9/0

Keywords: Symptoms and Impacts Questionnaire, ulcerative colitis
Hits BEFORE the qualification date: 158/0
Hits AFTER the qualification date: 11/0		No

		b03b3046-9b95-ec11-b400-000d3a45cd37		ZQ8TfvnLCc7k0kFJndjL4KvUTxTqDc4vZq5BfvXIYihTI65J1bazaUsCiwm6YO6d2rGkftdINtK6RX6kZFiHqg==		12/19/22 9:13		Stride velocity 95th centile measured by a valid and suitable wearable device		Opinion		7/21/22		The intention is to confirm and further inform the different measurement properties of the SV95C, and to support its use as a primary endpoint to assess new drug efficacy in clinical trials from Phase 1 to Phase 4 for the measurement of the maximal stride velocity of patients with DMD. 		Stride velocity 95th centile measured by a valid and suitable wearable device is intended for a context of use as secondary endpoint in studies in Progressive Neuro Muscular Diseases characterized by proximal muscle weakness. 		Secondary endpoint in studies on Progressive Neuro Muscular Diseases		•	Functional endpoints 
•	Data capturing and quality management
•	Size and duration of study
•	Validation strategy		Keywords:
Stride velocity 95th centile
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Stride velocity 95th centile
Hits BEFORE the qualification date: 5

Hits AFTER the qualification date: 0		Keywords:
Stride velocity 95th centile
Hits BEFORE the qualification date: 2/0

Hits AFTER the qualification date: 0/0		No

		8ca56baf-179a-ec11-b400-000d3a26df94		6th1Sx2yVT1dl73TeSpk+D+EGz0yYsVebcb3HMQeYKR9j7XndcBMUpM9MiBROfcAmHnRbqH9MwqKfdLVUWYqdA==		12/22/22 15:24		PRE score		Opinion		12/15/22		The PRE-score is a composite of several clinical and laboratory markers considered important for both efficacy and safety assessment. The proposed Context of Use is in patients with CKD to improved renal risk estimation (from now on referred to as the “risk score”) and to predict drug effects on renal endpoints (from now on referred to as the “response score”). 		PRE score is being developed as a risk and response score in diabetic patients with chronic kidney disease. 
		Risk and response score in diabetic patients with chronic kidney disease		•	Validation strategy
•	Model development and performance		Keywords:
PRE score, diabetic, chronic kidney disease
Hits BEFORE the qualification date: 
11
Hits AFTER the qualification date: 0		Keywords:
PRE score, diabetic, chronic kidney disease
Hits BEFORE the qualification date: 186

Hits AFTER the qualification date: 1		Keywords:
PRE score, diabetic, chronic kidney disease
Hits BEFORE the qualification date:
10686/21
Hits AFTER the qualification date: 54/0		No

		8a6a30b7-459a-ec11-b400-000d3a26d3ce		XodezHze7DENMBrnpmgOjN7CYRGtq7TE37YfCCTSsZauV/DUEx2MX2VW727R1gcDlDsEK0ql72FxvkN7/fIy2A==		10/17/22 8:19		Novel endpoints in Achromatopsia		Advice		7/21/22		The objective of the qualification advice is to obtain preliminary feedback on the suitability and the strategy to develop novel clinical endpoints and PROs that will enable the assessment of treatment benefit in patients suffering from ACHM. These are to be used as primary or secondary endpoint in future intervention trials in patients with ACHM due to mutations in CNGB3 and CNGA3. 		​​The treatment of achromatopsia associated with variants in the CNGB3 and CNGA3 genes, respectively​ 		Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		•	Clinical trial application and conduct
•	Functional endpoints
•	Validation strategy		Keywords:
Achromatopsia, CNGB3, CNGA3, genes
Hits BEFORE the qualification date: 2

Hits AFTER the qualification date: 0		Keywords:
Achromatopsia, CNGB3, CNGA3, genes
Hits BEFORE the qualification date: 60

Hits AFTER the qualification date: 0		Keywords:
Achromatopsia, CNGB3, CNGA3, genes
Hits BEFORE the qualification date: 97/5

Hits AFTER the qualification date: 38/1		No

		7245dd90-75a0-ec11-b400-000d3a45a704		06OvjJl6uZycKKo4oztiXCyQhtNli5Tu4QanhTqopT389+fd32KWUFcaaIxbCKbtotUxG0NvUB7mvuVtT31huw==		11/8/22 10:47		CAST (ClinSearch Acceptability Score Test)®		Opinion		11/10/22		CAST - ClinSearch Acceptability Score Test® : an internationally harmonized method to score acceptability of oral/buccal medicines in children under 12 years of age		The Acceptability Score Test is intended for relative acceptability testing for oral/buccal medicines in children under 12 years of age. 		Acceptability testing for oral/buccal medicines in children <12		•	Clinical trial application and conduct
•	Validation strategy 
•	Statistical methodology
•	Data capturing and quality management		Keywords:
CAST, ClinSearch Acceptability Score Test, oral, buccal, children
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
CAST, ClinSearch Acceptability Score Test, oral, buccal, children
Hits BEFORE the qualification date:
1
Hits AFTER the qualification date: 0		Keywords:
CAST, ClinSearch Acceptability Score Test, oral, buccal, children
Hits BEFORE the qualification date: 0/0

Hits AFTER the qualification date: 0/0		No

		5b94158f-57e6-ec11-bb3c-000d3a442007		r9mVXX9Zxcj1fQ/1pDaO93b4tAwFfp/1MPiB6dlOIxIlz9emKakB1jJbrXxY79uMqu/FOc3hkiLNRQUGSqoinA==		12/2/22 13:14		Composite endpoint method for acceptability evaluation of oral drug formulations in the paediatric population														Keywords:
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		fee0a69f-a5e6-ec11-bb3c-000d3a3a27df		FSpKERUduzM18xrH6OyLB5eypKj5M0nd9cIMdG01aebw3VmxRKfEOwx0wb6WPC9ehORAyXcy3OUmNVy5ipqPSQ==		12/20/22 11:10		Placebell©		Advice				The Applicant seeks CHMP advice or opinion on (i) the methodology for the generation and the documentation of composite covariates produced by Placebell©™ methodology and (ii) the acceptability to use composite covariates to estimate treatment effect in an adjusted analysis (where it is assumed here that the Applicant is interested in receiving an opinion for the case that Placebell methodology is used for the primary assessment of a clinical trial, as requirements are lower, if new methodology is used in secondary sensitivity analyses of a clinical trial). 						difficult to categorize? Separate document		Keywords:
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		20abb63d-91ed-ec11-bb3d-00224885c328		GiZGZjr6NbzF7hRdZSjLoS+J+/OKx7Ok1uCc68+13Ufa1W+K2QS5tApIw3+RVWKWNRy4QggKF5qzWwAaXuVFWw==		12/7/22 10:31		Statistical adjustment on deep learning prognosis covariates obtained from histological slides		Opinion				The aim is that Mesonet predictions be used as an adjustment of efficacy analysis on overall survival of life-prolonging drugs in first-line malignant pleural mesothelioma patients in randomized phase 2 and phase 3 clinical trials. 
We also propose that HCCnet predictions be used as an adjustment of efficacy analysis on overall survival of life-prolonging drugs in the adjuvant setting for resected hepatocellular carcinoma patients in randomized phase 2 and phase 3 clinical trials. 
This adjustment will be done either by including deep-learning prognostic score in the Cox regression, by stratifying the analysis on a discretized version of the score or by including the covariates in another method of analysis.						Issues on Clinical Development		Keywords:
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		7dee7279-a524-ed11-b83d-000d3a4a8192		F38qhdJCUI0QfUGe6I5TfqVS2Rp/9grYWjT96COwf+1fRNgn1b2L5l/ijthkmLz4PbpL8QvrfBD267SWmfVO3A==		12/14/22 16:51		GFR slope as a Validated Surrogate Endpoint for CKD in RCT		Opinion				The objective of this request is to seek a qualification opinion on the use of glomerular filtration rate (GFR) slope, i.e., the mean rate of change in GFR, as a validated surrogate endpoint for chronic kidney disease (CKD) progression in clinical trials for standard marketing authorization and indication extension approvals. The target population is broad population of patients with CKD or at risk for CKD, including early disease and subgroups by kidney function and causal disease of CKD.						• Population 
• Chronic slope and simulations
• Questions regarding the CoU 
• Questions regarding the statistical model and issues in future trials		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:		Keywords:

Hits BEFORE the qualification date:

Hits AFTER the qualification date:

		a6c06611-d432-ed11-9db1-000d3aaa0267		en5e4/Rw5kmSwJ65Ehy0mKQYeXL1RKa4ptJC0LBBP1IzpUfkXEG89F1NQXPhkWmgFHMzypXfxXT/zSNWlVWOiA==		12/2/22 14:28		World Federation of Hemophilia (WFH) Gene Therapy Registry (GTR)		Opinion				The World Federation of Hemophilia (WFH) has established the Gene Therapy Registry (GTR), a worldwide database intended to gather long-term, real-world data on all PWH who receive gene therapy.								Keywords:
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		c4fbaddc-223d-ed11-9db0-000d3aaa0519		tX0a5/eOEvx/t8KSFH+rZx+sIcqkESQaMuH3Rc0TUsJo2CjPsXGajEcNp4GToJpUlL21hfbyi//FRndb7au3Ww==		12/12/22 15:03		Universal Immune System Simulator – Tuberculosis disease model(UISS-TB)		Advice												Keywords:
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LoI categories

		Categories LoI		No. cases 		% of cases

		Fit for purpose		1		2.33				Fit for purpose		2.33

		Context of use		16		37.21				Training and confirmation datasets		2.33

		Statistical methodology		4		9.30				Face validity		2.33

		Clinical trial application and conduct		15		34.88				Need for prospective data/acceptability of retrospective analyses		2.33

		Target population		16		37.21				Safety endpoints		2.33

		Functional endpoints		15		34.88				Clinical relevance		2.33

		Size and duration of the study		8		18.60				Contradictory data		2.33

		Training and confirmation datasets		1		2.33				Simulation studies		4.65

		General strategy (including learn and confirm in separate datasets vs. cross-validation in pre-specified sections of one overall database)		9		20.93				Definition of training and validation datasets for AI/ML methods		4.65

		external validity		6		13.95				Data protection		4.65

		Model development and performance		10		23.26				Core data elements		6.98

		Validation strategy: Anchoring  to current (Gold) standard measure for intended application, or other, e.g. distribution based		20		46.51				Representativeness 		6.98

		face validity		1		2.33				Statistical methodology		9.30

		content validity		5		11.63				Content validity		11.63						Statistical methodology		9.30

		simulation studies		2		4.65				Ability to detect change/MCID 		11.63						Content validity		11.63

		core data elements		3		6.98				External validity		13.95						Ability to detect change/MCID 		11.63

		data capturing and quality management		10		23.26				Size and duration of the study		18.60						External validity		13.95

		representativeness 		3		6.98				General strategy 		20.93						Size and duration of the study		18.60

		Validation strategy: learn and confirm in separate datasets or cross-validation in pre-specified sections of one overall database		20		46.51				Model development and performance		23.26						Model development and performance		23.26

		Definition of training and validation datasets for AI/ML methods		2		4.65				Data capturing and quality management		23.26						Data capturing and quality management		23.26

		ability to detect change/MCID (minimal clinical important difference) during natural course of disease and after intervention		5		11.63				Clinical trial application and conduct		34.88						Clinical trial application and conduct		34.88

		need for prospective data/acceptability of retrospective analyses		1		2.33				Functional endpoints		34.88						Functional endpoints		34.88

		data protection		2		4.65				Context of use		37.21						Context of use		37.21

		Safety endpoints		1		2.33				Target population		37.21						Target population		37.21

		Clinical relevance		1		2.33				Validation strategy		46.51						Validation strategy		46.51

		Contradictory data		1		2.33

		MAIN CATEGORIES

		Statistical methodology

		Clinical trial application and conduct

		Target population

		Data management

		Functional endpoints











































		Context of use		37.2093023256

		Statistical methodology		9.3023255814

		Clinical trial application and conduct		34.8837209302

		Target population		37.2093023256

		Functional endpoints		34.8837209302

		Size and duration of the study		18.6046511628

		General strategy 		20.9302325581

		External validity		13.9534883721

		Model development and performance		23.2558139535

		Validation strategy		46.511627907

		Data capturing and quality management		23.2558139535

		Ability to detect change/MCID 		11.6279069767
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List of issues - most common categories



Context of use	Statistical methodology	Clinical trial application and conduct	Target population	Functional endpoints	Size and duration of the study	General strategy 	External validity	Model development and performance	Validation strategy	Data capturing and quality management	Ability to detect change/MCID 	37.209302325581397	9.3023255813953494	34.883720930232556	37.209302325581397	34.883720930232556	18.604651162790699	20.930232558139537	13.953488372093023	23.255813953488371	46.511627906976742	23.255813953488371	11.627906976744185	





