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	EFPIA – Sini Eskola (sini.eskola@efpia.eu)


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

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

1.  General comments

	Stakeholder number

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

(To be completed by the Agency)

	
	· This draft guideline is seen as a positive step for the development in CLL and we appreciate the efforts made by the oncology working party to draft a very helpful and very pragmatic guidance. As more effective treatments become available, it is becoming crucial to develop and use surrogate endpoints such as MRD that are predictive of the long term outcome and in this context, implementation of MRD will participate in bringing safe and effective drugs earlier to patients. The guidance brings a number of key points to favor a shorter development timeline, with the use of MRD to show primary evidence of clinical benefit in support of a potential early licensure. We would like however to highlight a number of important comments:

· This guideline might give the impression that some data are still missing in order to use MRD as a primary endpoint in a clinical trial and also points out areas where uncertainty seem to remain. Although we acknowledge that it will be important to continue gathering additional information and run further exploratory analyses to consolidate our understanding on the correlation between MRD and PFS, we are also of the opinion that there is now solid evidence supporting the use of MRD as a primary endpoint in pivotal clinical trials in chronic lymphocytic leukaemia. Comments and clarifications have therefore been proposed considering that MRD can be used as a primary endpoint in a CLL trial as long as long term benefit can be confirmed.
· Additional statistical analyses (enclosed) have also been performed showing that measuring MRD in CR patients does not improve the surrogacy as defined per the Prentice criteria. This data supports the recommendation to measure MRD in all patients when used as a primary endpoint in a pivotal CLL trial.
· The value of MRD-negativity as a surrogate endpoint may depend on the type of investigational therapy. We recommend clarifying within the guidance the need and value of achieving MRD-negativity in the context of targeted therapies like Imbruvica (ibrutinib) and Zydelig (idelalisib). Both therapies were recently approved by the European Commission for the treatment of chronic lymphocytic leukaemia and both demonstrated clinical benefit by improvement of PFS over standard salvage therapy with only few complete remissions achieved in patients. It appears that in the context of specific targeted therapies clinical benefit like improvement in PFS may not be reflected by MRD-negativity. We suggest clarifying the limits of correlation of achieving MRD-negativity and clinical benefit in the context of the guidance, for example in the section ‘utility’.
· The draft guideline does not describe the appropriate regulatory approval route/mechanism that would be used if a drug treatment arm demonstrated a MRD improvement over a control arm.   Discussion of the appropriate Regulatory approval mechanism (Conditional Marketing Authorisation [CMA] or full approval), would be appreciated.  There is recognition that a CMA is reserved for the initial MAA only.  Discussion of the regulatory mechanism to approve a drug for the 2nd or 3rd indication based upon a MRD surrogate endpoint would be helpful.

· Following discussions at the Biotherapy Development Association (BDA) multi stakeholder meeting in London in May 2014, to discuss the draft guidance on minimal residual disease (MRD) in chronic lymphocytic leukaemia (CLL) and other haematological malignancies, it is hoped that there will be additional follow up and hopefully additional draft guidance in other haematological malignancies such as multiple myeloma or acute myeloid lymphoma. The guideline should address current or future plans to recommend MRD in those clinical settings.
· Similarly, the guidance could address aspects related to the use of MRD as a treatment decision tool.
	


2.  Specific comments on text

	Line number(s) of the relevant text

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

(To be completed by the Agency)
	Comment and rationale; proposed changes

(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome

(To be completed by the Agency)

	Line 20, 23, 127-128, 130-133
	
	· The guideline refers to assessment of MRD at the end of induction therapy. CLL therapy is currently changing from chemotherapy-based induction regimens towards long term treatment until progression with targeted drugs. MRD might serve as an endpoint also with targeted therapy to assess the quality of response. We suggest consideration of MRD as an endpoint also during long term treatment with targeted agents, as a deep response as indicated by MRD negativity may prevent development of resistance to targeted therapy and ultimately prolong PFS.