List of issues - major categories



Fit for purpose	Training and confirmation datasets	Face validity	Need for prospective data/acceptability of retrospective analyses	Safety endpoints	Clinical relevance	Contradictory data	Simulation studies	Definition of training and validation datasets for AI/ML methods	Data protection	Core data elements	Representativeness 	Statistical methodology	Content validity	Ability to detect change/MCID 	External validity	Size and duration of the study	General strategy 	Model development and performance	Data capturing and quality management	Clinical trial application and conduct	Functional endpoints	Context of use	Target population	Validation strategy	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	4.6511627906976747	4.6511627906976747	4.6511627906976747	6.9767441860465116	6.9767441860465116	9.3023255813953494	11.627906976744185	11.627906976744185	13.953488372093023	18.604651162790699	20.930232558139537	23.255813953488371	23.255813953488371	34.883720930232556	34.883720930232556	37.209302325581397	37.209302325581397	46.511627906976742	





List of issues - major categories



Statistical methodology	Content validity	Ability to detect change/MCID 	External validity	Size and duration of the study	Model development and performance	Data capturing and quality management	Clinical trial application and conduct	Functional endpoints	Context of use	Target population	Validation strategy	9.3023255813953494	11.627906976744185	11.627906976744185	13.953488372093023	18.604651162790699	23.255813953488371	23.255813953488371	34.883720930232556	34.883720930232556	37.209302325581397	37.209302325581397	46.511627906976742	
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				Inform and support regulatory decision making		52		1		14				2		0		0						52		2		1		0		14		0						2		0		1		0		14		0				2		1		14

				Novel endpoints to asess the efficacy of therapy for AD		0		1		0				0		0		0						0		0		1		0		0		0						0		0		1		0		0		0				0		1		0

				Data source and infrastructure support for registry-based studies		5		5		99				0		0		11						5		0		5		0		99		11						0		0		5		0		99		11				0		5		110

				Support novel product development in Huntington's disease		5		0		0				0		0		0						5		0		0		0		0		0						0		0		0		0		0		0				0		0		0

				Assessment of vaso-occlusive crises reduction and morbidity  in SCD		64		1		23				36		1		6						64		36		1		1		23		6						0		0		1		1		23		6				0		2		29

				Digital remote patient monitoring tool for PwMS		725		0		1				201		0		1						725		201		0		0		1		1						3		0		0		0		1		1				3		0		2

				Diagnostic biomarker to assess NAS and fibrosis stage		20		1		5				4		0		3						20		4		1		0		5		3						0		1		1		0		5		3				1		1		8

				Improve the efficiency of phase 2 & 3 CT by using prognostic scores		141		0		3				10		0		0						141		10		0		0		3		0						0		0		0		0		3		0				0		0		3

				NFL as prognostic or pharmacodynamic/response biomarker in MS		266		0		3				56		0		1						266		56		0		0		3		1						2		1		0		0		3		1				3		0		4

				CTS to introduce a non-data-driven therapeutic effect		8		0		3				0		0		0						8		0		0		0		3		0						0		0		0		0		3		0				0		0		3

				STAR to assess treatment efficacy in pSS		7		1		0				2		1		1						7		2		1		1		0		1						0		0		1		1		0		1				0		2		1

				Assess change in symptoms and impacts over time in PwPAH		7		16		11				5		3		1						7		5		16		3		11		1						0		0		16		3		11		1				0		19		12

				Biomarkers for stratifying DILI patients with higher degree of liver injury		110		1		10				24		0		0						110		24		1		0		10		0						0		0		1		0		10		0				0		1		10

				Evaluate the safety and efficacy of priority novel agents in B-NHL		0		0		2786				0		0		673						0		0		0		0		2786		673						0		0		0		0		2786		673				0		0		3459

				IMPs to improve preservation of β cell function in T1D		612		0		1				133		0		0						612		133		0		0		1		0						1		0		0		0		1		0				1		0		1

				Quantify CFTR activity in PwCF using rectal organoids		11		0		4				0		0		0						11		0		0		0		4		0						0		0		0		0		4		0				0		0		4

				Biomarker to monitor disease activity related to axonal damage 		7		0		2				2		0		1						7		2		0		0		2		1						0		0		0		0		2		1				0		0		3

				Self-reported questionnaire to assess anhedonia		37		4		11				7		1		0						37		7		4		1		11		0						0		0		4		1		11		0				0		5		11

				Efficacy of treatment of fatigue, sleep quality and disturbances		0		0		0				0		0		1						0		0		0		0		0		1						0		0		0		0		0		1				0		0		1

				Automated event adjucation - ML-based 		0		0		0				0		0		2						0		0		0		0		0		2						0		0		0		0		0		2				0		0		2

				AQPA endpoint for chronic heart failure		83		7		5				13		0		2						83		13		7		0		5		2						0		0		7		0		5		2				0		7		7

				Novel endpoints in iAMD clinical trials		994		3		6				180		1		1						994		180		3		1		6		1						5		0		3		1		6		1				5		4		7

				Investigating interventions to treat paediatric ulcerative colitis (UC)		0		0		0				0		1		1						0		0		0		1		0		1						0		0		0		1		0		1				0		1		1

				Collecting data for SMA, evaluation of safety and efficacy		12		0		2				2		0		0						12		2		0		0		2		0						0		0		0		0		2		0				0		0		2

				Surrogat endpoint the five-year risk of death-censored allograft loss		1		0		1				0		0		0						1		0		0		0		1		0						0		0		0		0		1		0				0		0		1

				Predicts the ARF0 of the proximal femur of an individual in case of fall 		0		0		4				0		0		0						0		0		0		0		4		0						0		0		0		0		4		0				0		0		4

				Human anti-IL1alpha monoclonal antibody for severe AD in adults		46		1		0				9		0		0						46		9		1		0		0		0						0		0		1		0		0		0				0		1		0

				Validated tool to measure BCVA in future CTs		80		6		457				20		0		6						80		20		6		0		457		6						0		0		6		0		457		6				0		6		463

				Monitoring of changes in the nervous system white matter 		411		0		335				3		0		1						411		3		0		0		335		1						0		0		0		0		335		1				0		0		336

				​Replacement of therapeutic equivalence studies for the same active subst.		32		0		1				0		0		0						32		0		0		0		1		0						0		0		0		0		1		0				0		0		1

				Patient reported outcome measures		200		27		526				9		0		12						200		9		27		0		526		12						0		0		27		0		526		12				0		27		538

				Secondary endpoint in studies on Progressive Neuro Muscular Diseases		2		5		5				0		0		0						2		0		5		0		5		0						0		0		5		0		5		0				0		5		5

				Risk and response score in diabetic patients with chronic kidney disease		10686		11		186				54		0		1						10686		54		11		0		186		1						21		0		11		0		186		1				21		11		187

				Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		97		2		60				38		0		0						97		38		2		0		60		0						5		1		2		0		60		0				6		2		60

				Acceptability testing for oral/buccal medicines in children <12		0		0		1				0		0		0						0		0		0		0		1		0						0		0		0		0		1		0				0		0		1



				Context of use 		Patents		CT		PubMed

				Biomaker

				DL algorithm to evaluate histological images		1		1		4

				Aid in detection of acute exocrine pancreas injury		0		0		2

				Model disease progression and aid clinical trials		0		0		1

				PASS based on secondary use of data		0		0		2

				PASDAS and MDA as primary outcome intruments in PA		11		19		22

				Study the transition from auto-antibody positivity to diagnosis of T1D		0		3		35

				Novel clinical endpoints for CT in iAMD patients		0		1		11

				Inform and support regulatory decision making		2		1		14

				NC related CoU		SUM		SUM		SUM

				Novel endpoints to asess the efficacy of therapy for AD		0		1		0

				Data source and infrastructure support for registry-based studies		5		8		110

				Support novel product development in Huntington's disease		0		0		0

				Assessment of vaso-occlusive crises reduction and morbidity  in SCD		0		2		29												Statistical methods

				Digital remote patient monitoring tool for PwMS		3		0		2												Biomarker to monitor disease activity related to axonal damage 		0		0		3

				Diagnostic biomarker to assess NAS and fibrosis stage		1		1		8												Self-reported questionnaire to assess anhedonia		0		5		11

				Improve the efficiency of phase 2 & 3 CT by using prognostic scores		0		0		3												Efficacy of treatment of fatigue, sleep quality and disturbances		0		0		1

				NFL as prognostic or pharmacodynamic/response biomarker in MS		3		0		4												Automated event adjucation - ML-based 		0		0		2

				CTS to introduce a non-data-driven therapeutic effect		0		0		3												AQPA endpoint for chronic heart failure		0		7		7

				STAR to assess treatment efficacy in pSS		0		2		1												Novel endpoints in iAMD clinical trials		5		4		7

				Assess change in symptoms and impacts over time in PwPAH		0		19		12												Investigating interventions to treat paediatric ulcerative colitis (UC)		0		1		1

				Biomarkers for stratifying DILI patients with higher degree of liver injury		0		1		10												Collecting data for SMA, evaluation of safety and efficacy		0		0		2

				Evaluate the safety and efficacy of priority novel agents in B-NHL		0		0		3459												Surrogat endpoint the five-year risk of death-censored allograft loss		0		0		1

				IMPs to improve preservation of β cell function in T1D		1		0		1												Predicts the ARF0 of the proximal femur of an individual in case of fall 		0		0		4

				Quantify CFTR activity in PwCF using rectal organoids		0		0		4												Human anti-IL1alpha monoclonal antibody for severe AD in adults		0		1		0

																						Validated tool to measure BCVA in future CTs		0		6		463

																						Monitoring of changes in the nervous system white matter 		0		0		336

																						​Replacement of therapeutic equivalence studies for the same active subst.		0		0		1

																						Patient reported outcome measures		0		27		538

																						Secondary endpoint in studies on Progressive Neuro Muscular Diseases		0		5		5

																						Risk and response score in diabetic patients with chronic kidney disease		21		11		187

																						Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		6		2		60

																						Acceptability testing for oral/buccal medicines in children <12		0		0		1
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CoU



				Context of Use		Proposed		Qualified		No.of cases		Total number of cases		%

				Length		Long description		Short		19		43		44.1860465116

				Conciseness		Broad 		More concise
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Comment:
    too broad text. rather shortening text		30		43		69.7674418605

				Specificity		Broad 		More specific
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Comment:
    change meaning content, not well defined ie change of claim - evidence did not match sought after claim and therefore modification of CoU necessary eg EP (primary to secondary)		27		43		62.7906976744

				Changes		Rarely accepted as the original proposition		Often changed after consideration of issues		38		43		88.3720930233

						Length		44.1860465116

						Specificity		69.7674418605												Conciseness		62.7906976744

						Conciseness		62.7906976744												Specificity		69.7674418605

						Need for change		88.3720930233												Need for change		88.3720930233

too broad text. rather shortening text



change meaning content, not well defined ie change of claim - evidence did not match sought after claim and therefore modification of CoU necessary eg EP (primary to secondary)





Context of use - major issues



Length	Specificity	Conciseness	Need for change	44.186046511627907	69.767441860465112	62.790697674418603	88.372093023255815	



Context of use - major issues



Length	44.186046511627907	Specificity	69.767441860465112	Conciseness	62.790697674418603	Need for change	88.372093023255815	





Context of use - major issues



Conciseness	Specificity	Need for change	62.790697674418603	69.767441860465112	88.372093023255815	







Planned timeframe

		Action		to finish by date

		complete the LoI categorization		10/2/23

		add LoS column (y/n) to the table		10/2/23

		update heat map with refined patent search results
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Comment:
    build a new one for comparison and then choose which to use for the WS		17/2/2023

		add another column to LoI categories with case frequency		24/2/2023

		CoU comparison before/after (visual?)		24/2/2023				3/3/2023 Falk not present?

		relevant patents and CT discussion		10/3/23

		LoI to present for the WS (visual?)		10/3/23

		first presentation draft for the WS		10/3/23

		QoNM meeting 1st session		15/3/2023

		presentation discussion after meeting		17/3/2023

		draft discussion		30/3/2023

		first slides draft submission		3/4/23

		QoNM rehearsal		6/4/23

		presentation final touch		7/4/23

		final slides submission		10/4/23

		QoNM meeting 1st session		12/4/23

		discussing the manuscript		15/4/2023

		WORKSHOP		17/4/2023

		WORKSHOP		18/4/2023

		WS feedback?		21/4/2023

build a new one for comparison and then choose which to use for the WS
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Examples:

Validation strategy:
• Anchoring to current (Gold) standard measure for intended application, 
or other, e.g., distribution based
• Including learn and confirm in separate datasets vs. cross-validation in 
pre-specified sections of one overall database

Target population:
• Inappropriate inclusion/exclusion criteria
• Poor representation of relevant subgroups (e.g., age, gender, ethnicity)
• Inadequate consideration of comorbidities or other relevant factors that 
may affect treatment outcomes

Context of use:
• Insufficient justification of the intended use and scope of the method
• Unclear definition or description of the target population or disease 
condition

Functional endpoints:
• Inappropriate or non-validated endpoints
• Lack of sensitivity or specificity in detecting treatment effects

Clinical trial application and conduct:
• Inadequate sample size or power calculation
• Incomplete reporting of adverse events
• Protocol deviations or non-compliance

List of issues

5



QoNM Advices and Opinions (n=43) into main categories:

Method and technology categories analysed 2021/2022
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Different types of biomarkers in each CoU category. The stacked 
bars show the number of procedures in the three CoU categories 
for each type. BM, biomarker; CoU, context of use.
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Patent search results – patents found not related to the novel technology and its context of use
Clinical search results – clinical trials – 1 relevant study – Recruiting status – in line with the approved context of use
Publication search results – multiple relevant scientific papers published  

Analysing the journey of innovation:

assumption

Context of use Patents CT PubMed
New Statistical Methodologies
PASS based on secondary use of data 0 0 2
Data source and infrastructure support for registry-based studies for HD 5 8 110
Self-reported questionnaire to assess anhedonia 0 5 11
Risk and response score in diabetic patients with chronic kidney disease 21 11 187
Validated tool to measure BCVA in future CTs 0 6 463
Collecting data for SMA, evaluation of safety and efficacy 0 0 2
Improve the efficiency of phase 2 & 3 CT by using prognostic scores 0 0 3
Investigating interventions to treat paediatric ulcerative colitis (UC) 0 1 1
Inform and support regulatory decision making - IMI 2 1 14
Assessment of vaso-occlusive crises reduction and morbidity  in SCD 0 2 29
Evaluate the safety and efficacy of priority novel agents in B-NHL 0 0 3459

28 34 4281

Patents Publications Clinical 
trials QoNM
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Analysing the journey of innovation:

assumption Patents Publications Clinical 
trials QoNM

Context of use Patents CT PubMed
New Clinical Outcome Assessments
Novel clinical endpoints for CT in iAMD patients 0 1 11
Novel endpoints in iAMD clinical trials 5 4 7
Novel endpoints to asess the efficacy of therapy for AD 0 1 0
PASDAS and MDA as primary outcome intruments in PA 11 19 22
AQPA endpoint for chronic heart failure 0 7 7
Secondary endpoint in studies on Progressive Neuro Muscular Diseases 0 5 5
Assess change in symptoms and impacts over time in PwPAH 0 19 12
Surrogat endpoint the five-year risk of death-censored allograft loss 1 0 1
Human anti-IL1alpha monoclonal antibody for severe AD in adults 0 1 0
​Replacement of therapeutic equivalence studies for the same active subst. 0 0 1
Acceptability testing for oral/buccal medicines in children <12 0 0 1
Model disease progression and aid clinical trials DMD 0 0 1
IMPs to improve preservation of β cell function in T1D 1 0 1
Study the transition from auto-antibody positivity to diagnosis of T1D 0 3 35
STAR to assess treatment efficacy in pSS 0 2 1

18 62 105

Patent search results – 1 relevant patent found 
Clinical search results – clinical trials – 1 relevant cohort study
Publication search results – 1 relevant scientific paper
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		(Do Not Modify) Case		(Do Not Modify) Row Checksum		(Do Not Modify) Modified On		Case Subject		QO / QA		Opinion date		Context of use - proposed		Context of use - qualified		Context of use -short 		List of issues		Clinical Trials 		Publications 
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    PubMed		Patents
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Comment:
    Espacenet		Column1

								Case Subject		QO / QA		Opinion date		Context of use - proposed		Context of use - qualified				List of issues		Clinical Trials		Publications		Patents		Letter of Support

		37335a82-4615-eb11-a812-000d3a3a19dc		I9bQOr2T0Tuz1V1iePXdg4q8lOFBkJ5CafTNroQyOzl0h/ZXcm/5Vj5XhrpBQGTTHT3ZeRxCQMTe2OIP9vmyfw==		5/28/21 14:52		Statistical adjustment on deep learning prognosis covariates obtained from histological slides		Opinion		5/20/21		We intend for our prognostic covariates obtained from deep learning on histological slides to be used as adjustments of efficacy analysis in randomized trials for mesothelioma and HCC following surgical resection. Deep learning applied on histological slides is an innovative source of prognostic signal for mesothelioma and HCC following surgical resection. This submission aims at clarifying the existing guideline on covariate adjustment (EMA/CHMP/295050/2013) in this new context and specifying the conditions under which adjustment on a deep learning covariate should be allowed. 		A deep learning algorithm to evaluate histological images and predict prognosis for two distinct conditions. The image information represented in a single index is proposed to be used as a covariate for adjustment in statistical models for analysis of efficacy.		DL algorithm to evaluate histological images		•	Context of use
•	General strategy
•	Model development and performance
•	Model validation
•	Training and confirmation datasets
•	Definition of training and validation datasets for AI/ML methods
•	External validity
•	Model development and performance
•	Model validation
•	Simulation studies		Keywords:
 deep learning, histological images, predict prognosis, Hepatocellular Carcinoma
Hits BEFORE the qualification date:
0
Hits AFTER the qualification date: 1
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Comment:
    mesothelioma - no hits		Keywords:  deep learning, histological images, predict prognosis, Hepatocellular Carcinoma

Hits BEFORE the qualification date:
4
Hits AFTER the qualification date: 1		Keywords:  deep learning, histological images, predict prognosis, Hepatocellular Carcinoma

Hits BEFORE the qualification date: 213/0

Hits AFTER the qualification date: 21/1		No

		6abd2fad-132b-eb11-a816-000d3a3a1be9		5ignUgkPFhXRwMiQ3wJ29xcVnyLcFtaBC31gEJOMr++0VeOPnkFy56Sr7D0SP1M/0YdEWlVIUlhIIxCsEcM07Q==		2/26/21 11:31		Biomarkers of drug-induced pancreas injury (DIPI)		Advice		2/25/21		A safety biomarker, or biomarker panel, to aid in the detection of acute exocrine pancreas injury in phase I trials where there is an a priori concern that a novel drug may induce pancreas injury (DIPI) in humans. 		Biomarkers of drug-induced pancreas injury (DIPI) is intended to aid in the detection of acute exocrine pancreas injury in phase I trials where there is an a priori concern that a novel drug may induce pancreas injury (DIPI) in humans.		Aid in detection of acute exocrine pancreas injury		No discussion meeting -> no LoI		Keywords: 
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 2

Hits AFTER the qualification date: 0		Keywords:
Biomarkers, drug-induced pancreas injury, acute exocrine pancreas injury
Hits BEFORE the qualification date: 169/0

Hits AFTER the qualification date: 46/0		No

		d0830a65-6336-eb11-a813-000d3a3a1b5d		rs3HvHw57UyedEsCqAz2HacpajkFr3nmAv7HsCJRiemFpruKuz0MczHw2AiuKwUMbd9wURuyXEgwBUzvkLXQfQ==		12/17/22 8:39		Model-based CTSP for Duchenne Muscular Dystrophy		Advice		10/13/22		A disease progression model-based CTS platform designed to optimize clinical trial enrichment and design of studies to investigate efficacy of potential therapies for DMD. Measurements of DMD disease progression will be based on changes in  a  series  of  endpoints:  NorthStar  Ambulatory  Assessment  (NSAA),  Velocity  ofcompletion  of  supineto stand  test(Vstand), Velocity of completion of 4-stair climb test(Vclimb), Velocity of completion of 10-meter walk/run test or 30-foot walk/run test(Vwalk/run)andforced vital capacity (FVC). Univariate models weredeveloped to understand the effects of known covariates (e.g., race, mutation type) on the progression of each proposed endpoint with age. Each univariate  model  may,  on  its  own,  be  used  to  inform  clinical  trial  design  optimization  decisions  for  each respective endpoint.This  tool  is  intended  to  simulate  only  the  disease  progression  component  of aclinical  trial  and  does  not capture the subject dropout element.		Model-based CTSP for Duchenne Muscular Dystrophy attempts to model disease progression with the aim to aid clinical trial design in Duchenne Muscular Dystrophy.  		Model disease progression and aid clinical trials		•	Context of use
•	Size and duration of the study
•	Model development and performance
•	Functional endpoints
•	Data capturing and quality management
•	Simulation studies		Keywords:
Model-based CTS platform, Duchenne Muscular Dystrophy
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		d7b6e9dd-624e-eb11-bb23-000d3a3a106a		BLU3/7xKRSN8HlZZXrXV/rZMB1Q4rBlGBYLa2pHUhsqPIXtygB3slb8giJjnZjuZ8QZMjc1mgUjpanTDRKYIOA==		10/24/22 14:14		Big MS Data Network (BMSD) and incorporated multiple sclerosis (MS)		Opinion		5/20/21		An application for EMA qualification opinion of the Big MS Data group as well as the participating individual six MS registries (the national registries from Czech Republic, Denmark, France, Italy, Sweden and the international MSBase) for post authorisation safety studies (PASS). The included MS registries are all very well developed and contain high quality data which provides a good basis for PASS. The aim of this application to EMA is to provide a data quality and quantity standard in order for pharmaceutical companies as well as regulatory bodies to feel confident in results of PASS. We would also like to provide a core data protocol, a core data set and quality indicator standards that will offer a level of expectations for other MS registries interested in joining the BMSD group.		Performing registry-based post authorisation safety studies (PASS) based on secondary use of data		PASS based on secondary use of data		•	Context of use
•	Fit for purpose
•	Data capturing and quality management
•	Need for prospective data/acceptability of retrospective analyses
•	Data protection
•	Core data elements
•	Target population
•	Safety endpoints
•	Size and duration of the study		Keywords:
registry-based post authorisation safety studies, multiple sclerosis
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		3971328d-b252-eb11-bb23-000d3a3a1be9		52fQ0j8LLskwsPpKtRbeWg2BhHDHUY5MQT+1KPpChHnkqg3gEDiZOiMA4QD6lZpSGSg9Mn8EPQ+hcI6sJ1IT1w==		3/9/22 18:27		Psoriatic Arthritis Disease Activity Score (PASDAS); Minimal Disease Activity Score (MDA)		Advice		11/11/21		The state of PsA disease activity in adult patients can be defined by the MDA criteria and is intended to be used in interventional or observational studies. 
Proposed use in clinical studies: 
•	Phase III/IV trials (showing significant clinical benefit) rather than phase II trials (looking for initial signal of efficacy).
•	Novel PsA therapeutic strategies could benefit from utilising the MDA measure as primary outcome for the evaluation of their efficacy, particularly in comparison with treatments currently in use.
•	MDA would be beneficial in post-marketing studies investigating real-world effectiveness of therapy in wider populations as well as in longitudinal observational studies including registries. MDA could also be used in strategy trials either as a treatment target guiding drug escalation or as a primary endpoint.		The PASDAS and MDA are intended for use as the primary outcome instruments for clinical trials in psoriatic arthritis. 		PASDAS and MDA as primary outcome intruments in PA		•	Functional endpoints
•	Content validity
•	General strategy
•	Core data elements
•	External validity
•	Target population
•	Face validity
•	Content validity
•	Ability to detect change		Keywords:
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Hits AFTER the qualification date: 2		Keywords:
PASDAS, MDA, psoriatic arthritis
Hits BEFORE the qualification date: 18

Hits AFTER the qualification date: 4		Keywords:
PASDAS, MDA, psoriatic arthritis
Hits BEFORE the qualification date: 8/4

Hits AFTER the qualification date: 10/7		Yes

		f217d190-c667-eb11-b0b1-000d3a3a1fe2		mRvzd93VXPjDKdezS79Bi1vMVFyl0GlrVKq+sC4XD5X0dLmbBGu/aYHGGb0Xr3qPFMPE4WRjt6bT4dfb0+RxDg==		11/19/21 16:11		INNODIA Trial Master Protocol in Type 1 Diabetes Prevention		Advice		5/20/21		An INNODIA master protocol for the evaluation of investigational medicinal products in family members of those with Type 1 diabetes deemed to be at high risk because of circulating diabetes related auto antibodies with the aim of delaying or preventing progression to clinical Type 1 diabetes. In the context of Phase 2 studies exploring the use of single or combinations of IMPs designed to prevent or reverse the decline in beta cell function and delay the onset of clinical diabetes in subjects deemed to at high risk (UFM or screened populations found to have one or more autoantibodies linked to the development of Type 1 diabetes) we have developed a master protocol based on the ‘Backbone’ of the INNODIA natural history study. 		INNODIA provides an opportunity to study the transition from auto-antibody positivity to diagnosis of T1D. 		Study the transition from auto-antibody positivity to diagnosis of T1D		•	Target population
•	Ability to detect change
•	Functional endpoints
•	Modelling approach
•	External validity
•	Clinical trial application and conduct		Keywords:
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		a6cb26f5-c17d-eb11-a812-0022487f8830		hZ0OR0eK4tUspT+NHe3LKCGVoFtZCoJQXkFVewz/UsyZVJf6ZPx/JYwW2THOKjPC6tWDg2yZP0isaB09ewjsaQ==		3/1/22 11:08		Intermediate Age-Related Macular Degeneration (AMD) biomarker and novel clinical endpoint development		Advice		11/11/21		The aim is to develop novel clinical endpoints for Clinical Trials in patients with intermediate AMD. It also aims to characterise visual impairment in iAMD and its progression, as well as to identify risk factors for progression to late-stage AMD.		The main objective of the MACUSTAR project is to develop novel clinical endpoints for clinical trials with a regulatory and patient access intention in patients with iAMD. This is to be done by examining measurement properties, and correlations between functional endpoints, structural endpoints and patient-reported health in iAMD, through a cross-sectional and longitudinal study.                                               		Novel clinical endpoints for CT in iAMD patients		•	Validation strategy 
•	Functional endpoints
•	Target population
•	External validity		Keywords:
MACUSTAR, intermediate age-related macular degeneration
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		0c8765b1-c97d-eb11-a812-0022487f853c		WMpWIp2PpSHFtRiNpIYYKugotVZHOhLIGv0rnhUD8Jz15/PfacqD1pQFpADwL8O7X5yRlH2L3gk/Ir8QTRXJIA==		5/4/22 17:33		IMI PREFER: Patient preferences elicitation				4/22/22		The proposed framework provides a structure that can be used to specify research questions and can inform patient preference study design, conduct, analysis and reporting when proposing undertaking patient preference studies that may inform decision-making by industry, regulators, HTA bodies and payers.		
1. Inform on key considerations when designing, conducting and applying the results of a fit-for-purpose patient preference study (PPS); 