· Proposed change : 

Delete “after end of induction”


	

	20-21

Minimal residual disease (MRD) negativity in patients in clinical complete remission (= MRD response

rate) after induction therapy may be used as an intermediate endpoint for licensure in randomised well

controlled studies designed to show superiority in terms of PFS.
	
	· We suggest using standard terminology regarding the classification of endpoints. Introducing the concept of “intermediate” endpoint may create some interpretation issues. We believe that the results of CLL8, CLL10 and CLL11 (see attached report) supported by data from the literature provide sufficient evidence to be able to use MRD as a primary endpoint and therefore, we recommend using the term “primary endpoint” in this sentence. 

· Furthermore, the prediction of the PFS HR for a given relative MRD difference may still be improved and it is acknowledged that PFS data from future studies are necessary to continue building the database and the statistical model supporting MRD. We therefore acknowledge that PFS should be provided e.g. as a long-term follow up measure in order to confirm the results observed with the primary endpoint. 

· Although we agree that confirmatory PFS data should be submitted after early licensure using MRD, we are also of the opinion that PFS data does not necessarily need to be provided from the clinical trial which supported the initial Marketing Authorisation. Confirmatory PFS data from a separate well conducted clinical trial can be used to support long-term benefit. See also additional changes proposed on line 102. 

· We also consider that MRD should be measured in all patients, and not only in patients in complete remission. Statistical analysis performed on CLL8, CLL10 and CLL11 studies (enclosed report) show that restricting the definition of MRD response to CR patients does not improve the surrogacy according to Prentice criteria. Additionally, we consider that MRD is a more objective measurement of disease status than clinical response and therefore, restricting the definition of MRD response to only the subgroup of patients with CR might introduce some subjectivity in the MRD analysis. A thorough analysis of this aspect is presented in the attached document.

· Proposed change : 

Minimal residual disease (MRD) negativity (= MRD response rate) after induction therapy may be used as a primary endpoint for licensure in randomised well controlled studies. designed to show superiority in terms of PFS.

This requires that the benefit/risk of the experimental regimen is well characterised in CLL and that these data would support the superiority of the regimen over established regimens used as induction therapy in CLL.

As MRD offers the possibility to submit results earlier based on a shorter follow up time than with the standard PFS endpoint, it is required that the benefit/risk of the experimental regimen is well characterised in CLL and that these data would support the superiority of the regimen over established regimens used as induction therapy in CLL.


	

	28-32

With the

introduction of new immune-chemotherapeutic combinations over the last decade the efficacy of

treating patients with CLL has greatly improved and median PFS now ranges from 3.5 to 6.7 years

after first line therapy whilst median OS for patients with advanced stages (Binet C or Rai IV) is approximately 6.5 years. Allogeneic stem cell transplant remains the only curative therapy and it is

recommended for patients with very high risk and/or refractory disease.
	
	· We suggest to highlight that the validation of MRD as an accepted primary endpoint is necessary to continue developing drugs in CLL in view of the median PFS currently achieved with approved therapies. 
· Proposed change : 

With the introduction of new immune-chemotherapeutic combinations over the last decade, the efficacy of treating patients with CLL has greatly improved and median PFS now ranges from 3.5 to 6.7 years after first line therapy whilst median OS for patients with advanced stages (Binet C or Rai IV) is approximately 6.5 years. Despite these significant advances, the disease remains incurable when treated with chemotherapy and monoclonal antibodies alone. Allogeneic stem cell transplant remains the only curative therapy and it is recommended for patients with very high risk and/or refractory disease. 

Currently, PFS is considered an appropriate primary endpoint to demonstrate clinically meaningful patient benefit in randomised phase III CLL studies. However, with such an endpoint the timeframe to achieve meaningful statistical and clinical results from pivotal studies with new therapies in earlier treatment lines is well over 5 years. In the effort to develop efficacious treatment options to address the unmet medical need of CLL patients, there is an urgent need to find alternatives to the currently used time-to-event variables so that the efficacy of novel therapies can be evaluated at an earlier time point.
	

	33-35

Because patients achieving clinical complete remission (CR) according to international guidelines will

eventually relapse, minimal residual disease (MRD) undetectable at clinical and morphological level

must have been present.
	
	· Using the term MRD is misleading here. We recommend to refer only to residual disease

· Proposed change : 

Because patients achieving clinical complete remission (CR) according to international guidelines will eventually relapse, minimal residual disease (MRD) undetectable at clinical and morphological level must have been present.
	

	36
	
	· In line with our recommendation to measure MRD in all patients, we suggest to delete this sentence:

Therefore, the quality of CR should be also assessed for the absence of MRD.
	

	38-40

The scope of this document is to describe the basis and regulatory requirements for the use of MRD as an intermediate endpoint to predict clinical benefit in trials in CLL. 
	
	· As mentioned, above, we consider that there is sufficient data to use MRD as a primary endpoint and would suggest using the standard term “primary endpoint” to avoid any interpretation issue. This does not prevent the requirement to provide long term PFS data as part of post approval commitments.

· Additionally, the objective of using MRD as a primary end point is to register new effective drugs in a timely manner. It is now widely recognized that MRD is a good predictor of clinical benefit in CLL.

· Proposed change : 

The scope of this document is to describe the basis and regulatory requirements for the use of MRD as a primary intermediate endpoint to register new safe and effective treatments predict clinical benefit in trials in CLL. 

	

	45-47

According to current international definitions

MRD negativity equals a quantitative detection of less than 1 CLL cell in 10000 leukocytes (MRD level

< 10 -4).
	
	· We propose to add a reference to the International Workshop on CLL (iwCLL)’s updated guidelines for the diagnosis and treatment of CLL. 
· Proposed change:

According to current international definitions (Hallek et al., Blood 2008) MRD negativity equals a quantitative detection of less than 1 CLL cell in 10000 leukocytes (MRD level < 10 -4).

References:

Hallek M et al. Guidelines for the diagnosis and treatment of chronic lymphocytic leukemia: a report from the International Workshop on Chronic Lymphocytic Leukemia updating the National Cancer Institute Working Group 1996 guidelines. Blood. 2008;111:5446 ( 5456. 
	

	45, 89
	
	There is a need to understand whether ‘following treatment’, ‘shortly after treatment’ mean the same thing. If not, the guidance should include more information on the expected timing to measure MRD response.


	

	48 and 91
	
	The wording might be misread and is only fully clarified in the context of line 91. It would also be important to describe the interest in acquiring data that explore lower MRD threshold levels. 

· Proposed change : 

“There is no data currently available to support that a further reduction of MRD level below 10-4 would provide added clinical benefit. Exploratory analyses at different thresholds (from 10-4 to 10-6) could provide data to gain more insights.
	

	52 and 81 
	
	It would be important to avoid that the guidance appears too restrictive with regards to the methodology to be used and introduce aspects related to methods which may be routinely used in the future e.g. Next generation Sequencing.

Proposed change :

There is no specific recommendation on the method to be used as both are considered appropriate. Additional methods for which equivalent sensitivity, specificity and quantitative ranges have been demonstrated may be used in the future.
	

	54 -57
A quality management system that includes the laboratory(s) organisational structure, responsibilities, policies and standards needed to ensure accuracy and satisfactory quality of the MRD evaluation assay would be required. The use of central laboratories is not considered a regulatory requirement provided

a robust quality system is in place.
	
	Since in accordance with GLP/GCP all labs used in clinical trials are required to have quality management systems in place, does this sentence refer to something above and beyond the usual GLP/GCP? 
If so the guidance should clarify this point and provide details, considering also the reference to technical guidelines. While it may not be appropriate to give this level of detail here, Sponsors and HA’s do need some agreed criteria to propose robust study designs. 