2. Support regulatory decision-making when assessing and using preference study results; 

3. Support the discussion between industry and regulators about preference studies. 		To inform and support regulatory decision making		•	Context of use
•	Model development and performance
•	Target population		Keywords:
PREFER, patient preference study (PPS)
Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 0		Keywords:
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		50546568-437f-eb11-a812-000d3abd3cdf		MOmHcWYgiiCh+XsYuUdjrvlU+CoWD/j3oRLdG9ttTGAWjOJTbMc4QBmdYIw+MAjP/cbtmy52AhnUsB8KlPJBbA==		9/27/21 12:48		Digital measures of night-time scratch and sleep in Atopic Dermatitis		Opinion		9/16/21		The intended use of this novel methodology is to utilize wearable technology/accelerometry in conjunction with algorithm assessments to quantitatively measure night-time scratch and sleep quantity in patients. These digital outcome assessments will provide quantitative measure of night-time scratch and sleep not only acutely, but also longitudinally while the patients are in their home environment, thereby providing further understanding of the innate variability of symptoms/conditions/diseases. Moreover, when these digital endpoints are monitored in conjunction with pharmacotherapies, it may improve overall treatment of the condition, as well as increase our understanding of these key symptoms and the impact of the pharmacotherapy.		Digital measures of night-time scratch and sleep in Atopic Dermatitis are intended to be used as novel endpoints (either primary or secondary) to assess the efficacy of therapeutic interventions for atopic dermatitis and in all stages of clinical development. 		Novel endpoints to asess the efficacy of therapy for AD		•	Content validity
•	Validation strategy
•	Ability to detect change
•	Model development and performance
•	Target population
•	Context of use		Keywords:
Digital measures, night-time scratch and sleep, Atopic Dermatitis 
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		6add1b29-cb7f-eb11-a812-000d3abd3335		88ZhESVpDOw/3PTpFZpSr4/GYv9FLByk77SamuBHs/Ky/djflo0946o4kw2MHPew1BBv3HbTTdE1VHIvdNd1jA==		10/24/22 14:12		Enroll-HD: Registry for Huntington's Disease		Opinion		7/21/22		To use Enroll-HD as a data source and infrastructure support for registry-based studies (drug utilisation studies, drug efficacy/effectiveness studies, or drug safety evaluation studies).		To use Enroll-HD as a data source and infrastructure support for registry-based studies (drug utilisation studies, drug efficacy/effectiveness studies, or drug safety evaluation studies). 		Data source and infrastructure support for registry-based studies		•	General strategy
•	Context of use
•	Target population
•	Representativness
•	Core data and time elements
•	Data capturing and quality management		Keywords:
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		fdc094b9-1080-eb11-a812-000d3abd325d		j3syBYAAJs3GXoA4+KOQpdSl5EVmth9jPZDedD+wvOJNf5+5l66kg1f8tYHWXvoPICamt+9JirTEvODKoC4IQg==		8/9/21 15:23		Tominersen		Advice		7/22/21		The Context of use of the DSTT is assessment of fine motor impairment to detect treatment effect in HD clinical trials with manifest HD patients. 		Outcome measures from the Roche HD Monitoring Application, as illustrated by the example of the digital speeded tapping test (DSTT) are intended to support development of novel products to be used in the treatment of Huntington’s disease, such as tominersen from Roche.		Support novel product development in Huntington's disease		No discussion meeting -> no LoI		Keywords:
DSST, Huntington disease, roche
Hits BEFORE the qualification date:
0
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		06e36b09-5480-eb11-a812-000d3abd3f94		f/Nu3eQUuQi6sdTNhOXUd2Cxaana+e3bDxE4r+VP3Rq5XqigyZJ0T8tMQIqver8VrtU2oMO3Bgb26qTEMbRjNQ==		9/27/21 10:20		Sickle cell disease electronic patient-reported outcome (SCD ePRO)		Advice		9/16/21		SCD ePRO (or ePRO) is an electronic daily diary designed for patients (adolescents and adults) with SCD to comprehensively self-report their experience of vaso-occlusive crisis (VOC), the most common clinical manifestation of SCD.		Sickle cell disease electronic patient-reported outcome (SCD ePRO) is intended for the assessment of reduction in the frequency of vaso-occlusive crises and associated morbidity in sickle cell disease.		Assessment of vaso-occlusive crises reduction and morbidity  in SCD		•	Functional endpoints
•	Validation strategy
•	Representativness
•	Data capturing and quality management		Keywords:
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		d3cf9cf2-6393-eb11-b1ac-000d3a243819		XYSn1wYAhH0Qc1m7QqlbYvk8kqv4G4xWmBw6hBdEXx/gOaM5FqAo3vpEcoD3tjB/7F1sx2134zEqgcGgQJoRYA==		12/20/21 18:17		Digital biomarkers for assessing disease domains of Patients with Multiple Sclerosis (PwMS)		Advice		12/16/21		We propose to first explore the utility of these biomarkers for monitoring PwMS in clinical trials, then to evaluate their prognostic utility, and ultimately, their performance as pharmacodynamic/response biomarkers and endpoints in clinical trials. 		Digital biomarkers for assessing disease domains of Patients with Multiple Sclerosis (PwMS) is intended as a digital remote patient monitoring tool in clinical trials for persons with multiple sclerosis.		Digital remote patient monitoring tool for PwMS		•	General strategy
•	Validation strategy
•	Size and duration of the study
•	Target population		Keywords:
Digital biomarkers, Multiple Sclerosis, digital remote patient monitoring
Hits BEFORE the qualification date: 0
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		abf15b85-fb96-eb11-b1ac-000d3a479fd8		MHlQ/casrpYSFe/Z0QoBzxrahpgG1a4I5rcyveWEALdbnEYWxCoffQ+mkAMBWgn9d5IvVP0RFpm8QXYnIfZIJQ==		12/10/21 13:13		Machine-Learning based Model for NAFLD Activity Score (NAS) and Fibrosis Scores as an enrollment and Histologic-based Diagnostic Biomarker In Drug Development for NASH Clinical Trials		Advice		10/14/21		A diagnostic biomarker to assess disease activity score components (i.e., steatosis, ballooning, inflammation) and fibrosis stage in liver biopsies as part of evaluation for enrollment and at follow-up time points in NASH clinical trials. 		Machine-Learning based Model for NAFLD Activity Score (NAS) and Fibrosis Scores is intended as a diagnostic biomarker to assess the Nonalcoholic Fatty Liver disease activity score (NAS) components and fibrosis stage in liver biopsies as part of evaluation for enrolment and at follow-up time points in non-alcoholic steatohepatitis (NASH) clinical trials.		Diagnostic biomarker to assess NAS and fibrosis stage		•	Model development and performance
•	Validation strategy
•	Representativness
•	Functional endpoints
•	Context of use		Keywords:
Machine-Learning, NAFLD Activity Score, Fibrosis Score, Nonalcoholic Fatty Liver disease, non-alcoholic steatohepatitis 
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		aabf19a3-1a97-eb11-b1ac-000d3a45f760		EQ00c6bdBQTn90BVjULS2NX+exd/hq2EOXKTcMx94Xs/hqKZ+In98o6Px3YcIzl9mMOdr/zt48FYQgr2Z/PKkA==		9/22/22 8:44		Prognostic Covariate Adjustment (PROCOVA™)		Opinion		9/15/22		The objective is to seek CHMP qualification for the proposed statistical methodology intended to improve the efficiency of Phase 2 and 3 clinical trials, by using trial subjects’ predicted outcomes on placebo (prognostic scores) in linear covariate adjustment; such prognostic scores can be generated using a predictive model trained on historical data. Our approach is efficient in the sense that it uses historical data to reduce variance of the treatment response estimates (and thus reduce the minimum sample size required to achieve the desired level of confidence) better than other available approaches.		Prognostic Covariate Adjustment (PROCOVA™) is a statistical methodology intended to improve the efficiency of Phase 2 and 3 clinical trials, by using trial subjects’ predicted outcomes on placebo (prognostic scores) in linear covariate adjustment. 		Improve the efficiency of phase 2 & 3 CT by using prognostic scores		•	Statistical methodology
•	Size of the study
•	Model validation		Keywords:
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		f8bdef1f-8f9c-eb11-b1ac-000d3a2b9811		+Hw4lYICmPvsFSY95vvG9vAfZrTK+vOOLuSXgBaCNcJtRZd0woBBe8uArqogqZ0n+mG8FNZWWo5FP/XszWO9EQ==		8/9/21 8:12		Serum or plasma Neurofilament light chain (NFL) in progressive multiple sclerosis trial		Advice		7/22/21		• NfL is a pharmacodynamic/treatment response biomarker and can be used as an endpoint/outcome in clinical trials in progressive MS
• NfL is a prognostic biomarker that can predict disease progression, to be used for selection of progressive MS patients into trials		Serum or plasma Neurofilament light chain (NFL) in progressive multiple sclerosis trial is intended for the further development and use of serum or plasma concentrations of neurofilament light chain (NfL) as a prognostic or pharmacodynamic/response biomarker in progressive MS clinical trials.		NFL as prognostic or pharmacodynamic/response biomarker in MS		No discussion meeting -> no LoI		Keywords:
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		5e7dba5b-34b1-eb11-8236-000d3abfdf30		iQ3P2S+DwOL7unNuCjs8XpzFg5AXlwV8j2G9A71iyr6a1OvBZsF8pP+i+3ZzUxMcU4UR6p3yM90Zzvn31v5TWw==		11/29/22 18:03		A Model-based Clinical Trial Simulation Platform to Optimize Design of Efficacy Evaluation Studies in Parkinson’s Disease		Opinion		6/23/22		Perform clinical trial simulations to help inform trial design, including inclusion/exclusion criteria, enrichment, and stratification approaches.		Perform clinical trial simulations to help inform trial design, including inclusion/exclusion criteria, enrichment, and stratification approaches, for trials intended to evaluate the efficacy of symptomatic and disease-modifying therapeutic candidates. In the absence of regulatory-approved disease-modifying therapeutics, the CTS platform incorporates functionality for sponsors to introduce a non-data-driven therapeutic effect that modifies the rate parameter for both parts II or III of the MDS-UPDRS.		CTS to introduce a non-data-driven therapeutic effect		•	Core data elements
•	Data capturing
•	Clinical trial simulation
•	Content validity
•	Context of use
•	Model development and performance		Keywords:
clinical trial simulations,  MDS-UPDRS
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 0		Keywords:
clinical trial simulations,  MDS-UPDRS
Hits BEFORE the qualification date:
3
Hits AFTER the qualification date: 0		Keywords:
clinical trial simulations,  MDS-UPDRS
Hits BEFORE the qualification date: 8/0

Hits AFTER the qualification date: 0/0		No

		2138f3d7-0ac5-eb11-bacc-002248801671		uhp4CFb1rYQlbub1mwm28pjzYC/oah0PKF1qOagH+BIClYR1tOb/F2/FZRVLj4LEOnECbEdyKuOdaf3aJvVdlg==		12/7/21 10:27		Sjögren’s Tool for Assessing Response (STAR)		Advice		11/11/21		STAR is intended to be used as primary, co-primary or secondary endpoint to assess efficacy in clinical trials at various stages of drug development (Phase 1 through 3) in primary Sjögren's syndrome. 		Sjögren’s Tool for Assessing Response (STAR) is intended to assess treatment efficacy based on improvement of disease activity in clinical trials of drugs for primary Sjögren’s syndrome (pSS).  		STAR to assess treatment efficacy in pSS		•	Context of use
•	Functional endpoints 
•	Content validity
•	Validation strategy		Keywords:
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Hits BEFORE the qualification date: 1

Hits AFTER the qualification date: 1		Keywords:
Sjögren’s Tool for Assessing Response, STAR, Sjögren’s syndrome, pSS
Hits BEFORE the qualification date: 0