If no central laboratories are required, all local labs within a clinical trial should undergo interlaboratorial comparisons (round-robin tests) in order to normalize results between different laboratories and thereby render them comparable, also maybe even between different trials.


	

	64-68

Since specific primers address a single rearranged IgH gene sequence, there is a certain risk of target gene loss due to ongoing rearrangements in the IgH region which would result in reduced sensitivity. In order to minimize false negative MRD measurements, two Ig PCR targets should be used if oligoclonal clones are found at the time of diagnosis
	
	Target gene loss may be caused by somatic mutations in the IG target region. This could lead to different primer binding properties and reduced sensitivity. However this is thought to be rare events in CLL. 

False negative rate could be estimated by comparing MRD levels measured by two different methods. Boettcher et al. (Leukemia. 2009 Nov;23(11):2007-17) have shown that MRD could not be detected in 4/530 (0.8%) samples by ASO-PCR but by Flow cytometry. Flow cytometry did not detect MRD in 7/530 (1.3%) samples whereas ASO-PCR did.

The risk and impact of having false negative results due to changes in the IGH/IGK regions may be considered low due to the following reasons:

· Ongoing rearrangements (or somatic mutations) in the IGH/IGK region are thought to be very rare events in CLL. 
· Randomized studies may have similar false negative rates in both study arms
· As a “control”, false negative results can be identified by comparing MRD status and clinical response (MRD negative patients must not have progressive disease)

Occurrence of “true” Oligo- or biclonality happens rarely in CLL (5% of patients; Langerak AW et al., Leukemia 2012 26, 2159-2171) and is typically observed at study start when IGH/IGK rearrangement patterns and clonality is assessed. In case of oligoclonality, a patient requires to have multiple PCR assays designed covering all existing clones. This may only be feasible for biclonal disease where two PCR assays are required. 

· Proposed change : 

In order to minimize false negative MRD measurements, two Ig PCR targets should be used

If biclonal disease is found at the time of diagnosis, two IG PCR targets should be used to accurately quantify MRD. Patients with oligoclonal disease where accurate quantification of the CLL cell count of all clones is not possible should not be assessed for MRD by ASO-PCR. 
	

	68- 69

A major advantage is that the samples do not need to be fresh and can be shipped to a single centre for analysis
	
	· We recommend deleting this statement as it is not considered appropriate. Once a patient enters the study, a fresh blood sample requires to be shipped to a central laboratory for quantification of CLL cells by flow cytometry. This is required for a dilution curve and absolute quantification.  All following blood samples require to be shipped as fresh samples to a central laboratory for DNA extraction. Advantages of ASO RQ PCR include batched analysis of MRD by ASO-PCR (and not online flow cytometry) and ability to store DNA samples for re-analysis or bridging studies (comparison/validation of different technologies) if required.

· Proposed change : 

A major advantage of this method is that the samples do not need to be fresh and can be shipped to a single centre for analysis
	

	71

In addition, ASO RQ-PCR offers a higher qualitative sensitivity below the threshold of 10-4 which might be relevant in clinical trials exploring complete eradication of the disease.
	
	· This statement is considered correct for small subsets of patients only where assays are sensitive enough. It may not be helpful for the assessment of MRD as an efficacy endpoint (primary or secondary).

· Proposed change : 

In addition, ASO RQ-PCR offers a higher qualitative sensitivity below the threshold of 10-4 which might be relevant in clinical trials exploring complete eradication of the disease.
	

	78-80

Appropriate handling and

transport to central laboratories may be difficult to establish in multi-centre, multi-national clinical trials.
	
	· We suggest referring to regional labs as alternative. 

· Proposed change : 

Appropriate handling and transport to a single central laboratory may be difficult to establish in multi-centre, multi-national clinical trials. Implementation of regional labs may offer an acceptable solution as long as data handling and analysis are consistent across labs.
	