Hits AFTER the qualification date: 1		Keywords:
Sjögren’s Tool for Assessing Response, STAR, primary Sjögren’s syndrome, pSS
Hits BEFORE the qualification date: 7/0

Hits AFTER the qualification date: 2/0		Yes

		dc234c4f-13c5-eb11-bacc-000d3abd8aa0		FBttB5nTjjKfHijmBiRV0TDbC9Mm4uispNz6AFA02Po6RgIZfSkOwslaNFUk1mxS/CmAthVulEVifJIFQZSWXA==		6/29/22 15:21		PAH SYMPACT®		Advice		6/23/22		Pulmonary Arterial Hypertension—Symptoms and Impact (PAH-SYMPACT®) instrument - a disease specific PRO to be used in patients with pulmonary arterial hypertension (PAH) and chronic thromboembolic pulmonary hypertension (CTEPH). The validation exercise has been finalised for the use of the PAH-SYMPACT in patients with PAH. 		PAH SYMPACT® is an instrument use to assess change in symptoms and impacts over time in patients with pulmonary arterial hypertension. 		assess change in symptoms and impacts over time in PwPAH		• Clinical relevance
• Ability to detect change
• Validation strategy
• Target population
•Model development and performance		Keywords:
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		a621260c-91e8-eb11-bacb-000d3a444856		Q8Y7jdwFSW2bw1fI2sBXee2ZCThZmruBLIIgk/JQoJ8sYdgVbIGOy7O1XMMys97eJP5/W81r6e9uYsUeEnyw7w==		2/25/22 10:39		Biomarkers of drug-induced liver injury (DILI)		Advice		2/24/22		A single biomarker or a composite panel of biomarkers that aids in identifying clinical trial subjects with potential acute liver injury caused by drugs, in whom dose reduction or dose interruption is warranted. Identification of potential acute liver injury is based on elevations of alanine transaminase (ALT), aspartate transaminase (AST) or alkaline phosphatase (ALP).		Biomarkers of drug-induced liver injury (DILI) are investigated to stratify DILI patients with a higher degree of liver injury from those with less pronounced liver injury.		Biomarkers for stratifying DILI patients with higher degree of liver injury		•	Contradictory data
•	Context of use
•	Validation strategy
•	General strategy
•	External validity		Keywords:
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		fe054c2d-69e9-eb11-bacb-000d3a48104d		K5E7hiSIthuJxHXlWwV6AQQCaUHrHzVQx1dk20Gg1sd7vGCg/ugyNhy1BYfNwZvGEyg/HidwnFuL1PodOWAiEA==		4/7/22 15:31		Glo-BNHL platform trial		Advice		11/11/21		We are seeking advice for this international platform study in a rare population to ensure it meets its aim to rapidly evaluate multiple prioritised novel agents for the treatment of paediatric relapsed/refractory B-NHL, generating data that can be used to support marketing authorisation applications for paediatric specific labels. We specifically seek advice on the use of Bayesian methodology in this rare population.		Glo-BNHL is a prospective early phase international academic-led multicentre clinical platform trial designed to evaluate the safety and efficacy of priority novel agents combined with existing therapies for the treatment of children, adolescents and young adults with relapsed or refractory B-cell Non-Hodgkin Lymphoma (B-NHL).		Evaluate the safety and efficacy of priority novel agents in B-NHL		•	General strategy
•	Statistical methodology
•	Clinical trial application and conduct		Keywords:
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		6c8fe362-ccea-eb11-bacb-000d3a481b35		zgug+YVMEkRPPBRVQq0XpdUN9MeSOYHLB0sWPP2fwIWZ5AkHcnGIcXhrsI5HdtXEWAMHobriqeWi1EVO1ZpY4g==		12/22/21 14:14		Platform trial -  β cell function preservation		Advice		12/16/21		A platform trial to determine the safety and efficacy of a series of immunotherapeutic IMPs to improve preservation of β cell function when administered in combination with an agent designed to improve β cell function without an immunosuppression function in newly diagnosed patients with Type 1 Diabetes (T1D).		Platform trial - β cell function preservation is a master protocol for a platform trial to determine the safety and efficacy of a series of immunotherapeutic IMPs to improve preservation of β cell function when administered in combination with an agent designed to improve β cell function without immunosuppression in newly diagnosed people with Type 1 Diabetes.	 		 IMPs to improve preservation of β cell function in T1D		•	Clinical trial application and conduct
•	Target population
•	Functional endpoints
•	Ability to detect change		Keywords:
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		a586046d-a809-ec11-b6e6-0022488242ed		iQWhjvYTDHv9ZUnMACQjpEYpcWonUXJ3QQeoKcEhKdcdOxqB5CXFN4wht02u3CKQdkVNgHtfL+cfkXoz9uRK9Q==		11/30/22 8:43		Forskolin-Induced Swelling (FIS) Assay		Advice		12/15/22		The intended use is application of the FIS assay as a biomarker for CFTR-function in three specific contexts of use (CoU):
1) The FIS assay is a CFTR-dependent, reproducible valid biomarker for CFTR function in patients with Cystic Fibrosis (pwCF);
2) the FIS assay is a biomarker of CFTR function that reflects disease severity and risk of disease progression in pwCF;
3) the FIS assay is a biomarker of CFTR function that correlates with clinical drug response in pwCF		The FIS Assay is used to quantify Cystic Fibrosis Transmembrane Conductance Regulator (CFTR) protein activity in individual patients with Cystic Fibrosis using rectal organoids.		Quantify CFTR activity in PwCF using rectal organoids		• Issues on Toxico-Pharmacological development
• Issues on Clinical development		Keywords:
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		2cc55562-020b-ec11-b6e6-002248824cf5		bVgZ+mH7WJaJSl1gzBXTnW/UV8hiXR6e5iYmXqVIlRhdq74PCTWrMmpY72cgzHO6JNU4Eos2TJzAnfRAnCLY9Q==		11/29/22 17:58		Neurofilament light in childhood Neurological diseases		Advice		9/15/22		The use of neurofilament light chain (NfL) protein as a biomarker of axonal damage to monitor disease activity and to assess treatment responses in pediatric neurological diseases.		Neurofilament light protein in childhood Neurological diseases is intended as a biomarker to monitor disease activity that is possibly related to axonal damage and to assess treatment responses in paediatric neurological diseases (<20 years old).		Biomarker to monitor disease activity related to axonal damage 		• Clinical trial application and conduct
• Functional endpoints
• Context of use		Keywords:
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		1496847a-3f1d-ec11-b6e6-6045bd8dea50		J7qWsSYBsO9kqUqp3obZCmPlVH5Jf1e1md3S7NEDAfz1P3czuSP9RmeNYxrlyLi7M2D8ftOzDNteRBdEVdLQIA==		7/1/22 6:50		Dimensional Anhedonia Rating Scale (DARS)		Advice		6/23/22		Use of the DARS to measure anhedonia in registration studies for evaluating treatment benefit of aticaprant in participants with MDD with anhedonia,
Change from baseline in the DARS total score as an acceptable key secondary endpoint to evaluate treatment benefit,
The qualitative research providing evidence of the content validity for the DARS,
The planned psychometric analyses to document the measurement properties of the DARS,
The proposal to estimate within-person meaningful change threshold and sensitivity to change on the DARS.		Dimensional Anhedonia Rating Scale (DARS) is a self-reported questionnaire developed to assess anhedonia as a multifaceted construct. 		Self-reported questionnaire to assess anhedonia		•	Clinical trial application and conduct
•	Content validity
•	Target population
•	Representativeness
•	Size and duration of the study		Keywords:
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		994c3c53-a41f-ec11-b6e6-6045bd8a15fc		3FCkPZzrXn6CYW0krvpDJqBjNqQq/+PdMzIyCxRudkFnB89K0mJ+wUZNV/LszqXWCTDgBPySVn7gSOilff6EQA==		3/28/22 12:24		Digital measures to assess fatigue, sleep and activities in daily living in neurodegenerative disorders (NDD) and immune-mediated inflammatory diseases (IMID)		Advice		3/24/22		The IDEA-FAST project aims to identify and evaluate digital measures of fatigue and sleep in a number of neurodegenerative disorders (NDD) and immune-mediated inflammatory diseases (IMID). The ultimate goal of the project is to use the proposed digital biomarkers (as secondary or exploratory endpoints in clinical trials) to measure efficacy of treatment of fatigue, sleep quality and impact of sleep disturbances in patients with an NDD or IMID. 		The goal for this project is to use the proposed digital biomarkers as secondary or exploratory endpoints in clinical trials to measure efficacy of treatment of fatigue, sleep quality and impact of sleep disturbances -in particular “daytime sleepiness” in patients with the above-mentioned conditions in whom these symptoms require treatment.		Efficacy of treatment of fatigue, sleep quality and disturbances		•	Clinical trial application and conduct
•	Context of use
•	General strategy
•	Construct validity
•	Representativeness
•	Size and duration of study
•	Target population		Keywords:
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		272c62a2-8332-ec11-b6e6-000d3aae4fa1		tgYXUg67yO2sUBdi9koF/E1I4rDIIkvwn45gstnx3hkev/NRbVzW2mi6NEeXnCKjEYF4iqw3k6VTdW0n8J4jIg==		5/30/22 7:05		Artificial Intelligence for adjudication of clinical events (AIDA)		Advice		5/19/22		Machine learning (ML) based auto-adjudication, based on structured and unstructured information made available in the context of clinical trials, with the aim to be integrated in clinical trials as a tool for adjudication of primary endpoint events (AIDA).		Artificial Intelligence for adjudication of clinical events is intended for automated event adjudication. The advice pertained to the validation process of a machine learning (ML)-based model for clinical event auto-adjudication. 		Automated event adjucation - ML-based 		•	Context of use
•	General strategy
•	Validation strategy
•	Model development and performance
•	Data capturing and quality management
•	Representativeness
•	Functional endpoints		Keywords:
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		7599e067-bd3b-ec11-b6e5-000d3abb6d43		M0k9RxQLVhjC8Inc+gatNtvWxQRg5m0ROPqEhsQoC4VCHMzg8XbQskuV9Mu4gFZpDLvi8tlHmLbEeVYTtlCPYQ==		5/16/22 14:40		Actigraphy-quantified physical activity (AQPA) endpoint for chronic heart failure		Advice		4/22/22		The Applicant is developing actigraphy-quantified physical activity (AQPA) endpoints for chronic heart failure (CHF). They plan to validate digital health technology using an accelerometery based wearable device (ActiGraph device) to quantify physical activity in CHF patients.  		Actigraphy-quantified physical activity (AQPA) endpoint for chronic heart failure is a accelerometery-based digital health technology intended for the collection of physical activity data in patients with chronic heart failure. 		AQPA endpoint for chronic heart failure		•	Target population
•	Validation strategy
•	Functional endpoints
•	Clinical trial application and conduct		Keywords:
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		f6d3acd0-db3c-ec11-b6e5-000d3abb6442		ptbSBhhN2XmfZEnlvmzGE/q8ksV4vNN+Jz24BNUesi/MYVCBzu9X1uPBqawPlXv/Vn3G2cO+ejFI+CZkaWYTUQ==		6/9/22 14:18		Novel endpoints for use in intermediate age-related macular degeneration (iAMD) clinical trials		Advice		5/19/22		Novel anatomical primary (and/or secondary) endpoints for use in registrational studies in patients with intermediate age-related macular degeneration (iAMD). Specifically, acceptability of the following structural changes: nascent geographic atrophy (nGA), incomplete retinal pigment epithelium and outer retinal atrophy (iRORA), complete retinal pigment epithelium and outer retinal atrophy (cRORA), or minimally detectable geographic atrophy (GA).  		Novel endpoints for use in intermediate age-related macular degeneration (iAMD) clinical trials pursuant to Article 57(1)(n) of Regulation (EC) 726/2004 of the European Parliament and of the Council.		Novel endpoints in iAMD clinical trials		•	Target population
•	Validation strategy
•	Functional endpoints
•	Clinical trial application and conduct		Keywords:
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		dc10706d-3848-ec11-8c62-6045bd8a4f83		cvW5r1tAIV/lc/p7mIo1PjcJm+xAhv29j6W/S5TfwOHHelRU0/ov5dXJVz5/DvLeM+bNeWUE++fdp/4BE/WH3Q==		9/28/22 9:22		TUMMY-UC - Patient-Reported Outcome for Pediatric ulcerative colitis (UC)		Opinion		6/23/22		TUMMY UC (PRO & ObsRO) indices are patient and observer reported outcome instruments, under development for the assessment of paediatric patients with Ulcerative Colitis with the intent to be used in clinical studies in order to directly capture symptoms.		TUMMY-UC - Patient- and Observer-Reported Outcome is intended for use in clinical trials investigating interventions to treat paediatric ulcerative colitis (UC). 		Investigating interventions to treat paediatric ulcerative colitis (UC)		
•	Validation strategy
•	Clinical trial application and conduct
•	Size and duration of study
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		8a0ec49a-4d54-ec11-8c62-6045bd8c1c67		sCvr03Cz/E7hibxJNRhTinCorlEQjc66BDslZaXo7UsG0imPrGaeDAbFk/mBb1lR5lNps9zbKE6BI2PNiuhzNA==		12/12/22 15:19		SMA Core dataset and Global Registries Platform		Advice		9/15/22		The Applicant sought advice for SMA Core dataset and Global Registries Platform in relation to the methodology used to create a clinically relevant SMA Core Dataset, the mechanisms proposed to collect real-world data relevant to SMA, the current and intended use of the Central Data Warehouse for storage of data from a network of national registries and the use of the collected data for evidence generation to support academic and industry research and regulatory decision-making.	 		​​Multiple: collecting data for SMA to inform on: Disease progression in treated and untreated patients; Long term evaluation of safety and efficacy for existing or new treatments; Clinical trial design and outcome measure selection; Improvements standards of care and; to support of pre- and post-authorisation regulatory decisions. ​ 		Collecting data for SMA, evaluation of safety and efficacy		
•	Context of use
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		f5fe94f8-6454-ec11-8c62-6045bd8c10ad		BeBN6J5p04QcnE2CTH82uZF4kiV1sqaX0yUOdKblW0KB/vxyPYME+0TLLveBpK9HDFmk6otnoQsVrwtD5U+ulg==		12/8/22 9:20		iBox Scoring System (Composite Biomarker Panel)		Opinion		9/15/22		The iBox Scoring System (Composite Biomarker Panel) used at one-year post-transplant as a surrogate endpoint for the five-year risk of death-censored allograft loss in kidney transplant subjects for use in clinical trials to support evaluation of novel IST applications via CMA. When evaluating five-year outcomes for clinical benefit and full marketing authorisation, it will be necessary that there is not a clinically meaningful decrease in transplant recipient survival outcomes between the therapies being investigated in the clinical trial.		The iBox Scoring System (Composite Biomarker Panel) used at one-year post-transplant is a surrogate endpoint for the five-year risk of death-censored allograft loss (allograft failure) in kidney transplant subjects for use in clinical trials to support evaluation of novel IST applications via CMA. When evaluating five-year outcomes for clinical benefit and full marketing authorisation, it will be necessary to ensure that there is not a clinically meaningful decrease in transplant recipient survival with the new therapy in the clinical trial compared to the standard of care control arms.		Surrogat endpoint the five-year risk of death-censored allograft loss		
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		1d844be7-ec54-ec11-8f8f-000d3a4a3c09		lUXK2xeczjuGeI6WjNQO2m24JZpEVFRLj6RirHTymYrYJHfMbUAbUOwUgd0usNSB/x6MbAsPG4IIFE52q9GBBg==		10/3/22 12:50		Bologna Biomechanical Computed Tomography (BBCT)		Advice		9/15/22		The Applicant proposes that BBCT-hip is capable of providing a surrogate of the fracture endpoint in Phase II clinical trials which is significantly more accurate than aBMD. 		BBCT-Hip is a patient-specific model that predicts the Absolute Risk of Fracture (ARF0) of the proximal femur of an individual in case of fall. 		Predicts the ARF0 of the proximal femur of an individual in case of fall 		
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		b1ed823c-8356-ec11-8f8f-000d3a4a3700		fL9RozEHMbSpTYw818D2CRUSx1tMeM3cGQhsEDW2XKiDMqnlC3IVBdmu8LoLhMJMMkS2+qdX4DSXqRRYww7dKA==		8/25/22 9:45		Bermekimab		Advice		7/21/22		Measures of nocturnal scratch from either DHTT are intended to support the development of a DHTT-derived COA to support the evaluation of the effectiveness of therapeutic interventions in clinical studies of AD. The nocturnal scratch DHTT COA is intended to serve as a secondary or exploratory endpoint to support the assessment of the effectiveness of therapeutic interventions in clinical studies involving adolescent (12 to 17 years of age) and adult participants with moderate to severe AD.		Development of Bermekimab, a human anti-IL1alpha monoclonal antibody for the treatment of severe atopic dermatitis in adults.		 Human anti-IL1alpha monoclonal antibody for severe AD in adults		
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		eb11822d-8b56-ec11-8f8f-000d3a49691e		BO7vchC2+CaWDkIt6PCa1d8mmxMIprWIJSiC5Q4BDtLeCndMsfbhtOinljZnctLfSLYwU5xFiDyDVhjWPb+EuA==		7/22/22 11:27		electronic Early Treatment of Diabetic Retinopathy Study (eETDRS)		Advice		7/21/22		The Applicant’s planned use of electronic Early Treatment of Diabetic Retinopathy Study (eETDRS) systems as a validated tool to measure best corrected visual acuity (BCVA) in future clinical studies that may be used for registrational purposes in the European Union (EU).		Novel method ‘electronic Early Treatment of Diabetic Retinopathy Study’ (eETDRS) intended for use as a validated tool to measure best corrected visual acuity (BCVA) in future clinical studies that may be used for registrational purposes in the European Union (EU).		Validated tool to measure BCVA in future CTs		•	Context of use
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		7183dabe-b256-ec11-8f8f-000d3a4a35da		SbMWc6hPIFxGCBVBvBpfW2kpOVgnVFnCgXB/Aq2Kqy2ABo977SWlFjKL9wg9YV31IwbYergDCRM1urL1EbTbTw==		12/16/22 9:42		Braintale platforms		Advice		12/15/22		The current intention is to use the platform for scientific or clinical research (Braintale-research), as a valid tool to provide quantification of white-matter alterations. Correlated with clinically relevant anchors, it should help quantifying myelin alterations severity and demyelination progression/regression and thus providing appropriate objectivized, multicentric and reproducible information on the prognosis and follow-up of patients with neurodegenerative conditions (e.g., Multiple Sclerosis or Amyotrophic Lateral Sclerosis) enrolled in clinical trials.		Braintale research platform is a digital tool including software intended to study white matter in neurological or neurodegenerative diseases known to be linked to white matter alterations. It allows the quantification and monitoring of changes in the nervous system white matter as captured by standardised diffusion magnetic resonance imaging (MRI) measurements systematically linked to clinical outcome using artificial intelligence algorithms. 		Monitoring of changes in the nervous system white matter 		•	Context of use
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		f302b25c-b76f-ec11-8943-000d3a46c457		u44aI5wbKeenXRoXsTABPde2H2Oz40hGEJaC4ifFFOz48PJA/wM8WFlmGXPE/frRkaKCEp8Zopknj5Vcc+XmJA==		12/20/22 17:31		Levetiracetam		Advice		12/15/22		Assessing alternative posologies and/or modified release formulations of CNS drugs with recognized PK/PD relationships that are authorized in a formulation with a different release rate. The assessment intends to inform or exclude risks of different PK/PD relationships or efficacy profiles related to differences in drug kinetics in CSF.		​Replacement of therapeutic equivalence studies for  formulations with the same active substance but  differences in plasma concentration profile shapes under equivalent daily exposures		​Replacement of therapeutic equivalence studies for the same active subst.		•	Context of use
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		d8c98ccb-ea7e-ec11-8d21-6045bd8d8506		+oI/3+vndrPaqnfOo/G8/ecvA0rhpyS7wxtuz9RPAc7DDog412F3wQZdiPWZMwHALOfXv5awoVBjZ+KFNXEzhQ==		10/17/22 8:09		Symptoms and Impacts Questionnaire for Ulcerative Colitis and Crohn's disease (SIQ-UC/SIQ-CD)		Advice		10/13/22		The SIQ-CD and Symptoms and SIQ-UC are intended for use as a primary, co-primary, or secondary endpoint(s) in CD and UC drug development trials.		Symptoms and Impacts Questionnaire for Ulcerative Colitis and Crohn's disease (SIQ-UC/SIQ-CD) are patient reported outcome (PRO) measures for use in Ulcerative Colitis and Crohn's disease trials, respectively. 		Patient reported outcome measures		
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		b03b3046-9b95-ec11-b400-000d3a45cd37		ZQ8TfvnLCc7k0kFJndjL4KvUTxTqDc4vZq5BfvXIYihTI65J1bazaUsCiwm6YO6d2rGkftdINtK6RX6kZFiHqg==		12/19/22 9:13		Stride velocity 95th centile measured by a valid and suitable wearable device		Opinion		7/21/22		The intention is to confirm and further inform the different measurement properties of the SV95C, and to support its use as a primary endpoint to assess new drug efficacy in clinical trials from Phase 1 to Phase 4 for the measurement of the maximal stride velocity of patients with DMD. 		Stride velocity 95th centile measured by a valid and suitable wearable device is intended for a context of use as secondary endpoint in studies in Progressive Neuro Muscular Diseases characterized by proximal muscle weakness. 		Secondary endpoint in studies on Progressive Neuro Muscular Diseases		•	Functional endpoints 
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		8ca56baf-179a-ec11-b400-000d3a26df94		6th1Sx2yVT1dl73TeSpk+D+EGz0yYsVebcb3HMQeYKR9j7XndcBMUpM9MiBROfcAmHnRbqH9MwqKfdLVUWYqdA==		12/22/22 15:24		PRE score		Opinion		12/15/22		The PRE-score is a composite of several clinical and laboratory markers considered important for both efficacy and safety assessment. The proposed Context of Use is in patients with CKD to improved renal risk estimation (from now on referred to as the “risk score”) and to predict drug effects on renal endpoints (from now on referred to as the “response score”). 		PRE score is being developed as a risk and response score in diabetic patients with chronic kidney disease. 
		Risk and response score in diabetic patients with chronic kidney disease		•	Validation strategy
•	Model development and performance		Keywords:
PRE score, diabetic, chronic kidney disease
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		8a6a30b7-459a-ec11-b400-000d3a26d3ce		XodezHze7DENMBrnpmgOjN7CYRGtq7TE37YfCCTSsZauV/DUEx2MX2VW727R1gcDlDsEK0ql72FxvkN7/fIy2A==		10/17/22 8:19		Novel endpoints in Achromatopsia		Advice		7/21/22		The objective of the qualification advice is to obtain preliminary feedback on the suitability and the strategy to develop novel clinical endpoints and PROs that will enable the assessment of treatment benefit in patients suffering from ACHM. These are to be used as primary or secondary endpoint in future intervention trials in patients with ACHM due to mutations in CNGB3 and CNGA3. 		​​The treatment of achromatopsia associated with variants in the CNGB3 and CNGA3 genes, respectively​ 		Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		•	Clinical trial application and conduct
•	Functional endpoints
•	Validation strategy		Keywords:
Achromatopsia, CNGB3, CNGA3, genes
Hits BEFORE the qualification date: 2