	83-84

It is recommended that for all medicinal products irrespective of drug class, patients are screened for CLL eradication in PB first. If MRD negativity is shown, this should be confirmed in the BM
	
	· We consider that measuring MRD in BM does not improve the surrogacy and recommend not to follow this approach for the primary analysis. We recommend to measure MRD in all patients in peripheral blood for the purpose of the primary analysis. A BM sampling is an invasive technique which may raise some ethical concerns if it is rendered mandatory and performed in all patients rather than for confirmation of CR in accordance with the iWCLL guideline. Furthermore, statistical analyses have shown that measuring MRD in bone marrow would not improve the correlation with PFS (see attached report). There is therefore no reason to mandate a bone marrow sample in all patients for the primary analysis. Analysis of MRD using available bone marrow samples should however be part of secondary analysis and support the primary analysis.
· Proposed change : 

It is recommended that for all medicinal products irrespective of drug class patients are screened for CLL eradication in PB first. If MRD negativity is shown, this should be confirmed in the BM. MRD response be evaluated based on a peripheral blood sample as part of the primary analysis.  MRD measurement should also be performed in BM (for patients in whom a BM sample has been taken for confirmation of CR) as part of the secondary analysis in order to complement the primary analysis. This 2 step approach will also further expand the body of evidence supporting the use of MRD in CLL trials.


	

	86-87

It is accepted that in case of disease progression, response to therapy is the most important prognostic factor for survival.
	
	The sentence starts with “in case of disease progression,” but the rest of the sentence indicates response is the most important prognostic factor for survival. It may not be clear how this follows. 
· Proposed change : 

Please clarify.
	

	Line 89-90

The availability of MRD data shortly after treatment is important because with more effective treatment

regimens PFS will only be evaluable after a long observation period.
	
	· Proposed change : 

The availability of MRD data shortly after treatment is important because with more effective treatment regimens PFS will only be evaluable only after a long observation period.


	

	94 - 96

Although patients are more likely to reach MRD negativity with some therapies compared to others, for those patients that achieved MRD negativity by different therapies there appear to be no differences in terms of PFS or OS.
	
	· The sentence should be rephrased to better understand the correlation made between gain on MRD and PFS throughout treatments. 

· Proposed change : 

Although patients are more likely to reach MRD negativity with some therapies compared to others, for those patients that achieved MRD negativity by different therapies there appear to be no differences in terms of PFS or OS MRD negative patients reach similar gains in terms of PFS or OS regardless of therapy received.
	

	100 
	
	Comment: 
We suggest to clarify what is meant by ”unselected patient cohorts”
	

	101-102

The validation of MRD negativity as a surrogate endpoint requires that the treatment effect on this marker can explain quantitatively the treatment effect in terms of PFS. This remains to be shown.


	
	· The statement “This remains to be shown” implies that the guideline doesn't fully consider MRD as an accepted endpoint and that more data are needed before considering a definitive use of MRD as primary endpoint. Although it is acknowledged that additional data are required to more precisely predict PFS for a given MRD response rate, current data allow to quantitatively predict the PFS HR with a confidence interval acceptable to appropriately design phase 3 clinical trials.
· Proposed change : 

It is proposed to remove the following statement: 
This remains to be shown.

	

	103-104

Qualitatively available data are sufficiently convincing for MDR negativity to be used as an intermediate endpoint in randomised controlled trials.
	
	Propose to rephrase as follows indicating which references used to support this statement: 
Qualitatively Currently available data are qualitatively sufficiently convincing for MRD negativity to be used as a primary intermediate endpoint in randomised controlled trials (Boettcher et al, 2012) as long as the benefit in terms of long term efficacy can eventually be confirmed.
	

	106-107

A difference in MRD response rates can be used as primary evidence of clinical benefit to obtain early

licensure in randomised CLL trials…
	
	· The guidance should elaborate on the meaning of early licensure based on the current EU regulatory framework.