Hits AFTER the qualification date: 0		Keywords:
Achromatopsia, CNGB3, CNGA3, genes
Hits BEFORE the qualification date: 60

Hits AFTER the qualification date: 0		Keywords:
Achromatopsia, CNGB3, CNGA3, genes
Hits BEFORE the qualification date: 97/5

Hits AFTER the qualification date: 38/1		No

		7245dd90-75a0-ec11-b400-000d3a45a704		06OvjJl6uZycKKo4oztiXCyQhtNli5Tu4QanhTqopT389+fd32KWUFcaaIxbCKbtotUxG0NvUB7mvuVtT31huw==		11/8/22 10:47		CAST (ClinSearch Acceptability Score Test)®		Opinion		11/10/22		CAST - ClinSearch Acceptability Score Test® : an internationally harmonized method to score acceptability of oral/buccal medicines in children under 12 years of age		The Acceptability Score Test is intended for relative acceptability testing for oral/buccal medicines in children under 12 years of age. 		Acceptability testing for oral/buccal medicines in children <12		•	Clinical trial application and conduct
•	Validation strategy 
•	Statistical methodology
•	Data capturing and quality management		Keywords:
CAST, ClinSearch Acceptability Score Test, oral, buccal, children
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		5b94158f-57e6-ec11-bb3c-000d3a442007		r9mVXX9Zxcj1fQ/1pDaO93b4tAwFfp/1MPiB6dlOIxIlz9emKakB1jJbrXxY79uMqu/FOc3hkiLNRQUGSqoinA==		12/2/22 13:14		Composite endpoint method for acceptability evaluation of oral drug formulations in the paediatric population														Keywords:
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		fee0a69f-a5e6-ec11-bb3c-000d3a3a27df		FSpKERUduzM18xrH6OyLB5eypKj5M0nd9cIMdG01aebw3VmxRKfEOwx0wb6WPC9ehORAyXcy3OUmNVy5ipqPSQ==		12/20/22 11:10		Placebell©		Advice				The Applicant seeks CHMP advice or opinion on (i) the methodology for the generation and the documentation of composite covariates produced by Placebell©™ methodology and (ii) the acceptability to use composite covariates to estimate treatment effect in an adjusted analysis (where it is assumed here that the Applicant is interested in receiving an opinion for the case that Placebell methodology is used for the primary assessment of a clinical trial, as requirements are lower, if new methodology is used in secondary sensitivity analyses of a clinical trial). 						difficult to categorize? Separate document		Keywords:
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		20abb63d-91ed-ec11-bb3d-00224885c328		GiZGZjr6NbzF7hRdZSjLoS+J+/OKx7Ok1uCc68+13Ufa1W+K2QS5tApIw3+RVWKWNRy4QggKF5qzWwAaXuVFWw==		12/7/22 10:31		Statistical adjustment on deep learning prognosis covariates obtained from histological slides		Opinion				The aim is that Mesonet predictions be used as an adjustment of efficacy analysis on overall survival of life-prolonging drugs in first-line malignant pleural mesothelioma patients in randomized phase 2 and phase 3 clinical trials. 
We also propose that HCCnet predictions be used as an adjustment of efficacy analysis on overall survival of life-prolonging drugs in the adjuvant setting for resected hepatocellular carcinoma patients in randomized phase 2 and phase 3 clinical trials. 
This adjustment will be done either by including deep-learning prognostic score in the Cox regression, by stratifying the analysis on a discretized version of the score or by including the covariates in another method of analysis.						Issues on Clinical Development		Keywords:
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		7dee7279-a524-ed11-b83d-000d3a4a8192		F38qhdJCUI0QfUGe6I5TfqVS2Rp/9grYWjT96COwf+1fRNgn1b2L5l/ijthkmLz4PbpL8QvrfBD267SWmfVO3A==		12/14/22 16:51		GFR slope as a Validated Surrogate Endpoint for CKD in RCT		Opinion				The objective of this request is to seek a qualification opinion on the use of glomerular filtration rate (GFR) slope, i.e., the mean rate of change in GFR, as a validated surrogate endpoint for chronic kidney disease (CKD) progression in clinical trials for standard marketing authorization and indication extension approvals. The target population is broad population of patients with CKD or at risk for CKD, including early disease and subgroups by kidney function and causal disease of CKD.						• Population 
• Chronic slope and simulations
• Questions regarding the CoU 
• Questions regarding the statistical model and issues in future trials		Keywords:
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		a6c06611-d432-ed11-9db1-000d3aaa0267		en5e4/Rw5kmSwJ65Ehy0mKQYeXL1RKa4ptJC0LBBP1IzpUfkXEG89F1NQXPhkWmgFHMzypXfxXT/zSNWlVWOiA==		12/2/22 14:28		World Federation of Hemophilia (WFH) Gene Therapy Registry (GTR)		Opinion				The World Federation of Hemophilia (WFH) has established the Gene Therapy Registry (GTR), a worldwide database intended to gather long-term, real-world data on all PWH who receive gene therapy.								Keywords:
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LoI categories

		Categories LoI		No. cases 		% of cases

		Fit for purpose		1		2.33				Fit for purpose		2.33

		Context of use		16		37.21				Training and confirmation datasets		2.33

		Statistical methodology		4		9.30				Face validity		2.33

		Clinical trial application and conduct		15		34.88				Need for prospective data/acceptability of retrospective analyses		2.33

		Target population		16		37.21				Safety endpoints		2.33

		Functional endpoints		15		34.88				Clinical relevance		2.33

		Size and duration of the study		8		18.60				Contradictory data		2.33

		Training and confirmation datasets		1		2.33				Simulation studies		4.65

		General strategy (including learn and confirm in separate datasets vs. cross-validation in pre-specified sections of one overall database)		9		20.93				Definition of training and validation datasets for AI/ML methods		4.65

		external validity		6		13.95				Data protection		4.65

		Model development and performance		10		23.26				Core data elements		6.98

		Validation strategy: Anchoring  to current (Gold) standard measure for intended application, or other, e.g. distribution based		20		46.51				Representativeness 		6.98

		face validity		1		2.33				Statistical methodology		9.30

		content validity		5		11.63				Content validity		11.63						Statistical methodology		9.30

		simulation studies		2		4.65				Ability to detect change/MCID 		11.63						Content validity		11.63

		core data elements		3		6.98				External validity		13.95						Ability to detect change/MCID 		11.63

		data capturing and quality management		10		23.26				Size and duration of the study		18.60						External validity		13.95

		representativeness 		3		6.98				General strategy 		20.93						Size and duration of the study		18.60

		Validation strategy: learn and confirm in separate datasets or cross-validation in pre-specified sections of one overall database		20		46.51				Model development and performance		23.26						Model development and performance		23.26

		Definition of training and validation datasets for AI/ML methods		2		4.65				Data capturing and quality management		23.26						Data capturing and quality management		23.26

		ability to detect change/MCID (minimal clinical important difference) during natural course of disease and after intervention		5		11.63				Clinical trial application and conduct		34.88						Clinical trial application and conduct		34.88

		need for prospective data/acceptability of retrospective analyses		1		2.33				Functional endpoints		34.88						Functional endpoints		34.88

		data protection		2		4.65				Context of use		37.21						Context of use		37.21

		Safety endpoints		1		2.33				Target population		37.21						Target population		37.21

		Clinical relevance		1		2.33				Validation strategy		46.51						Validation strategy		46.51

		Contradictory data		1		2.33

		MAIN CATEGORIES

		Statistical methodology

		Clinical trial application and conduct

		Target population

		Data management

		Functional endpoints











































		Context of use		37.2093023256

		Statistical methodology		9.3023255814

		Clinical trial application and conduct		34.8837209302

		Target population		37.2093023256

		Functional endpoints		34.8837209302

		Size and duration of the study		18.6046511628

		General strategy 		20.9302325581

		External validity		13.9534883721

		Model development and performance		23.2558139535

		Validation strategy		46.511627907

		Data capturing and quality management		23.2558139535

		Ability to detect change/MCID 		11.6279069767
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List of issues - most common categories



Context of use	Statistical methodology	Clinical trial application and conduct	Target population	Functional endpoints	Size and duration of the study	General strategy 	External validity	Model development and performance	Validation strategy	Data capturing and quality management	Ability to detect change/MCID 	37.209302325581397	9.3023255813953494	34.883720930232556	37.209302325581397	34.883720930232556	18.604651162790699	20.930232558139537	13.953488372093023	23.255813953488371	46.511627906976742	23.255813953488371	11.627906976744185	





List of issues - major categories



Fit for purpose	Training and confirmation datasets	Face validity	Need for prospective data/acceptability of retrospective analyses	Safety endpoints	Clinical relevance	Contradictory data	Simulation studies	Definition of training and validation datasets for AI/ML methods	Data protection	Core data elements	Representativeness 	Statistical methodology	Content validity	Ability to detect change/MCID 	External validity	Size and duration of the study	General strategy 	Model development and performance	Data capturing and quality management	Clinical trial application and conduct	Functional endpoints	Context of use	Target population	Validation strategy	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	2.3255813953488373	4.6511627906976747	4.6511627906976747	4.6511627906976747	6.9767441860465116	6.9767441860465116	9.3023255813953494	11.627906976744185	11.627906976744185	13.953488372093023	18.604651162790699	20.930232558139537	23.255813953488371	23.255813953488371	34.883720930232556	34.883720930232556	37.209302325581397	37.209302325581397	46.511627906976742	





List of issues - major categories



Statistical methodology	Content validity	Ability to detect change/MCID 	External validity	Size and duration of the study	Model development and performance	Data capturing and quality management	Clinical trial application and conduct	Functional endpoints	Context of use	Target population	Validation strategy	9.3023255813953494	11.627906976744185	11.627906976744185	13.953488372093023	18.604651162790699	23.255813953488371	23.255813953488371	34.883720930232556	34.883720930232556	37.209302325581397	37.209302325581397	46.511627906976742	
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				Model disease progression and aid clinical trials		5		0		0				0		0		1						5		0		0		0		0		1						0		0		0		0		0		1				0		0		1

				PASS based on secondary use of data		0		0		1				0		0		1						0		0		0		0		1		1						0		0		0		0		1		1				0		0		2

				PASDAS and MDA as primary outcome intruments in PA		8		17		18				10		2		4						8		10		17		2		18		4						4		7		17		2		18		4				11		19		22

				Study the transition from auto-antibody positivity to diagnosis of T1D		11		3		23				0		0		12						11		0		3		0		23		12						0		0		3		0		23		12				0		3		35

				Novel clinical endpoints for CT in iAMD patients		0		1		5				0		0		6						0		0		1		0		5		6						0		0		1		0		5		6				0		1		11

				Inform and support regulatory decision making		52		1		14				2		0		0						52		2		1		0		14		0						2		0		1		0		14		0				2		1		14

				Novel endpoints to asess the efficacy of therapy for AD		0		1		0				0		0		0						0		0		1		0		0		0						0		0		1		0		0		0				0		1		0

				Data source and infrastructure support for registry-based studies		5		5		99				0		0		11						5		0		5		0		99		11						0		0		5		0		99		11				0		5		110

				Support novel product development in Huntington's disease		5		0		0				0		0		0						5		0		0		0		0		0						0		0		0		0		0		0				0		0		0

				Assessment of vaso-occlusive crises reduction and morbidity  in SCD		64		1		23				36		1		6						64		36		1		1		23		6						0		0		1		1		23		6				0		2		29

				Digital remote patient monitoring tool for PwMS		725		0		1				201		0		1						725		201		0		0		1		1						3		0		0		0		1		1				3		0		2

				Diagnostic biomarker to assess NAS and fibrosis stage		20		1		5				4		0		3						20		4		1		0		5		3						0		1		1		0		5		3				1		1		8

				Improve the efficiency of phase 2 & 3 CT by using prognostic scores		141		0		3				10		0		0						141		10		0		0		3		0						0		0		0		0		3		0				0		0		3

				NFL as prognostic or pharmacodynamic/response biomarker in MS		266		0		3				56		0		1						266		56		0		0		3		1						2		1		0		0		3		1				3		0		4

				CTS to introduce a non-data-driven therapeutic effect		8		0		3				0		0		0						8		0		0		0		3		0						0		0		0		0		3		0				0		0		3

				STAR to assess treatment efficacy in pSS		7		1		0				2		1		1						7		2		1		1		0		1						0		0		1		1		0		1				0		2		1
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				Model disease progression and aid clinical trials		0		0		1												•New Clinical Outcome Assessments

				PASS based on secondary use of data		0		0		2												•New methods for the development of Advanced Therapy Medicinal Products

				PASDAS and MDA as primary outcome intruments in PA		11		19		22												•New Statistical Methodologies  

				Study the transition from auto-antibody positivity to diagnosis of T1D		0		3		35												•New Imaging Methodologies

				Novel clinical endpoints for CT in iAMD patients		0		1		11

				Inform and support regulatory decision making		2		1		14

				NC related CoU		SUM		SUM		SUM

				Novel endpoints to asess the efficacy of therapy for AD		0		1		0

				Data source and infrastructure support for registry-based studies		5		8		110

				Support novel product development in Huntington's disease		0		0		0

				Assessment of vaso-occlusive crises reduction and morbidity  in SCD		0		2		29

				Digital remote patient monitoring tool for PwMS		3		0		2

				Diagnostic biomarker to assess NAS and fibrosis stage		1		1		8

				Improve the efficiency of phase 2 & 3 CT by using prognostic scores		0		0		3

				NFL as prognostic or pharmacodynamic/response biomarker in MS		3		0		4

				CTS to introduce a non-data-driven therapeutic effect		0		0		3

				STAR to assess treatment efficacy in pSS		0		2		1

				Assess change in symptoms and impacts over time in PwPAH		0		19		12

				Biomarkers for stratifying DILI patients with higher degree of liver injury		0		1		10

				Evaluate the safety and efficacy of priority novel agents in B-NHL		0		0		3459

				IMPs to improve preservation of β cell function in T1D		1		0		1

				Quantify CFTR activity in PwCF using rectal organoids		0		0		4

				Statistical methods

				Biomarker to monitor disease activity related to axonal damage 		0		0		3

				Self-reported questionnaire to assess anhedonia		0		5		11

				Efficacy of treatment of fatigue, sleep quality and disturbances		0		0		1

				Automated event adjucation - ML-based 		0		0		2

				AQPA endpoint for chronic heart failure		0		7		7

				Novel endpoints in iAMD clinical trials		5		4		7

				Investigating interventions to treat paediatric ulcerative colitis (UC)		0		1		1

				Collecting data for SMA, evaluation of safety and efficacy		0		0		2

				Surrogat endpoint the five-year risk of death-censored allograft loss		0		0		1

				Predicts the ARF0 of the proximal femur of an individual in case of fall 		0		0		4

				Human anti-IL1alpha monoclonal antibody for severe AD in adults		0		1		0

				Validated tool to measure BCVA in future CTs		0		6		463

				Monitoring of changes in the nervous system white matter 		0		0		336

				​Replacement of therapeutic equivalence studies for the same active subst.		0		0		1

				Patient reported outcome measures		0		27		538

				Secondary endpoint in studies on Progressive Neuro Muscular Diseases		0		5		5

				Risk and response score in diabetic patients with chronic kidney disease		21		11		187

				Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		6		2		60

				Acceptability testing for oral/buccal medicines in children <12		0		0		1
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CoU



				Context of Use		Proposed		Qualified		No.of cases		Total number of cases		%

				Length		Long description		Short		19		43		44.1860465116

				Conciseness		Broad 		More concise

tc={282EB591-A5D1-4373-BA98-573EFDA1EF94}: [Threaded comment]