	

	106-107

A difference in MRD response rates can be used as primary evidence of clinical benefit to obtain early

licensure in randomised CLL trials…
	
	· The guideline indicates that “PFS confirmation will be obtained at a further analysis with the trial being prospectively powered for this purpose.”   This statement implies that PFS would have to be determined in the same study and does not allow for flexibility to confirm PFS benefit in a separate study.  In addition, enrolling a large number of patients to be able to confirm PFS in the same study years after MRD has been determined could be problematic in terms of patient retention.  Confirmation of clinical benefit in a separate study has been typically used for previously authorised products that have used surrogate endpoints for conditional marketing authorisation and should be considered in this context as well.
· Proposed change : 

A difference in MRD response rates can be used as primary evidence of clinical benefit to obtain early licensure.  in randomised CLL trials designed to show superiority in terms of PFS provided all the following conditions are met:

Study design and results 

• The difference in MRD response rate between study arms is large enough to predict that a relevant PFS benefit will appear on mature data

• PFS confirmation will be provided as a post approval measure at a further analysis with the trial being prospectively powered for this purpose or by the means of another well conducted trial to confirm the benefit in the initial trial. 


	

	110-111

The difference in MRD response rate between study arms is large enough to predict that a relevant PFS benefit will appear on mature data


	
	The guidance should provide some indication regarding the magnitude of the effect that the agency would expect to see between the study arms (e.g. minimal absolute difference to be observed) or advice whether this should be discussed as part of a product specific scientific advice.
	

	116-117

In case of early approval based on MRD response rate, an analysis of PFS would be required from the holder of the marketing authorisation in an agreed timeframe.
	
	Depending on timing, early approval could make it difficult to complete the study.
· Proposed change : 

If possible, it would be helpful to include guidance on how to maintain study compliance after approval. 
	

	Line 119

All patients with clinical CR should be assessed for MRD
	
	The guideline describes the option to use MRD as an ‘intermediate’ endpoint, with confirmation of benefit through an adequately powered endpoint. However, in line 117 it is recommended that MRD should only be analysed in patients with clinical CR, which would results in a combined endpoint of clinical CR with MRD negative status. As data have demonstrated that MRD negative status is also of benefit in patients with clinical PR, and MRD is rarely negative in patients with clinical SD or PD, we suggests consideration of MRD as an endpoint independent of clinical response. This recommendation is also supported by statistical analysis (see attached report) showing that including CR in the MRD definition does not improve the surrogacy vis a vis PFS.
· Proposed change : 

All patients should be assessed for MRD in blood. MRD analysis in bone marrow when available should be provided as part of the secondary analysis.
	

	124

MRD status should be measured by a standardised method with a quantitative lower limit of at least

< 10-4
	
	· We considerer that not only the sensitivity requires to be defined but also other parameters, like specificity and reproducibility. For each accepted method, there is a need for clear technical guidelines (similar to ESG-MRD-ALL guidelines for example)

· Proposed change : 

MRD status should be measured by a standardised method following guidelines that define specificity, sensitivity and reproducibility
	

	127
Measurement of MRD should be conducted at end-of-treatment response final staging assessment  (around 3 months after end of treatment) to fully represent the effect of treatment.
	
	This wording is based on the experience with historical chemotherapy regimens. Duration of therapy for newer targeted therapies may not have as directed timing for assessment. In continuous oral treatment regimens, e.g. Ibrutinib, Idelalisib formal end-of-treatment analysis is not possible as treatment is continuous. The selection of time point for assessment of MRD should be driven by mechanism of action of the drug and prior knowledge on the kinetics of responses of the drug from earlier clinical research and other timepoints should be defined as well. This principle should also apply to the setting of maintenance/ consolidation therapy.

· Proposed change : 

The time point for assessment of MRD should also take into account the mechanism of action of the drug and prior knowledge on the kinetics of responses of the drug from earlier clinical research. This principle should also apply to the setting of maintenance / consolidation therapy.