Your version of Excel allows you to read this threaded comment; however, any edits to it will get removed if the file is opened in a newer version of Excel. Learn more: https://go.microsoft.com/fwlink/?linkid=870924

Comment:
    too broad text. rather shortening text		30		43		69.7674418605

				Specificity		Broad 		More specific

tc={5093B2DA-E0CB-42EC-99AE-273906DE50FC}: [Threaded comment]

Your version of Excel allows you to read this threaded comment; however, any edits to it will get removed if the file is opened in a newer version of Excel. Learn more: https://go.microsoft.com/fwlink/?linkid=870924

Comment:
    change meaning content, not well defined ie change of claim - evidence did not match sought after claim and therefore modification of CoU necessary eg EP (primary to secondary)		27		43		62.7906976744

				Changes		Rarely accepted as the original proposition		Often changed after consideration of issues		38		43		88.3720930233

						Length		44.1860465116

						Specificity		69.7674418605												Conciseness		62.7906976744

						Conciseness		62.7906976744												Specificity		69.7674418605

						Need for change		88.3720930233												Need for change		88.3720930233

too broad text. rather shortening text



change meaning content, not well defined ie change of claim - evidence did not match sought after claim and therefore modification of CoU necessary eg EP (primary to secondary)





Context of use - major issues



Length	Specificity	Conciseness	Need for change	44.186046511627907	69.767441860465112	62.790697674418603	88.372093023255815	



Context of use - major issues



Length	44.186046511627907	Specificity	69.767441860465112	Conciseness	62.790697674418603	Need for change	88.372093023255815	





Context of use - major issues



Conciseness	Specificity	Need for change	62.790697674418603	69.767441860465112	88.372093023255815	







Planned timeframe

		Action		to finish by date

		complete the LoI categorization		10/2/23

		add LoS column (y/n) to the table		10/2/23

		update heat map with refined patent search results

tc={FFD2D122-943E-4297-BF5F-B3D35143F0DF}: [Threaded comment]

Your version of Excel allows you to read this threaded comment; however, any edits to it will get removed if the file is opened in a newer version of Excel. Learn more: https://go.microsoft.com/fwlink/?linkid=870924

Comment:
    build a new one for comparison and then choose which to use for the WS		17/2/2023

		add another column to LoI categories with case frequency		24/2/2023

		CoU comparison before/after (visual?)		24/2/2023				3/3/2023 Falk not present?

		relevant patents and CT discussion		10/3/23

		LoI to present for the WS (visual?)		10/3/23

		first presentation draft for the WS		10/3/23

		QoNM meeting 1st session		15/3/2023

		presentation discussion after meeting		17/3/2023

		draft discussion		30/3/2023

		first slides draft submission		3/4/23

		QoNM rehearsal		6/4/23

		presentation final touch		7/4/23

		final slides submission		10/4/23

		QoNM meeting 1st session		12/4/23

		discussing the manuscript		15/4/2023

		WORKSHOP		17/4/2023

		WORKSHOP		18/4/2023

		WS feedback?		21/4/2023

build a new one for comparison and then choose which to use for the WS
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Heat map (2)



				Context of use 		Patents		CT		PubMed						Context of use 		Patents		CT		PubMed

				New Clinical Outcome Assessments												New Biomarker Qualification

				Novel clinical endpoints for CT in iAMD patients		0		1		11						Diagnostic biomarker to assess NAS and fibrosis stage		1		1		8

				Novel endpoints in iAMD clinical trials		5		4		7						Biomarker to monitor disease activity related to axonal damage 		0		0		3

				Novel endpoints to asess the efficacy of therapy for AD		0		1		0						NFL as prognostic or pharmacodynamic/response biomarker in MS		3		0		4

				PASDAS and MDA as primary outcome intruments in PA		11		19		22						Biomarkers for stratifying DILI patients with higher degree of liver injury		0		1		10

				AQPA endpoint for chronic heart failure		0		7		7						Quantify CFTR activity in PwCF using rectal organoids		0		0		4

				Secondary endpoint in studies on Progressive Neuro Muscular Diseases		0		5		5						Aid in detection of acute exocrine pancreas injury		0		0		2

				Assess change in symptoms and impacts over time in PwPAH		0		19		12

				Surrogat endpoint the five-year risk of death-censored allograft loss		0		0		1

				Human anti-IL1alpha monoclonal antibody for severe AD in adults		0		1		0

				​Replacement of therapeutic equivalence studies for the same active subst.		0		0		1						Context of use 		Patents		CT		PubMed

				Acceptability testing for oral/buccal medicines in children <12		0		0		1						New Statistical Methodologies

				Model disease progression and aid clinical trials DMD		0		0		1						PASS based on secondary use of data		0		0		2

				IMPs to improve preservation of β cell function in T1D		1		0		1						Data source and infrastructure support for registry-based studies for HD		5		8		110

				Study the transition from auto-antibody positivity to diagnosis of T1D		0		3		35						Self-reported questionnaire to assess anhedonia		0		5		11

				STAR to assess treatment efficacy in pSS		0		2		1						Risk and response score in diabetic patients with chronic kidney disease		21		11		187

																Validated tool to measure BCVA in future CTs		0		6		463

																Collecting data for SMA, evaluation of safety and efficacy		0		0		2

				Context of use 		Patents		CT		PubMed						Improve the efficiency of phase 2 & 3 CT by using prognostic scores		0		0		3

				New Digital Tools and Imaging Methodologies												Investigating interventions to treat paediatric ulcerative colitis (UC)		0		1		1

				DL algorithm to evaluate histological images		1		1		4						Inform and support regulatory decision making - IMI		2		1		14

				Automated event adjucation - ML-based 		0		0		2						Assessment of vaso-occlusive crises reduction and morbidity  in SCD		0		2		29

				Digital remote patient monitoring tool for PwMS		3		0		2						Evaluate the safety and efficacy of priority novel agents in B-NHL		0		0		3459

				DSTT - support novel product development in Huntington's disease		0		0		0

				SCD - Patient reported outcome measures		0		27		538

				CTS to introduce a non-data-driven therapeutic effect		0		0		3

				Braintale - monitoring of changes in the nervous system white matter 		0		0		336

				Predicts the ARF0 of the proximal femur of an individual in case of fall -BBCT		0		0		4

				Efficacy of treatment of fatigue, sleep quality and disturbances		0		0		1



				Context of use 		Patents		CT		PubMed

				New methods for the development of Advanced Therapy Medicinal Products

				Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		6		2		60
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Heat map (3)



				Context of use 		Patents		CT		PubMed						Context of use 		Patents		CT		PubMed

				New Clinical Outcome Assessments												New Biomarker Qualification

				Novel clinical endpoints for CT in iAMD patients		0		1		11						Diagnostic biomarker to assess NAS and fibrosis stage		1		1		8

				Novel endpoints in iAMD clinical trials		5		4		7						Biomarker to monitor disease activity related to axonal damage 		0		0		3

				Novel endpoints to asess the efficacy of therapy for AD		0		1		0						NFL as prognostic or pharmacodynamic/response biomarker in MS		3		0		4

				PASDAS and MDA as primary outcome intruments in PA		11		19		22						Biomarkers for stratifying DILI patients with higher degree of liver injury		0		1		10

				AQPA endpoint for chronic heart failure		0		7		7						Quantify CFTR activity in PwCF using rectal organoids		0		0		4

				Secondary endpoint in studies on Progressive Neuro Muscular Diseases		0		5		5						Aid in detection of acute exocrine pancreas injury		0		0		2

				Assess change in symptoms and impacts over time in PwPAH		0		19		12								4		2		31

				Surrogat endpoint the five-year risk of death-censored allograft loss		1		0		1						New Statistical Methodologies

				Human anti-IL1alpha monoclonal antibody for severe AD in adults		0		1		0						PASS based on secondary use of data		0		0		2

				​Replacement of therapeutic equivalence studies for the same active subst.		0		0		1						Data source and infrastructure support for registry-based studies for HD		5		8		110

				Acceptability testing for oral/buccal medicines in children <12		0		0		1						Self-reported questionnaire to assess anhedonia		0		5		11

				Model disease progression and aid clinical trials DMD		0		0		1						Risk and response score in diabetic patients with chronic kidney disease		21		11		187

				IMPs to improve preservation of β cell function in T1D		1		0		1						Validated tool to measure BCVA in future CTs		0		6		463

				Study the transition from auto-antibody positivity to diagnosis of T1D		0		3		35						Collecting data for SMA, evaluation of safety and efficacy		0		0		2

				STAR to assess treatment efficacy in pSS		0		2		1						Improve the efficiency of phase 2 & 3 CT by using prognostic scores		0		0		3

						18		62		105						Investigating interventions to treat paediatric ulcerative colitis (UC)		0		1		1

				New Digital Tools and Imaging Methodologies												Inform and support regulatory decision making - IMI		2		1		14

				DL algorithm to evaluate histological images		1		1		4						Assessment of vaso-occlusive crises reduction and morbidity  in SCD		0		2		29

				Automated event adjucation - ML-based 		0		0		2						Evaluate the safety and efficacy of priority novel agents in B-NHL		0		0		3459

				Digital remote patient monitoring tool for PwMS		3		0		2								28		34		4281

				DSTT - support novel product development in Huntington's disease		0		0		0						New methods for the development of Advanced Therapy Medicinal Products

				SCD - Patient reported outcome measures		0		27		538						Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		6		2		60

				CTS to introduce a non-data-driven therapeutic effect		0		0		3								6		2		60

				Braintale - monitoring of changes in the nervous system white matter 		0		0		336

				Predicts the ARF0 of the proximal femur of an individual in case of fall -BBCT		0		0		4

				Efficacy of treatment of fatigue, sleep quality and disturbances		0		0		1						Context of use 		Patents		CT		PubMed

						4		28		890						New Clinical Outcome Assessments

				New Biomarker Qualification												Novel clinical endpoints for CT in iAMD patients		0		1		11				New Clinical Outcome Assessments

				Diagnostic biomarker to assess NAS and fibrosis stage		1		1		8						Novel endpoints in iAMD clinical trials		5		4		7				New Digital Tools and Imaging Methodologies

				Biomarker to monitor disease activity related to axonal damage 		0		0		3						Novel endpoints to asess the efficacy of therapy for AD		0		1		0				New Biomarker Qualification 

				NFL as prognostic or pharmacodynamic/response biomarker in MS		3		0		4						PASDAS and MDA as primary outcome intruments in PA		11		19		22				New Statistical Methodologies  

				Biomarkers for stratifying DILI patients with higher degree of liver injury		0		1		10						AQPA endpoint for chronic heart failure		0		7		7				New methods for the development of Advanced Therapy Medicinal Products

				Quantify CFTR activity in PwCF using rectal organoids		0		0		4						Secondary endpoint in studies on Progressive Neuro Muscular Diseases		0		5		5

				Aid in detection of acute exocrine pancreas injury		0		0		2						Assess change in symptoms and impacts over time in PwPAH		0		19		12

						4		2		31						Surrogat endpoint the five-year risk of death-censored allograft loss		1		0		1

				New Statistical Methodologies												Human anti-IL1alpha monoclonal antibody for severe AD in adults		0		1		0

				PASS based on secondary use of data		0		0		2						​Replacement of therapeutic equivalence studies for the same active subst.		0		0		1

				Data source and infrastructure support for registry-based studies for HD		5		8		110						Acceptability testing for oral/buccal medicines in children <12		0		0		1

				Self-reported questionnaire to assess anhedonia		0		5		11						Model disease progression and aid clinical trials DMD		0		0		1

				Risk and response score in diabetic patients with chronic kidney disease		21		11		187						IMPs to improve preservation of β cell function in T1D		1		0		1

				Validated tool to measure BCVA in future CTs		0		6		463						Study the transition from auto-antibody positivity to diagnosis of T1D		0		3		35

				Collecting data for SMA, evaluation of safety and efficacy		0		0		2						STAR to assess treatment efficacy in pSS		0		2		1

				Improve the efficiency of phase 2 & 3 CT by using prognostic scores		0		0		3								18		62		105

				Investigating interventions to treat paediatric ulcerative colitis (UC)		0		1		1

				Inform and support regulatory decision making - IMI		2		1		14

				Assessment of vaso-occlusive crises reduction and morbidity  in SCD		0		2		29

				Evaluate the safety and efficacy of priority novel agents in B-NHL		0		0		3459

						28		34		4281

				New methods for the development of Advanced Therapy Medicinal Products

				Treatment of achromatopsia with variants in genes CNGB3 and CNGA3		6		2		60

						6		2		60
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Espacenet – search results 10

https://worldwide.espacenet.com/patent/search


Conclusion
• Applicants of QoNM benefit from well-defined and 

considered Context of Use ensuring the evidence 
provided supported the claim.

• The analysis of most frequent List of Issues shall guide 
future applicants to optimize their submission package 
enabling an efficient Qualification procedure.

• To effectively evaluate the journey of innovation 
additional analysis covering longer observation periods 
or combining existing data sets e.g. Biomarkers would 
be of value.

11



Thank you for 
your attention!
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