	

	126

A quality control scheme for all laboratories providing CLL MRD analysis will be required
	
	· We would also propose to clarify that the quality control scheme refers to a specific lab.

· Proposed change : 

A quality control scheme for eachall laboratoryies providing CLL MRD analysis in the clinical trial will be required.
	

	130 – 131

MRD response rate is defined as the proportion of patients in the ITT population in whom a clinical

complete response (CR) and MRD negative status is achieved following induction treatment in CLL.
	
	Comment:

 In a Global context of clinical development (specially in Orphan indication) it is important to recommend the guideline to clarify which International Guideline (s) are to be applied for response assessment with clear guidance on the requirement of imaging tests in the context of physical examination, symptoms, and blood tests

· Proposed change : 

Statement on the International Guidelines to be applied


	

	130-134

MRD response rate is defined as the proportion of patients in the ITT population in whom a clinical complete response (CR) and MRD negative status is achieved following induction treatment in CLL.

Patients who achieve clinical CR and MRD negative status at the end of treatment will be counted as

MRD responders
	
	· As previously mentioned, it is proposed to amend the definition of MRD.

· Proposed change : 

MRD response rate is defined as the proportion of patients in the ITT population in whom complete response (CR) and MRD negative status is achieved following induction treatment in CLL.


	

	134-135

Patients with missing MRD assessment and with MRD-positive status will be counted as MRD non-responders
	
	Comment:

Definition on patients in whom a MRD assessment is technically not possible, e.g. because no informative PCR / immune phenotype could be defined, should also be given.

· Proposed change : 

Include after missing MRD assessment: “(technically impossible, missing specimen)”


	

	136


	
	Comment: 

It is of interest to study the correlation in between MRD assessment in PB and BM. A recommendation should be provided to investigate such a correlation in future trials.

· Proposed change : 

For exploratory purposes, it is recommend to assess correlation between MRD in PB and BM systematically in new clinical trials.


	

	136-138

Exploratory analyses are recommended using different cut-offs for “MRD negativity” in patients with CR as well as PR. The prognostic value of different levels of MRD may also be explored
	
	The MRD test should be performed in all randomized patients. Separately, for agents with new MOA where lymphocytosis is part of pharmacological effect of the drug, the guideline should acknowledge the current lack of MRD data and discuss the need for data generation on MRD among patients with nodal PR or PR with lymphocytosis.

· Proposed change : 

Clarify per above


	

	136 - 143
	
	It is recommended to consider all settings as prospective trials are needed to determine whether additional therapy to convert CR/PR MRD positive into MRD negative is of significant clinical benefit. For example, improvement in MRD should be also investigated in maintenance/consolidation treatment after first line or second line treatment, particularly among patients with high risk CLL (e.g. deletion 17p and 11q, p53 mutation, IGVH and (2 microglobulin).

· Proposed change : 

For exploratory purposes, it is recommended that MRD status be assessed in all settings including maintenance and consolidation treatment after first line or second line therapy, particularly in patients with high risk CLL.
	

	140

For exploratory purposes, it is recommended that all patients responding to therapy (including PR) should have their MRD status assessed at least in peripheral blood.
	
	We suggest to delete this sentence given that the recommendation is to measure MRD in peripheral blood in all patients in the primary analysis.

For exploratory purposes, it is recommended that all patients responding to therapy (including PR) should have their MRD status assessed at least in peripheral blood. 
	

	142 – 144 

For patients that undergo allogeneic SCT, early MRD positivity is common probably due to the fact

the onset of graft-versus-leukaemia is not immediate. MRD negativity can be achieved several months after allogeneic SCT.
	
	We suggest to state ‘SCT’ in full and rephrase as below: 
Proposed change:
‘For patients that undergo allogeneic SCT, early MRD positivity is common probably due to the fact that the onset of graft-versus-leukaemia is not immediate. MRD negativity can be achieved several months after allogeneic SCT.’ 


	


Please add more rows if needed.
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