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	Section A : Clarification on effectiveness data
	Literature searches (clinical effectiveness)
	A 1.  Please provide the strategies used for the ClinicalTrials.gov search in Appendix D and the conference proceedings searches in Appendices D, G and H.
	MSD response:

	A 2.  No search terms relating to the VHL Natural History Study are included in the study design filters for clinical effectiveness.
	a) Please explain why terms for the VHL Natural History Study are not included in the study design filters for clinical effectiveness in Appendix D, given that the main comparator study is a natural history study.
	b) Given the above, please explain how the VHL Natural History Study was identified.
	MSD response:


	Literature searches (cost-effectiveness)
	A 3.  The search methods for all cost effectiveness and HRQoL searches (Appendices G and H) report a search of MEDLINE and Embase via Embase.com. Please confirm whether this refers to a search of Embase only, conducted on the understanding that it con...
	MSD response:

	A 4.  In the cost-effectiveness SLR, Table 125 appears to be a search of all PubMed records, rather than just MEDLINE In Process, as no limit (such as 'inprocess[sb]') appears to have been applied to only identify 'in process' records. Please confirm ...
	MSD response:

	A 5.  In Appendices G and H the update searches are for a narrower population than the original searches. The original searches are for all patients with VHL, whereas the update searches only identify records where VHL terms occur in conjunction with ...
	MSD response:

	A 6.  In Appendix G, the title of the update search for Embase.com states the search dates as being from July 1, 2020 to July 26, 2022. However, line #35 of the strategy appears to limit the results to records added since 01-06-2020. Please confirm wh...
	MSD response:

	A 7.  Please confirm the exact dates on which all the searches in Appendices G and H were conducted.
	MSD response:

	A 8.  The study design filter used in Appendix H for the original PubMed search appears to be much narrower in scope than the filter used on other databases. For example, the filters used in line #2 of Table 142 are much narrower than the filters in l...
	MSD response:


	Decision problem
	ï¿½ï¿½�A� �9�.� � �P�r�i�o�r�i�t�y�.� �T�a�b�l�e� �2� �s�t�a�t�e�s�:�  ˝�N�o� �t�r�e�a�t�m�e�n�t�s� �f�o�r� �a�d�v�a�n�c�e�d� �o�r� �m�e�t�a�s�t�a�t�i�c� �d�i�s�e�a�s�e� �a�r�e� �r�e�l�e�v�a�n�t� �a�s� �c�o�m�p�a�r�a�t�o�r�s� �a�s� �t�h�e�s�e� �w�o�u�l�d� �b�e� �u�s�e�d� �a�f�t�e�r� �t�r�e�a�t�m�e�n�t� �w�i�t�h� �b�e�l�z�u�t�i�f�a�n�.� �T�h�e� �p�u�r�p�o�s�e� �o�f� �b�e�l�z�u�t�i�f�a�n� �i�s� �t�o� �p�r�e�v�e�n�t� �t�u�m�o�u�r�s� �r�e�a�c�h�i�n�g� �t�h�e� �a�d�v�a�n�c�e�d� �o�r� �m�e�t�a�s�t�a�t�i�c� �s�.�.�.
	a) Please confirm that the population in the decision problem should be re-expressed as excluding advanced or metastatic stage.
	b) If this is not the case then please include evidence for advanced or metastatic stage with comparators appropriate for this stage, including monotherapy or combination therapy with immunotherapies or kinase inhibitors, as stated in the NICE scope.
	MSD response:

	ï¿½ï¿½�A� �1�0�.� � �P�r�i�o�r�i�t�y�.� �T�h�e� �c�o�m�p�a�n�y� �s�t�a�t�e�d�:�  ˝�W�h�i�l�e� �s�o�m�e� �p�a�t�i�e�n�t�s� �i�n� �t�h�e� �s�t�u�d�y� �a�l�s�o� �h�a�d� �V�H�L�-�a�s�s�o�c�i�a�t�e�d� �C�N�S� �h�e�m�a�n�g�i�o�b�l�a�s�t�o�m�a�s� �a�n�d�/�o�r� �V�H�L�-�a�s�s�o�c�i�a�t�e�d� �p�N�E�T�s�,� �a�l�l� �p�a�t�i�e�n�t�s� �h�a�d� �V�H�L�-�a�s�s�o�c�i�a�t�e�d� �R�C�C�.� �T�h�i�s� �t�h�e�r�e�f�o�r�e� �m�e�a�n�s� �t�h�a�t� �t�h�e� �p�o�p�u�l�a�t�i�o�n� �o�f� �t�h�e� �M�K�-�6�4�8�2�-�0�0�4� �s�t�u�d�y� �d�o�.�.�.
	a) Please clarify what the intended population in the decision problem is i.e., all three tumour types or at least one of them.
	b) Please explain the relevance of whether a tumour of is primary or not if no distinction is made in the MK-6482-004 study and the same treatment i.e., surgery is possible for both the type that defines the subgroup and any additional type in the CEA.
	c) Given that all patients in the MK-6482-004 study have an RCC tumour, please clarify whether the intended population of the decision problem must include an RCC tumour and if that has to be the primary tumour.
	d) Please specify the nature of the population in the decision problem and UK clinical practice in terms of the proportions of patients in each of the main tumour type combination subgroup:  RCC only, CNS only, pNET only, CNS+RCC, pNET+RCC, CNS+pNET, ...
	MSD Response:

	ï¿½ï¿½�A� �1�1�.� � �T�h�e� �d�e�c�i�s�i�o�n� �p�r�o�b�l�e�m� �(�T�a�b�l�e� �2�)� �d�o�e�s� �n�o�t� �m�e�n�t�i�o�n� �t�u�m�o�u�r� �t�y�p�e�s� �o�t�h�e�r� �t�h�a�n� �R�C�C�,� �C�N�S� �h�a�e�m�a�n�g�i�o�b�l�a�s�t�o�m�a�s� �o�r� �p�N�E�T�s�.� �H�o�w�e�v�e�r�,� �S�e�c�t�i�o�n�s� �B�.�2�.�4� �(�T�a�b�l�e� �1�2�)� �a�n�d� �B�.�2�.�7� �( ˝�O�t�h�e�r� �t�u�m�o�u�r�s ˛�)� �m�e�n�t�i�o�n� �p�a�r�t�i�c�i�p�a�n�t�s� �r�e�c�r�u�i�t�e�d� �t�o� �t�h�e� �M�K�-�6�4�8�2�-�0�0�4� �s�t�u�d�y� �h�a�v�i�n�g�:� �n�o�n� �p�N�E�.�.�.
	MSD Response:

	ï¿½ï¿½�A� �1�2�.� � �P�r�i�o�r�i�t�y�.� �I�n� �T�a�b�l�e� �2� �o�f� �t�h�e� �d�e�c�i�s�i�o�n� �p�r�o�b�l�e�m�,� �r�e�g�a�r�d�i�n�g� �p�o�p�u�l�a�t�i�o�n�,� �t�h�e� �c�o�m�p�a�n�y� �s�t�a�t�e�s�  ˝�A�d�u�l�t� �p�a�t�i�e�n�t�s� �w�i�t�h� �v�o�n� �H�i�p�p�e�l�-�L�i�n�d�a�u� �(�V�H�L�)� �d�i�s�e�a�s�e� �w�h�o� �r�e�q�u�i�r�e� �t�h�e�r�a�p�y� �f�o�r� �V�H�L� �a�s�s�o�c�i�a�t�e�d� �r�e�n�a�l� �c�e�l�l� �c�a�r�c�i�n�o�m�a� �(�R�C�C�)�,� �c�e�n�t�r�a�l� �n�e�r�v�o�u�s� �s�y�s�t�e�m� �(�C�N�S�)� �h�e�m�a�n�g�i�o�.�.�.
	a) Please clarify that not requiring immediate surgery is the same as not requiring therapy. Please clarify that the implication of this particular form of misalignment is that the patients in the MK-6482-004 study are at an earlier and less severe st...
	ï¿½ï¿½�b�)� �P�l�e�a�s�e� �c�l�a�r�i�f�y� �t�h�a�t� �t�h�e� �i�m�p�l�i�c�a�t�i�o�n� �o�f� �t�h�e� �m�i�s�a�l�i�g�n�m�e�n�t� �i�n�  ˘�f�o�r� �w�h�o�m� �l�o�c�a�l�i�s�e�d� �p�r�o�c�e�d�u�r�e�s� �a�r�e� �u�n�s�u�i�t�a�b�l�e� �o�r� �u�n�d�e�s�i�r�a�b�l�e ˇ� �i�s� �a�l�s�o� �t�h�a�t� �t�h�e� �p�a�t�i�e�n�t�s� �i�n� �t�h�e� �M�K�-�6�4�8�2�-�0�0�4� �s�t�u�d�y� �a�r�e� �a�t� �a�n� �e�a�r�l�i�e�r� �a�n�d� �l�e�s�s� �s�e�v�e�r�e� �s�t�a�g�e� �o�f� �d�i�s�e�a�s�e� �t�h�a�n� �t�h�o�s�e� �i�n� �t�h�e� �d�e�c�i�s�i�o�.�.�.
	c) Please clarify that there is a misalignment in having sufficient organ function with the decision problem population.
	d) Please explain how the eligibility criteria applied to the VHL Natural history study improve alignment with the MK-6482-004 study in terms of these three criteria i.e. requiring therapy, localised procedures being unsuitable or undesirable and havi...
	ï¿½ï¿½�e�)� �O�n�e� �o�f� �t�h�e� �e�x�c�l�u�s�i�o�n� �c�r�i�t�e�r�i�a� �a�p�p�l�i�e�d� �t�o� �t�h�e� �M�K�-�6�4�8�2�-�0�0�4� �s�t�u�d�y� �i�s�:�  ˝�R�C�C� �t�u�m�o�u�r� �g�r�e�a�t�e�r� �t�h�a�n� �3�.�0� �c�m� �t�h�a�t� �r�e�q�u�i�r�e�s� �i�m�m�e�d�i�a�t�e� �s�u�r�g�i�c�a�l� �i�n�t�e�r�v�e�n�t�i�o�n ˛� �a�n�d� �t�h�e� �V�H�L� �N�a�t�u�r�a�l� �h�i�s�t�o�r�y� �s�t�u�d�y� �i�s�:�  ˝�I�f� �t�h�e� �l�a�r�g�e�s�t� �r�e�n�a�l� �s�o�l�i�d� �t�u�m�o�r� �a�t� �p�a�t�i�e�n�t�-�l�e�v�e�l� �i�n�d�e�x� �d�a�t�e� �i�s�.�.�.
	f) Please clarify that there is no inclusion criterion for sufficient organ function applied to the VHL Natural history study. If this is the case, then please discuss the implications of this mismatch with the  MK-6482-004 study, and, if possible, ex...
	MSD response:

	ï¿½ï¿½�A� �1�3�.� � �P�r�i�o�r�i�t�y�.� �T�h�e� �n�a�t�u�r�e� �o�f� �c�o�m�p�a�r�a�t�o�r�s� �i�s� �n�o�t� �c�l�e�a�r� �f�o�r� �a�l�l� �s�u�b�g�r�o�u�p�s� �b�a�s�e�d� �o�n� �t�u�m�o�u�r� �t�y�p�e�/�c�o�m�b�i�n�a�t�i�o�n� �o�f� �d�i�f�f�e�r�e�n�t� �t�u�m�o�u�r� �t�y�p�e�s� �(�s�e�e� �Q�u�e�s�t�i�o�n� �A�1�0�.�)�.� �O�n� �p�a�g�e� �1�3�1� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �s�t�a�t�e�d� �t�h�a�t�  ˝�I�n� �r�o�u�t�i�n�e� �c�l�i�n�i�c�a�l� �p�r�a�c�t�i�c�e�,� �t�h�e� �d�e�c�i�s�i�o�n� �p�o�i�n�t� �f�o�r� �a� �.�.�.
	a) Please clarify whether options 1) and 2) above in some proportions define the comparator generally.
	b) Please provide information on the nature of relevant comparators for patients in subgroups based on tumour type/combination of different tumour types, e.g., if a patient has more than one tumour type then the comparator might best be described by t...
	c) Related to the above, please explain the rationale for selection of comparators for patients in subgroups based on tumour type/combination of different tumour types.
	d) Please provide estimates for the percentage of patients receiving surgery as opposed to active surveillance in subgroups based on tumour type/combination of different tumour types, as would be expected to be SoC in the UK.
	MSD response:

	ï¿½ï¿½�A� �1�4�.� � �A� �g�e�n�e�r�a�l� �d�e�f�i�n�i�t�i�o�n� �o�f� �t�h�e� �t�e�r�m�  ˝�l�o�c�a�l�i�s�e�d� �p�r�o�c�e�d�u�r�e�s ˛� �i�s� �p�r�o�v�i�d�e�d� �i�n� �T�a�b�l�e� �1� �o�f� �D�o�c�u�m�e�n�t� �B�.
	ï¿½ï¿½�a�)� �P�l�e�a�s�e� �p�r�o�v�i�d�e� �s�p�e�c�i�f�i�c� �d�e�f�i�n�i�t�i�o�n�s� �o�f� �t�h�e�  ˝�l�o�c�a�l�i�s�e�d� �p�r�o�c�e�d�u�r�e�s ˛� �t�h�a�t� �a�r�e� �r�e�l�e�v�a�n�t� �f�o�r� �e�a�c�h� �p�a�t�i�e�n�t� �s�u�b�g�r�o�u�p� �b�a�s�e�d� �o�n� �t�u�m�o�u�r� �t�y�p�e�/�c�o�m�b�i�n�a�t�i�o�n� �o�f� �t�u�m�o�u�r� �t�y�p�e�s�.
	MSD response


	Systematic review
	A 15.  Priority. Table 109, Appendix D, states that any intervention might be included, but does not mention best supportive care in the Interventions criterion for the SLR. Also, the comparator evidence is from a natural history study, where natural ...
	a) Please clarify whether the VHL Natural History study was retrieved as part of the SLR.
	b)  Please clarify whether the SLR was designed in such a way that all natural history (or non-intervention) studies could have been found (see also Question A2).
	c)  If the SLR was not designed in this way then please conduct another SLR to ensure that all studies in the population in the scope, interventional and non-interventional, of any treatment or no treatment, BSC or natural history are found and fully ...
	MSD response:

	A 16.  Priority. Only the VHL Natural History study was included in the clinical effectiveness section. However, in the cost effectiveness model other sources of data for the comparator were used: retrospective analysis of the pre-treatment phase of M...
	a) Study design
	b) Baseline characteristics, including proportion of patients in each of the tumour type combination subgroups (see question A10).
	c) Treatment description, including type of surgery
	d) All outcomes, including incidence of VHL-related surgeries, including by tumour type combination subgroups (see questions A10)
	e) A comparison of these studies and their outcomes with reference to applicability to the UK and comparability to the treatment phase of MK-682-004
	MSD response:

	ï¿½ï¿½�A� �1�7�.� � �I�n� �A�p�p�e�n�d�i�x� �D� �t�h�e� �c�o�m�p�a�n�y� �s�t�a�t�e�d� �t�h�a�t� �t�h�e� �s�y�s�t�e�m�a�t�i�c� �r�e�v�i�e�w� �w�a�s� �c�o�n�d�u�c�t�e�d�  ˝�t�o� �i�d�e�n�t�i�f�y� �r�e�l�e�v�a�n�t� �s�t�u�d�i�e�s� �t�h�a�t� �i�n�v�e�s�t�i�g�a�t�e�d� �B�e�l�z�u�t�i�f�a�n� �a�n�d� �a�n�y� �r�e�l�e�v�a�n�t� �c�o�m�p�a�r�a�t�o�r� �t�r�e�a�t�m�e�n�t�s� �f�o�r� �t�h�e� �i�n�d�i�c�a�t�i�o�n� �o�f� �i�n�t�e�r�e�s�t� �f�o�r� �t�h�i�s� �a�p�p�r�a�i�s�a�l� �a�s� �d�e�s�c�r�i�b�e�d� �i�n� �T�a�b�l�e� �.�.�.
	a) Please explain and clarify why only one citation out of 26 was included. How and why did the other 25 citations (Table 110) meet the inclusion criteria for the systematic literature review, but were then excluded from the results and findings?
	b) It appears that some of the studies listed in Table 110 may have provided relevant data on natural history or comparator interventions e.g., Chan et al. (2022) and Ploussard et al. (2007). Please confirm whether all 25 studies were checked for havi...
	ï¿½ï¿½�c�)� �T�a�b�l�e� �1�1�1� �o�f� �A�p�p�e�n�d�i�x� �D� �l�i�s�t�s�  ˝ &�s�t�u�d�i�e�s� �i�n�i�t�i�a�l�l�y� �e�x�c�l�u�d�e�d� �a�f�t�e�r� �f�u�l�l�-�t�e�x�t� �s�c�r�e�e�n�i�n�g ˛�.� �A�s� �a�b�o�v�e�,� �i�t� �i�s� �p�o�s�s�i�b�l�e� �t�h�a�t� �s�o�m�e� �o�f� �t�h�e�s�e� �s�t�u�d�i�e�s� �c�o�u�l�d� �h�a�v�e� �p�r�o�v�i�d�e�d� �d�a�t�a� �o�n� �n�a�t�u�r�a�l� �h�i�s�t�o�r�y� �o�r� �c�o�m�p�a�r�a�t�o�r�s� �t�o� �B�e�l�z�u�t�i�f�a�n�.� �E�.�g�.�,� �i�t� �i�s� �n�o�t� �c�l�e�a�r� �w�h�y� �J�o�l�y� �e�t� �a�.�.�.
	MSD Response:

	A 18.  Appendix H reports methods and results for an SLR of HRQoL studies. The review was initially conducted during July 2020 and updated July 2022. Please explain why the study selection criteria (Tables 147 and 148 of Appendix H) differed between t...
	MSD response:

	ï¿½ï¿½�A� �1�9�.� � �T�a�b�l�e� �1�0�9� �( ˝�O�t�h�e�r ˛� �i�n�c�l�u�s�i�o�n� �c�r�i�t�e�r�i�a�)� �i�n�d�i�c�a�t�e�s� �t�h�a�t� �o�n�l�y� �s�t�u�d�i�e�s� �p�u�b�l�i�s�h�e�d� �i�n� �E�n�g�l�i�s�h� �l�a�n�g�u�a�g�e� �w�e�r�e� �i�n�c�l�u�d�e�d� �i�n� �t�h�e� �S�L�R�.
	a)  Please provide the number of relevant studies omitted from the review because of being published in non-English languages.
	b)  Please consider the impact of exclusion of studies published in non-English languages on the estimates in the submission.
	MSD response:

	A 20.  Please describe the process used for data extraction and risk of bias assessment of the included studies (for intervention and comparator data). Please state:
	a)  For each process, how many reviewers were involved and the methods for resolving disagreements.
	b)  Please provide the a priori plan for data extraction (i.e., what types of data were extracted?).
	c)  The Cochrane risk of bias tool is not suitable for non-comparative studies. Please provide a risk of bias assessment for all included intervention and comparator studies, using checklists suitable for the respective study designs.
	MSD response:


	Clinical effectiveness evidence
	A 21.  Priority. Please clarify whether the MK-6482-004 trial population is representative for the UK patient population. Please compare trial and UK patient characteristics for all three subgroups.
	MSD response:

	A 22.  Priority. In Table 16, please add the number of patients in each subgroup used to get the estimated efficacy results. Please also clarify if the efficacy measures (e.g., ORR) are based on subgroup-specific tumours: for example, in the subgroup ...
	MSD response:

	ï¿½ï¿½�A� �2�3�.� � �T�h�e� �p�o�p�u�l�a�t�i�o�n� �i�n� �t�h�e� �d�e�c�i�s�i�o�n� �p�r�o�b�l�e�m� �i�s� �d�e�f�i�n�e�d� �a�s�:�  ˝�V�H�L� �a�d�u�l�t� �p�a�t�i�e�n�t�s� �w�h�o� �r�e�q�u�i�r�e� �t�h�e�r�a�p�y� �f�o�r� �V�H�L� �a�s�s�o�c�i�a�t�e�d� �R�C�C�,� �C�N�S� �h�e�m�a�n�g�i�o�b�l�a�s�t�o�m�a�s�,� �p�N�E�T�,� �a�n�d� �f�o�r� �w�h�o�m� �l�o�c�a�l�i�s�e�d� �p�r�o�c�e�d�u�r�e�s� �a�r�e� �u�n�s�u�i�t�a�b�l�e� �o�r� �u�n�d�e�s�i�r�a�b�l�e�. ˛� �H�o�w�e�v�e�r�,� �t�h�e� �M�K�-�6�4�8�2�-�0�0�4� �t�r�i�a�l� �.�.�.
	MSD response:

	A 24.  It appears that the MK-6482-004 study did not estimate overall survival. Please perform an analysis of overall survival, even if data are immature.
	MSD response:

	A 25.  The presentation of baseline and outcome data on subgroups in MK-6482-004 according to different combinations of tumour type is incomplete (as indicated in Section B.2.7, p83 of Document B).
	a)  Please provide all baseline and outcome data for the subgroup of patients with RCC and CNS haemangioblastomas and pNETs (n=17)
	b)  Please provide all baseline and outcome data for the subgroup of patients with RCC and CNS haemangioblastomas but not pNETs (n=33)
	c)  Please provide all baseline and outcome data for the subgroup of patients with RCC and pNETs but not CNS haemangioblastomas (n=5)
	MSD response:

	ï¿½ï¿½�A� �2�6�.� � �T�h�e� �t�e�r�m�  ˝�p�r�i�m�a�r�y� �t�u�m�o�u�r ˛� �h�a�s� �d�i�f�f�e�r�e�n�t� �d�e�f�i�n�i�t�i�o�n�s� �w�i�t�h�i�n� �t�h�e� �d�o�c�u�m�e�n�t�a�t�i�o�n�.� �E�.�g�.�,�  ˝ &�t�u�m�o�u�r� �w�i�t�h� �t�h�e� �g�r�e�a�t�e�s�t� �b�u�r�d�e�n� �o�n� �t�h�e� �p�a�t�i�e�n�t & ˛� �(�p�1�3�2�)� �a�n�d�  ˝ &�h�i�g�h�e�s�t� �r�i�s�k� �t�u�m�o�u�r� �s�i�t�e &�w�h�e�r�e� �t�u�m�o�u�r�s� �a�r�e� �l�i�k�e�l�y� �t�o� �b�e� �m�o�s�t� �p�r�o�g�r�e�s�s�e�d ˛� �(�p�1�3�3�)�.� �I�n� �a�d�d�i�t�i�o�n�,� �o�n�.�.�.
	ï¿½ï¿½�a�)� � �P�l�e�a�s�e� �p�r�o�v�i�d�e� �a� �c�l�e�a�r� �d�e�f�i�n�i�t�i�o�n� �o�f� �t�h�e� �t�e�r�m�  ˝�p�r�i�m�a�r�y� �t�u�m�o�u�r ˛
	b)  In relation to subgroups including patients with more than one type of tumour, please explain which is the primary tumour for all patients.
	MSD Response:

	A 27.  In terms of baseline data:
	a)  Please provide the number of each type of tumour per patient.
	b)  Please provide the number and type of VHL-associated tumours per patient
	c)  In Table 11 of Document B, the information on the number of patients with pancreatic lesions is discrepant with the published paper (Jonasch et al. NEJM 2021): n=32 versus n=61 patients respectively. Please clarify the correct number.
	MSD response:

	ï¿½ï¿½�A� �2�8�.� � �S�e�c�t�i�o�n� �B�.�2�.�4� �(�T�a�b�l�e� �1�2�)� �a�n�d� �S�e�c�t�i�o�n� �B�.�2�.�7� �( ˝�O�t�h�e�r� �t�u�m�o�u�r�s ˛�)� �m�e�n�t�i�o�n�s� �p�a�r�t�i�c�i�p�a�n�t�s� �r�e�c�r�u�i�t�e�d� �t�o� �t�h�e� �M�K�-�6�4�8�2�-�0�0�4� �s�t�u�d�y� �h�a�v�i�n�g� �t�u�m�o�u�r� �t�y�p�e�s� �o�t�h�e�r� �t�h�a�n� �R�C�C�,� �C�N�S� �h�a�e�m�a�n�g�i�o�b�l�a�s�t�o�m�a�s� �a�n�d� �p�N�E�T�s�.� �T�h�e�s�e� �i�n�c�l�u�d�e�:� �n�o�n� �p�N�E�T� �p�a�n�c�r�e�a�t�i�c� �l�e�s�i�o�n�s� �(�n�u�m�b�e�r� �o�f� �p�a�.�.�.
	a) Please confirm the number of evaluable and non-evaluable participants for each of the above tumour types.
	ï¿½ï¿½�b�)� �P�l�e�a�s�e� �d�e�f�i�n�e�  ˝�e�v�a�l�u�a�b�l�e ˛� �a�n�d�  ˝�n�o�n�-�e�v�a�l�u�a�b�l�e ˛� �i�n� �t�h�e� �c�o�n�t�e�x�t� �o�f� �t�h�e�s�e� �t�u�m�o�u�r� �t�y�p�e�s�.
	ï¿½ï¿½�c�)� �P�l�e�a�s�e� �e�x�p�l�a�i�n� �h�o�w� �t�h�e�s�e� �o�t�h�e�r� �t�u�m�o�u�r� �t�y�p�e�s� �r�e�l�a�t�e� �t�o�  ˝�p�r�i�m�a�r�y ˛� �a�n�d�  ˝�n�o�n�-�p�r�i�m�a�r�y ˛� �t�u�m�o�u�r�s� �t�h�a�t� �a�r�e� �m�e�n�t�i�o�n�e�d� �e�l�s�e�w�h�e�r�e� �i�n� �t�h�e� �s�u�b�m�i�s�s�i�o�n�.
	d) Please explain the impact on treatment effect of the distribution of these other tumours within the study population.
	MSD response:


	Indirect treatment comparison (ITC)
	ï¿½ï¿½�A� �2�9�.� � �P�r�i�o�r�i�t�y�.� �T�h�e� �c�o�m�p�a�n�y� �s�t�a�t�e� �t�h�a�t�:�  ˝�A�s� �a� �l�i�m�i�t�a�t�i�o�n�,� �i�t� �w�a�s� �n�o�t� �f�e�a�s�i�b�l�e� �u�s�i�n�g� �t�h�e� �a�v�a�i�l�a�b�l�e� �N�a�t�u�r�a�l� �H�i�s�t�o�r�y� �S�t�u�d�y� �d�a�t�a� �t�o� �i�d�e�n�t�i�f�y� �w�h�e�t�h�e�r� �p�a�t�i�e�n�t�s� �i�n� �t�h�e�s�e� �s�u�b�s�e�t�s� �h�a�d� �C�N�S� �h�e�m�a�n�g�i�o�b�l�a�s�t�o�m�a� �a�n�d� �p�N�E�T� �a�t� �t�h�e� �p�a�t�i�e�n�t�-�l�e�v�e�l� �i�n�d�e�x� �d�a�t�e� �(�i�.�e�.�,� �i�t� �w�a�s�.�.�.
	MSD response:

	ï¿½ï¿½�A� �3�0�.� � �P�r�i�o�r�i�t�y�.� �T�a�b�l�e� �3�7� �s�t�a�t�e�s� �t�h�a�t� �t�h�e� �o�u�t�c�o�m�e� �f�o�r� �t�h�e� �I�T�C� �w�a�s�:�  ˝�E�x�p�o�n�e�n�t�i�a�l� �r�a�t�e� �p�a�r�a�m�e�t�e�r� �f�o�r� �t�h�e� �c�a�u�s�e�-�s�p�e�c�i�f�i�c� �h�a�z�a�r�d�s� �o�f� �p�r�e�-�s�u�r�g�e�r�y� !ï¿½� �1�s�t� �s�u�r�g�e�r�y ˛�.� �H�o�w�e�v�e�r�,� �i�t� �i�s� �n�o�t� �c�l�e�a�r� �w�h�e�t�h�e�r� �t�h�e� �d�a�t�a� �u�s�e�d� �t�o� �e�s�t�i�m�a�t�e� �t�h�i�s� �r�a�t�e� �i�n�c�l�u�d�e�s� �2�n�d� �s�u�r�g�e�r�y� �(�a�c�c�.�.�.
	a) Please provide the data for both intervention and comparator used for the ITC, including whether 1st or 2nd or 3rd surgery.
	b) If 2nd or 3rd surgeries included, then please redefine the outcome as rate of surgery (any number).
	MSD response:

	A 31.  Priority. The company stated that they performed a MAIC. However, the comparator (natural history) data appear to have been adjusted (see Tables 34, 35 and 36), which can only be done by access to the individual patient data of the comparator s...
	ï¿½ï¿½�a�)� � �P�l�e�a�s�e� �e�x�p�l�a�i�n� �w�h�y� �p�o�p�u�l�a�t�i�o�n� �a�d�j�u�s�t�m�e�n�t� �w�a�s� �c�h�o�s�e�n� �i�n�s�t�e�a�d� �o�f� �I�P�D�  �� �b�a�s�e�d� �a�n�a�l�y�s�e�s�,� �w�h�i�c�h� �a�l�s�o� �i�n�c�l�u�d�e� �p�r�o�p�e�n�s�i�t�y�-�s�c�o�r�e� �w�e�i�g�h�t�i�n�g�.� �I�n� �d�o�i�n�g� �s�o�,� �r�e�f�e�r� �t�o� �T�S�D�s� �1�7� �a�n�d� �1�8�.
	b)  Please explain why a MAIC was chosen as the method of adjustment as opposed to other methods such as simulated treatment comparison (STC).
	c) Please explain why the list of covariates adjusted for the VHL-CNS Hb and pNET cohorts did not include tumour size, as was the case for the VHL-RCC cohort and why the number of all surgery types was not included in all subgroups.
	d)  Please follow the recommendations of TSD 17 in conducting and deciding on the methodology of IPD-based adjustment analyses.
	i.  Please provide all validity check information e.g. degree of overlap, as required by the QuEENS checklist.
	ii.  Please consider the use of more than one methodology, depending on assessment of validity.
	iii. Please consider all subgroups as determined by the answer to questions A10d and all covariates as determined by prognostic or treatment effect.

	MSD response:

	A 32.  Priority. Only the VHL Natural History study was used for the MAIC.
	a) Please perform all analyses requested in question A31 using the pre-treatment phase of MK-6482-004 and the Optum Clinformatics Data Mart claims study as a source of comparator data.
	b) Please compare and contrast the results of these analyses.
	MSD response:


	Adverse events
	ï¿½ï¿½�A� �3�3�.� � �I�n� �A�p�p�e�n�d�i�x� �F� �t�h�e� �c�o�m�p�a�n�y� �s�t�a�t�e�s�:�  ˝�T�w�o� �d�e�a�t�h�s� �d�u�e� �t�o� �A�E� �o�c�c�u�r�r�e�d� �d�u�r�i�n�g� �t�h�e� �s�t�u�d�y�.� �O�n�e� �w�a�s� �a� �s�u�i�c�i�d�e� �a�n�d� �t�h�e� �o�t�h�e�r� �w�a�s� �d�u�e� �t�o� �f�e�n�t�a�n�y�l� �t�o�x�i�c�i�t�y� �t�h�a�t� �w�a�s� �r�e�p�o�r�t�e�d� �1�2�7� �d�a�y�s� �a�f�t�e�r� �t�h�e� �p�a�r�t�i�c�i�p�a�n�t� �s�t�a�r�t�e�d� �b�e�l�z�u�t�i�f�a�n� �a�n�d� �w�a�s� �r�e�p�o�r�t�e�d� �a�s� �n�o�t� �r�e�l�a�t�e�d� �.�.�.
	e) Please explain how the company (investigator) can be confident that the toxicity was not caused by the study drug, and was as implied, a result of other sources. Especially considering that the company states adverse events leading to discontinuati...
	f) Furthermore, if the toxicity was a result of a non-study drug, would this imply other participants could perhaps have been taking additional medication, and if so, would this contaminate overall findings?
	MSD response:



	Section B : Clarification on cost-effectiveness data
	Economic analysis
	B 1.  Priority. To reflect the population in the decision problem in terms of each tumour type combination subgroup, as requested in question A10d, please repeat the cost-effectiveness analyses using for each subgroup of patients, subgroup-specific mo...
	MSD response:


	Conceptual model
	B 2.   Priority. Please answer the following questions about the (conceptual) model structure:
	a) Please provide more description about how the health states in the model were defined (e.g., if these are based on primary tumour or not) and align this with the health states in the electronic model (there is a mismatch between the model described...
	b) Please clarify how disease progression is defined, how it is included in the model, what is the relationship with metastatic disease and if it is one of the reasons for having surgery.
	ï¿½ï¿½�c�)� �O�n� �p�a�g�e� �1�3�2� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �m�e�n�t�i�o�n�e�d� �t�h�a�t�  ˝�E�a�c�h� �p�r�i�m�a�r�y� �t�u�m�o�u�r� �s�i�t�e� �i�.�e�.� �t�h�e� �V�H�L�-�R�C�C�,� �V�H�L�-�C�N�S� �H�b�,� �o�r� �V�H�L�-�p�N�E�T� �t�u�m�o�u�r� �w�i�t�h� �t�h�e� �g�r�e�a�t�e�s�t� �b�u�r�d�e�n� �o�n� �t�h�e� �p�a�t�i�e�n�t� �i�s� �m�o�d�e�l�l�e�d� �a�s� �a� �s�e�p�a�r�a�t�e� �c�o�h�o�r�t� �u�s�i�n�g� �t�h�e� �s�a�m�e� �m�o�d�e�l� �s�t�r�u�c�t�u�r�e ˛�.� �T�h�i�s� �s�u�g�g�e�s�t�s� �t�h�a�t� �i�n� �t�.�.�.
	ï¿½ï¿½�d�)� �A�l�s�o�,� �o�n� �p�a�g�e� �1�3�2� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �m�e�n�t�i�o�n�e�d� �t�h�a�t�  ˝�A�l�t�h�o�u�g�h� �t�h�e� �i�n�c�i�d�e�n�c�e� �o�f� �n�o�n�-�p�r�i�m�a�r�y� �t�u�m�o�u�r�s�,� �a�n�d� �t�h�e�r�e�f�o�r�e� �r�e�l�a�t�e�d� �s�u�r�g�e�r�i�e�s�,� �i�s� �c�a�p�t�u�r�e�d� �i�n� �t�h�e� �m�o�d�e�l�,� �t�h�e� �a�d�d�i�t�i�o�n�a�l� �b�u�r�d�e�n� �o�n� �c�o�s�t�s� �a�n�d� �q�u�a�l�i�t�y� �o�f� �l�i�f�e� �o�f� �h�a�v�i�n�g� �m�u�l�t�i�p�l�e� �t�u�m�o�u�r� �m�a�n�i�f�e�s�t�a�t�i�o�n�s�.�.�.
	ï¿½ï¿½�e�)� �P�l�e�a�s�e� �c�l�a�r�i�f�y� �t�h�e� �f�o�l�l�o�w�i�n�g� �s�e�n�t�e�n�c�e�s� �o�n� �p�a�g�e� �1�3�3� �o�f� �t�h�e� �C�S�:�  ˝�T�h�e� �c�o�s�t� �a�n�d� �h�e�a�l�t�h� �i�m�p�l�i�c�a�t�i�o�n�s� �o�f� �s�u�r�g�e�r�i�e�s� �f�o�r� �n�o�n�-�p�r�i�m�a�r�y� �t�u�m�o�u�r�s� �a�s� �w�e�l�l� �a�s� �t�h�e�i�r� �a�s�s�o�c�i�a�t�e�d� �c�o�m�p�l�i�c�a�t�i�o�n�s� �w�e�r�e� �r�e�f�l�e�c�t�e�d� �a�s� �p�e�r�-�e�v�e�n�t� �c�o�s�t�s� �a�n�d� �Q�A�L�Y� �d�e�c�r�e�m�e�n�t�s� �a�p�p�l�i�e�d� �o�n� �i�n�c�i�d�e�n�c�.�.�.
	ï¿½ï¿½�f�)� �O�n� �p�a�g�e� �1�3�4� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �m�e�n�t�i�o�n�e�d� �t�h�a�t�  ˝�t�h�e� �p�r�e�-�s�u�r�g�e�r�y� �h�e�a�l�t�h� �s�t�a�t�e� �d�e�s�c�r�i�b�e�s� �p�a�t�i�e�n�t�s� �w�h�o� �h�a�v�e� �n�o�t� �h�a�d� �s�u�r�g�e�r�y� �s�i�n�c�e� �b�e�l�z�u�t�i�f�a�n� �t�r�i�a�l� �i�n�i�t�i�a�t�i�o�n�,� �a�n�d� �f�o�r� �t�h�e� �p�u�r�p�o�s�e�s� �o�f� �t�h�e� �e�c�o�n�o�m�i�c� �a�n�a�l�y�s�i�s�,� �t�h�e� �t�r�e�a�t�m�e�n�t� �d�e�c�i�s�i�o�n� �p�o�i�n�t�.� �T�h�e� �m�a�j�o�r�i�t�y� �o�f� �p�a�.�.�.
	ï¿½ï¿½�g�)� �O�n� �p�a�g�e� �1�3�5� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �m�e�n�t�i�o�n�e�d� �t�h�a�t�  ˝�T�o� �m�i�t�i�g�a�t�e� �t�h�i�s� �l�i�m�i�t�a�t�i�o�n� �w�h�i�l�e� �a�c�c�o�u�n�t�i�n�g� �f�o�r� �p�r�a�c�t�i�c�a�l� �d�a�t�a� �c�o�n�s�t�r�a�i�n�t�s�,� �f�u�n�c�t�i�o�n�a�l�i�t�y� �w�a�s� �i�n�c�o�r�p�o�r�a�t�e�d� �i�n�t�o� �t�h�e� �M�a�r�k�o�v� �s�t�r�u�c�t�u�r�e� �t�o� �t�r�a�c�k� �t�h�e� �o�c�c�u�r�r�e�n�c�e� �o�f� �c�e�r�t�a�i�n� �i�m�p�o�r�t�a�n�t� �c�l�i�n�i�c�a�l� �e�v�e�n�t�s�.� �S�p�e�c�i�f�i�.�.�.
	h) Given the lack of data and the large number of assumptions needed to populate the model, please justify why a simpler model structure (e.g., partition survival model) was not considered.
	MSD response:

	ï¿½ï¿½�B� �3�.� � �P�r�i�o�r�i�t�y�.� �O�n� �p�a�g�e� �1�5�3� �o�f� �t�h�e� �C�S� �i�t� �i�s� �s�t�a�t�e�d� �t�h�a�t� �t�h�e� �T�P� �f�r�o�m� �p�r�e�-�s�u�r�g�e�r�y� !ï¿½� �m�e�t�a�s�t�a�t�i�c� �d�i�s�e�a�s�e� �f�o�r� �t�h�e� �V�H�L�-�C�N�S� �H�b� �c�o�h�o�r�t� �(�i�.�e�.� �m�e�t�a�s�t�a�s�e�s� �f�o�r� �n�o�n�-�p�r�i�m�a�r�y� �t�u�m�o�u�r�s�)� �i�n� �t�h�e� �b�e�l�z�u�t�i�f�a�n� �a�r�m� �w�a�s� �e�s�t�i�m�a�t�e�d� �b�y� �a�s�s�u�m�i�n�g� �t�h�e� �p�e�r�c�e�n�t�a�g�e� �r�e�d�u�c�t�i�o�n� �(�b�e�l�z�u�t�i�f�.�.�.
	MSD response:


	Comparator
	ï¿½ï¿½�B� �4�.� � �P�r�i�o�r�i�t�y�.� �T�h�e� �C�S� �o�n� �p�a�g�e� �1�4�1� �f�o�r� �S�o�C� �s�t�a�t�e�s�:�  ˝�F�o�r� �V�H�L�-�R�C�C� �a�n�d� �V�H�L�-�p�N�E�T� �c�o�h�o�r�t�s�,� �i�m�m�e�d�i�a�t�e� �s�u�r�g�e�r�y� �i�s� �a�s�s�u�m�e�d� �f�o�r� �9�0�%� �o�f� �p�a�t�i�e�n�t�s�.� �F�o�r� �V�H�L�-�C�N�S� �H�b�,� �i�m�m�e�d�i�a�t�e� �s�u�r�g�e�r�y� �i�s� �a�s�s�u�m�e�d� �f�o�r� �5�0�%� �o�f� �p�a�t�i�e�n�t�s�;� �h�o�w�e�v�e�r�,� �t�h�e� �o�u�t�c�o�m�e�s� �a�s�s�o�c�i�a�t�e�d� �w�i�t�h� �s�u�r�g�e�r�y� �i�s� �.�.�.
	a) Please provide a clear and detailed description of the comparators in each subgroup that should be used in the model with reference to the answers to question A13.
	b) Please justify the need for immediate surgery in the context of the answers to questions A12 and A13.
	c) Please clarify whether there is active surveillance for CNS Hb or not, and why it is claimed that the risk of metastatic disease and/or other symptoms of tumour burden is particularly increased in CNS Hb tumours.
	d) Please provide objective evidence for the percentages mentioned above. If any evidence is lacking, then please provide clinical expert opinion including  a report of elicitation methods.
	ï¿½ï¿½�e�)� �T�h�e� �p�a�t�i�e�n�t�s� �w�h�o� �r�e�c�e�i�v�e� �S�o�C� �a�r�e� �d�e�s�c�r�i�b�e�d� �a�s� �t�h�o�s�e� �w�h�e�r�e�  ˝�i�m�m�e�d�i�a�t�e� �s�u�r�g�e�r�y� �i�s� �n�e�c�e�s�s�a�r�y ˛� �(�p�.� �1�5�7�)�.� �I�f� �t�h�e� �s�u�r�g�e�r�y� �r�e�s�u�l�t�s� �i�n�  ˝�l�o�s�s� �o�f� �o�r�g�a�n� �f�u�n�c�t�i�o�n� �a�n�d�/�o�r� �p�r�o�b�l�e�m�a�t�i�c� �s�e�q�u�a�l�a�e ˛� �(�p�.� �1�5�7�)�,� �b�u�t� �m�u�s�t� �b�e� �g�i�v�e�n� �i�m�m�e�d�i�a�t�e�l�y�,� �t�h�e�n� �i�t� �m�u�s�t� �b�e� �t�h�e� �c�a�s�e� �t�h�.�.�.
	f) Please conduct the CEA as per question B1, treating the belzutifan and SoC arms as identical in terms of need for immediate surgery or justify why the need is different.
	g) Please provide scenario analyses based on the objective evidence or expert opinion, assuming different percentages between 0% to 100%, and including one where the TP for surgery is determined wholly by TTS, as opposed to where a percentage is assumed.
	MSD response:

	ï¿½ï¿½�B� �5�.� � �P�r�i�o�r�i�t�y�.� �O�n� �p�a�g�e� �1�4�2� �o�f� �t�h�e� �C�S� �i�t� �i�s� �s�t�a�t�e�d� �t�h�a�t�  ˝� �T�h�e� �V�H�L� �N�a�t�u�r�a�l� �H�i�s�t�o�r�y� �S�t�u�d�y� �c�o�l�l�e�c�t�e�d� �d�a�t�a� �f�r�o�m� �U�S�-�b�a�s�e�d� �c�e�n�t�r�e�s� �o�f� �e�x�c�e�l�l�e�n�c�e� �a�n�d� �p�a�t�i�e�n�t�s� �i�n� �t�h�e� �s�t�u�d�y� �m�a�y� �t�h�e�r�e�f�o�r�e� �h�a�v�e� �r�e�c�e�i�v�e�d� �a� �d�i�f�f�e�r�e�n�t� �S�O�C� �c�o�m�p�a�r�e�d� �t�o� �s�t�a�n�d�a�r�d� �U�K� �c�l�i�n�i�c�a�l� �p�r�a�c�t�i�c�e�.�.�.�.
	a) Please present the results of scenario analyses where these rates are varied within a range of realistic values, providing justification for the selected ranges.
	b) In reference to question A12, if the MK-6482-004 trial population is less severe than the UK target population, please clarify why the risks observed in the trial were not aligned to represent real-world risks as it was done for SoC, and please per...
	MSD response:


	Transition probabilities
	ï¿½ï¿½�B� �6�.� � �P�r�i�o�r�i�t�y�.� �O�n� �p�a�g�e� �1�4�7� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �m�e�n�t�i�o�n�e�d� �t�h�a�t�  ˝�P�a�r�a�m�e�t�r�i�c� �m�o�d�e�l�s� �w�e�r�e� �f�i�t�t�e�d� �t�o� �t�i�m�e�-�t�o�-�e�v�e�n�t� �d�a�t�a� �t�o� �e�s�t�i�m�a�t�e� �t�h�e� �c�a�u�s�e�-�s�p�e�c�i�f�i�c� �h�a�z�a�r�d�s� �o�f� �e�a�c�h� �t�r�a�n�s�i�t�i�o�n� �s�t�a�r�t�i�n�g� �f�r�o�m� �t�h�e� �p�r�e�-�s�u�r�g�e�r�y� �s�t�a�t�e� �(�i�.�e�.�,� �p�r�e�-�s�u�r�g�e�r�y� !ï¿½� �s�u�r�g�e�r�y�,� �p�r�e�-�s�u�r�g�e�r�y� !ï¿½� �.�.�.
	a) Please provide the detailed survival analyses for all TPs that were estimated based on different parametric models as per the NICE DSU technical support document.
	b) Please include all parametric models (for all transition probabilities) in the model. Based on Table 46 and 47, it seems that only the Exponential distribution was considered. If this is the case, please explain why it was restricted to this distri...
	c) Please explain how all rates in Tables 46 and 47 were derived. In particular, please clarify and justify why after surgery there is a benefit associated to belzutifan: it would seem reasonable to assume that if patients in the belzutifan arm receiv...
	d) Please present the results of a scenario analysis where the transition probabilities after surgery are equal in both arms.
	MSD response:

	ï¿½ï¿½�B� �7�.� � �P�r�i�o�r�i�t�y�.� �T�P�s� �f�r�o�m� �p�r�e�-�s�u�r�g�e�r�y� !ï¿½� �s�u�r�g�e�r�y� �h�e�a�l�t�h� �s�t�a�t�e�s� �f�o�r� �t�h�e� �V�H�L�-�p�N�E�T� �a�n�d� �V�H�L�-�C�N�S� �H�b� �c�o�h�o�r�t�s� �i�n� �t�h�e� �S�o�C� �a�r�m� �a�r�e� �s�t�a�t�e�d� �t�o� �b�e� �i�n�f�o�r�m�e�d� �b�y� �t�h�e� �p�r�e�-�t�r�e�a�t�m�e�n�t� �p�e�r�i�o�d� �f�r�o�m� �t�h�e� �M�K�-�6�4�8�2�-�0�0�4� �t�r�i�a�l� �a�s� �t�h�e� �n�a�t�u�r�a�l� �h�i�s�t�o�r�y� �d�a�t�a� �c�o�u�l�d� �n�o�t� �b�e� �u�s�e�d� �t�o� �i�n�f�o�r�.�.�.
	a)  Please clarify if the explanation above is correct.
	ï¿½ï¿½�b�)� � �P�l�e�a�s�e� �e�x�p�l�a�i�n� �t�h�e� �i�m�p�l�i�c�a�t�i�o�n�s� �a�n�d� �p�o�t�e�n�t�i�a�l� �b�i�a�s�e�s� �r�e�s�u�l�t�i�n�g� �f�r�o�m� �t�h�e� �e�s�t�i�m�a�t�i�o�n� �o�f� �T�P�s� �f�r�o�m� �p�r�e�-�s�u�r�g�e�r�y� !ï¿½� �s�u�r�g�e�r�y� �h�e�a�l�t�h� �s�t�a�t�e�s� �b�a�s�e�d� �o�n� �t�h�e� �p�r�e�-�t�r�e�a�t�m�e�n�t� �p�e�r�i�o�d� �o�f� �t�h�e� �M�K�-�5�6�4�8�2�-�0�0�4� �t�r�i�a�l�.
	c)  Please provide estimates of the respective TPS for the VHL-RCC cohort using the pre-treatment data from MK-6482-004 trial instead of the VHL NHS. Comment on any difference between TPs estimated using both methods and provide CE estimates in a scen...
	MSD response:

	ï¿½ï¿½�B� �8�.� � �P�r�i�o�r�i�t�y�.� �O�n� �p�a�g�e� �1�5�1� �o�f� �t�h�e� �C�S� �i�t� �i�s� �s�t�a�t�e�d� �t�h�a�t�  ˝�g�i�v�e�n� �t�h�e� �a�b�s�e�n�c�e� �o�f� �e�v�i�d�e�n�t� �V�H�L�-�t�u�m�o�u�r� �r�e�l�a�t�e�d� �d�e�a�t�h�s� �i�n� �M�K�-�6�4�8�2�-�0�0�4� �a�n�d� �t�h�e� �l�o�w� �m�o�r�t�a�l�i�t�y� �r�a�t�e�s� �o�b�s�e�r�v�e�d� �i�n� �t�h�e� �V�H�L� �N�a�t�u�r�a�l� �H�i�s�t�o�r�y� �S�t�u�d�y�,� �t�h�e� �p�e�r�-�c�y�c�l�e� �T�P� �f�r�o�m� �p�r�e�-�s�u�r�g�e�r�y� !ï¿½� �d�e�a�t�h� �w�a�s� �s�e�t� �e�q�u�.�.�.
	MSD response:

	B 9.  Priority. The risks of short- and long-term complications following surgery for the VHL-RCC cohort are in the majority doubled when considering the MHRA label population than estimated from the Optum study (Tables 53-59 of the CS).
	a) Please justify this assumption with appropriate evidence. Furthermore, only for chronic kidney disease the risk is lower in Table 57 of the CS. Please justify the lower risk for chronic kidney disease as compared to other complications.
	b) Please also explain why the risks of specific long-term complications in Tables 57-59 of the CS (i.e. complications related to end stage renal disease and/or dialysis, cerebral vasculature occlusion or stroke, secondary diabetes or exocrine pancrea...
	c) Considering the uncertainty around these risks, please run multiple scenario analyses varying the risk of short and long-term complications using appropriate ranges (and justify these ranges).
	MSD response:

	ï¿½ï¿½�B� �1�0�.� � �P�r�i�o�r�i�t�y�.� �O�n� �p�a�g�e� �1�6�7� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �m�e�n�t�i�o�n�e�d� �t�h�a�t�  ˝�t�o� �a�l�i�g�n� �w�i�t�h� �t�h�e� �s�u�r�g�e�r�y�-�u�n�s�u�i�t�a�b�l�e� �o�r� �-�u�n�d�e�s�i�r�a�b�l�e� �p�o�p�u�l�a�t�i�o�n�,� �t�h�e� �p�e�r�i�o�p�e�r�a�t�i�v�e� �m�o�r�t�a�l�i�t�y� �r�i�s�k�s� �w�e�r�e� �a�d�j�u�s�t�e�d� �b�y� �a� �f�a�c�t�o�r� �o�f� �2�.�0� �(�i�.�e�.� �d�o�u�b�l�e�d�)� �f�o�r� �e�a�c�h� �c�o�h�o�r�t� �t�o� �r�e�f�l�e�c�t� �t�h�e� �i�n�c�r�e�a�s�e�d� �r�.�.�.
	MSD response:

	B 11.  Priority. Please explain if and how progression-free survival was included in the economic model (for all subgroups). For example, based on Figure 7, please explain too what happened after month 34, since between month 34 and 36 the remaining p...
	MSD response:

	B 12.  Priority. Please conduct scenario analyses where the assumptions around the derivation of the transition probabilities in the belzutifan arm are plausibly varied.
	MSD response:


	Time on treatment
	B 13.  Priority. Please explain in detail how time to treatment discontinuation has been included in the model. Please clarify if it is expected to have an impact on both costs and effects, why and where to see this in the economic model.  Please pres...
	MSD response:

	B 14.  Priority. Please explain in detail the assumptions behind residual treatment effect (waning) after discontinuation. It seems that this has been implemented as a fixed time, however it is unclear why waning is not dependent on time on treatment ...
	MSD response:


	Adverse events
	B 15.  Priority. In the model, only anaemia and fatigue are included as adverse events in the economic model. Please include in the model (both on costs and HRQoL sides) all adverse events meeting the criteria for inclusion in the economic analyses:
	ï¿½ï¿½�d�)� �G�r�a�d�e� "e�3� �A�E�s� �o�c�c�u�r�r�i�n�g� �i�n� "e�5�%� �o�f� �p�a�t�i�e�n�t�s� �t�r�e�a�t�e�d� �w�i�t�h� �b�e�l�z�u�t�i�f�a�n�:� �b�a�s�e�d� �o�n� �T�a�b�l�e� �1�1�7� �i�n� �t�h�e� �C�S�,� �i�t� �s�e�e�m�s� �t�h�a�t� �h�y�p�e�r�t�e�n�s�i�o�n� �s�h�o�u�l�d� �h�a�v�e� �b�e�e�n� �i�n�c�l�u�d�e�d� �i�n� �t�h�e� �m�o�d�e�l� �t�o�o�.
	ï¿½ï¿½�e�)� �G�r�a�d�e� "e�3� �T�R�A�E�s� �o�c�c�u�r�r�i�n�g� �i�n� �>�0�%� �o�f� �p�a�t�i�e�n�t�s� �t�r�e�a�t�e�d� �w�i�t�h� �b�e�l�z�u�t�i�f�a�n�:� �b�a�s�e�d� �o�n� �T�a�b�l�e� �1�1�6� �i�n� �t�h�e� �C�S�,� �i�t� �s�e�e�m�s� �t�h�a�t� �h�y�p�o�x�i�a� �a�n�d� �u�r�i�n�a�r�y� �t�r�a�c�t� �i�n�f�e�c�t�i�o�n� �s�h�o�u�l�d� �h�a�v�e� �b�e�e�n� �i�n�c�l�u�d�e�d� �i�n� �t�h�e� �m�o�d�e�l� �t�o�o�.
	MSD response:

	B 16.  Priority. Adverse event rates are sourced from the MK-6482-004 trial, but as mentioned in the CS, this population is not reflective of the licensed population. Please clarify whether the adverse event rates observed in the MK-6482-004 trial are...
	MSD response:

	B 17.  Priority. Please clarify what the consequences of treatment interruptions due to adverse events are and whether this has been included in the model or not. Since this was observe in a large proportion of participants, it might impact the model ...
	MSD response:


	Health-related quality of life
	B 18.  Priority. Please provide full details of the VHL patient survey used to source health-related quality of life data for the cost-effectiveness analyses.  Please clarify whether a) the population in the of the VHL patient survey and in the KEYNOT...
	MSD response:

	ï¿½ï¿½�B� �1�9�.� � �P�r�i�o�r�i�t�y�.� �P�l�e�a�s�e� �d�i�s�c�u�s�s� �t�h�e� �(�f�a�c�e�)� �v�a�l�i�d�i�t�y� �o�f� �t�h�e� �E�Q�-�5�D� �v�a�l�u�e�s� �p�r�e�s�e�n�t�e�d� �i�n� �T�a�b�l�e� �4�0�,� �4�1� �a�n�d� �4�2� �(�e�.�g�.�,� �c�o�m�p�a�r�e� �t�h�e� �v�a�l�u�e�s� �p�r�e�s�e�n�t�e�d� �i�n� �t�h�i�s� �s�u�b�m�i�s�s�i�o�n� �w�i�t�h� �o�t�h�e�r� �s�o�u�r�c�e�s� �o�f� �u�t�i�l�i�t�i�e�s� �f�o�r� �t�h�i�s� �o�r� �s�i�m�i�l�a�r� �d�i�s�e�a�s�e�s�  �� �e�.�g�.�,� �s�t�u�d�i�e�s� �r�e�t�r�i�e�v�e�d� �b�y� �t�.�.�.
	a) The text above Table 40 mentions n = 16 patients with metastatic disease whereas on Table 39 the number indicated seems to be n = 58. Please clarify this point too.
	b) Please clarify the differences between metastatic, progressive and advanced disease and how these are differentiated in the economic model.
	c) The number of observations in Table 40 and 41 are in general small leading to large standard deviations. Please show what probability distributions were assumed for the PSA and what range of values were sampled in the model (e.g., please provide pr...
	MSD response:

	ï¿½ï¿½�B� �2�0�.� � �P�r�i�o�r�i�t�y�.� �O�n� �p�a�g�e� �2�0�1� �o�f� �t�h�e� �C�S� �t�h�e� �c�o�m�p�a�n�y� �s�t�a�t�e�s� �t�h�a�t�  ˝�r�e�s�u�l�t�a�n�t� �w�e�i�g�h�t�e�d� �a�v�e�r�a�g�e�s� �o�f� �t�h�e� �C�R�,� �P�R�,� �S�D�,� �a�n�d� �P�D� �u�t�i�l�i�t�i�e�s� �(�s�h�o�w�n� �i�n� �T�a�b�l�e� �7�7�)� �w�e�r�e� �u�s�e�d� �i�n� �a�l�l� �n�o�n�-�m�e�t�a�s�t�a�t�i�c� �h�e�a�l�t�h� �s�t�a�t�e�s�,� �r�a�t�h�e�r� �t�h�a�n� �j�u�s�t� �t�h�e� �p�r�e�-�s�u�r�g�e�r�y� �s�t�a�t�e�,� �a�s� �p�a�t�i�e�n�t�s� �c�a�n� �.�.�.
	MSD response:

	B 21.  Priority. Please answer the following HRQOL-related questions:
	ï¿½ï¿½�a�)� �O�n� �p�a�g�e� �1�9�8� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �m�e�n�t�i�o�n�e�d� �t�h�a�t� �t�h�e�  ˝�l�i�c�e�n�s�e�d� �p�o�p�u�l�a�t�i�o�n� �h�a�s� �m�o�r�e� �s�e�v�e�r�e� �d�i�s�e�a�s�e� �(�a�n�d� �h�e�n�c�e� �w�o�u�l�d� �b�e� �e�x�p�e�c�t�e�d� �t�o� �h�a�v�e� �w�o�r�s�e� �u�t�i�l�i�t�y� �s�c�o�r�e�s�)� �t�h�a�n� �t�h�e� �p�o�p�u�l�a�t�i�o�n� �i�n�f�o�r�m�i�n�g� �t�h�e� �u�t�i�l�i�t�y� �d�a�t�a� �i�n� �t�h�e� �e�c�o�n�o�m�i�c� �a�n�a�l�y�s�i�s ˛�.� �P�l�e�a�s�e� �c�l�a�r�i�f�y� �w�h�e�t�h�e�r�.�.�.
	ï¿½ï¿½�b�)� �O�n� �p�a�g�e� �1�9�8� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �a�l�s�o� �m�e�n�t�i�o�n�e�d� �t�h�a�t�  ˝�t�h�e� �e�f�f�e�c�t� �o�f� �b�e�l�z�u�t�i�f�a�n� �o�n� �H�R�Q�o�L� �i�s� �u�n�d�e�r�e�s�t�i�m�a�t�e�d� �i�n� �t�h�e� �e�c�o�n�o�m�i�c� �a�n�a�l�y�s�i�s ˛�.� �P�l�e�a�s�e� �c�l�a�r�i�f�y� �w�h�y� �t�h�e� �c�o�m�p�a�n�y� �t�h�i�n�k�s� �t�h�i�s� �i�s� �t�h�e� �c�a�s�e�,� �s�i�n�c�e� �t�h�e� �o�v�e�r�a�l�l� �e�f�f�e�c�t� �o�n� �H�R�Q�O�L� �m�a�y� �d�e�p�e�n�d� �o�n� �o�t�h�e�r� �a�s�s�u�m�p�t�i�o�.�.�.
	c) Please justify why in the model an HRQOL benefit has been included since the first model cycle. Initially, it would be expected HRQoL (and other outcomes such as risk of surgery) to be equal in both arms until belzutifan starts to show an effect, w...
	ï¿½ï¿½�d�)� �I�n� �l�i�n�e� �w�i�t�h� �t�h�e� �p�r�e�v�i�o�u�s� �q�u�e�s�t�i�o�n�,� �o�n� �p�a�g�e� �1�9�9� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �m�e�n�t�i�o�n�e�d� �t�h�a�t� �f�o�r�  ˝�t�h�e� �p�r�e�-�s�u�r�g�e�r�y�,� �s�u�r�g�e�r�y�,� �a�n�d� �e�v�e�n�t�-�f�r�e�e� �a�f�t�e�r� �s�u�r�g�e�r�y� �h�e�a�l�t�h� �s�t�a�t�e�s�,� �a� �b�e�t�t�e�r� �r�e�s�p�o�n�s�e� �i�s� �a�s�s�o�c�i�a�t�e�d� �w�i�t�h� �a� �h�i�g�h�e�r� �u�t�i�l�i�t�y� �v�a�l�u�e�,� �a�s� �a� �b�e�t�t�e�r� �r�e�s�p�o�n�s�e� �a�v�o�i�d�s� �t�h�e� �.�.�.
	ï¿½ï¿½�e�)� �A�l�s�o�,� �o�n� �p�a�g�e� �1�9�9� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �m�e�n�t�i�o�n�e�d� �t�h�a�t� �t�h�e�  ˝�e�c�o�n�o�m�i�c� �a�n�a�l�y�s�i�s� �t�h�e�r�e�f�o�r�e� �u�s�e�s� �r�e�s�p�o�n�s�e�-�a�d�j�u�s�t�e�d� �u�t�i�l�i�t�y� �v�a�l�u�e�s� �f�o�r� �e�a�c�h� �p�r�i�m�a�r�y� �t�u�m�o�u�r� �s�i�t�e� �p�o�p�u�l�a�t�i�o�n� �i�n� �t�h�e� �p�r�e�-�s�u�r�g�e�r�y�,� �s�u�r�g�e�r�y�,� �a�n�d� �e�v�e�n�t�-�f�r�e�e� �a�f�t�e�r� �s�u�r�g�e�r�y� �h�e�a�l�t�h� �s�t�a�t�e�s ˛�.� �P�l�e�a�s�e� �c�l�a�r�i�f�.�.�.
	ï¿½ï¿½�f�)� �P�l�e�a�s�e� �c�l�a�r�i�f�y� �w�h�y� �t�h�e�r�e� �i�s�  ˝�h�i�g�h� �p�o�t�e�n�t�i�a�l� �f�o�r� �m�i�s�c�l�a�s�s�i�f�i�c�a�t�i�o�n� �a�m�o�n�g�s�t� �t�h�e� �P�R� �a�n�d� �S�D� �c�a�t�e�g�o�r�i�e�s� �b�a�s�e�d� �o�n� �p�a�t�i�e�n�t� �r�e�s�p�o�n�s�e�s ˛� �a�n�d� �w�h�y� �i�t� �w�a�s� �d�e�c�i�d�e�d� �t�o� �p�o�o�l� �v�a�l�u�e�s�  ˝�a�c�r�o�s�s� �t�h�e� �P�R� �a�n�d� �S�D� �c�a�t�e�g�o�r�i�e�s ˛� �(�p�a�g�e� �2�0�0� �o�f� �t�h�e� �C�S�)�.� �P�l�e�a�s�e� �p�r�o�v�i�d�e� �t�h�e� �u�t�i�l�i�t�y� �.�.�.
	ï¿½ï¿½�g�)� �O�n� �p�a�g�e� �2�0�0� �o�f� �t�h�e� �C�S�,� �i�t� �i�s� �m�e�n�t�i�o�n�e�d� �t�h�a�t�  ˝�B�e�c�a�u�s�e� �p�a�t�i�e�n�t�s� �w�i�t�h� �C�N�S� �H�b� �i�n� �t�h�e� �V�H�L� �R�W� �Q�o�L� �D�i�s�e�a�s�e� �B�u�r�d�e�n� �S�t�u�d�y� �w�e�r�e� �n�o�t� �s�e�l�e�c�t�e�d� �f�o�r� �b�e�i�n�g� �u�n�s�u�i�t�a�b�l�e� �o�r� �u�n�d�e�s�i�r�a�b�l�e� �f�o�r� �l�o�c�a�l�i�s�e�d� �p�r�o�c�e�d�u�r�e�s�,� �t�h�e� �u�t�i�l�i�t�y� �v�a�l�u�e� �e�s�t�i�m�a�t�e�d� �f�o�r� �V�H�L� �C�N�s� �H�b� �p�a�t�i�e�n�t�s� �i�n� �.�.�.
	ï¿½ï¿½�h�)� �P�l�e�a�s�e� �a�l�s�o� �c�l�a�r�i�f�y� �w�h�y�  ˝�P�a�t�i�e�n�t�s� �i�n� �t�h�i�s� �t�r�i�a�l� �[�K�E�Y�N�O�T�E�-�5�6�4�]� �w�e�r�e� �c�o�n�s�i�d�e�r�e�d� �r�e�p�r�e�s�e�n�t�a�t�i�v�e� �o�f� �V�H�L� �p�a�t�i�e�n�t�s� �w�i�t�h� �t�h�e� �m�o�s�t� �f�a�v�o�u�r�a�b�l�e� �p�r�o�g�n�o�s�i�s� �a�n�d� �H�R�Q�o�L ˛� �(�p�a�g�e� �2�0�1� �o�f� �t�h�e� �C�S�)�.
	i) In the VHL RW QoL Disease Burden Study spontaneous reduction in tumour was observed. This is in line with the expectation of the clinicians of being highly unlikely since it was observed in a small proportion. Please justify why this was not includ...
	j) Table 76 in the CS shows the distribution of objective response level used to calculate utility values in the pre-surgery, surgery, and event-free after surgery states, which are further reported in Table 77. These weighted averages were used in al...
	k) Furthermore, it also seems irrational to assume that 23% of patients in SOC have progressed disease at baseline (compared to 0% in belzutifan). That would imply that patients are not equal in both arms and indeed more severe in SOC. Please justify ...
	l) Also, please clarify whether surgery would bring some sort of benefit to patients as opposed to not receiving surgery. If SOC patients get surgery right at the beginning, would it be expected that for some time these patients would have a better HR...
	MSD response:


	Costs and resource use
	ï¿½ï¿½�B� �2�2�.� � �P�r�i�o�r�i�t�y�.� �T�h�e� �a�v�e�r�a�g�e� �c�o�s�t� �o�f� �B�e�l�z�u�t�i�f�a�n� �t�r�e�a�t�m�e�n�t� �i�s� �i�n�d�i�c�a�t�e�d� �t�o� �b�e� �-�-�-�-�-�-�-�-�-�-�-�.� �U�s�i�n�g� �t�h�e� �l�i�s�t� �p�r�i�c�e� �o�f� �b�e�l�z�u�t�i�f�a�n� �i�s� �ï¿½�1�1�,�9�3�6�.�7�0� �f�o�r� �a� �9�0� �t�a�b�l�e�t� �p�a�c�k� �o�f� �B�e�l�z�u�t�i�f�a�n� �4�0�m�g�,� �a�n� �a�v�e�r�a�g�e� �t�i�m�e� �o�n� �t�r�e�a�t�m�e�n�t� �(�T�o�T�)� �o�f� �-�-�-�-�-�-�-�-�-�-�,� �a� �m�e�a�n� �r�e�l�a�t�i�v�e� �d�o�s�e� �.�.�.
	MSD response:

	ï¿½ï¿½�B� �2�3�.� � �P�r�i�o�r�i�t�y�.� �O�n� �p�a�g�e� �2�1�2� �o�f� �t�h�e� �C�S� �i�t� �i�s� �m�e�n�t�i�o�n�e�d� �t�h�a�t�  ˝�a� �s�u�b�s�e�t� �o�f� �p�a�t�i�e�n�t�s� �w�i�t�h� �a�d�v�a�n�c�e�d� �R�C�C� �o�r� �p�N�E�T� �a�r�e� �a�s�s�u�m�e�d� �t�o� �r�e�c�e�i�v�e� �n�o� �a�c�t�i�v�e� �m�e�t�a�s�t�a�t�i�c� �d�i�s�e�a�s�e� �t�r�e�a�t�m�e�n�t�,� �a�s� �n�o�t� �a�l�l� �p�a�t�i�e�n�t�s� �w�i�t�h� �m�e�t�a�s�t�a�t�i�c� �d�i�s�e�a�s�e� �r�e�c�e�i�v�e� �a�c�t�i�v�e� �t�r�e�a�t�m�e�n�t�. ˛� �P�l�e�a�s�e� �p�r�.�.�.
	MSD response:

	ï¿½ï¿½�B� �2�4�.� � �P�r�i�o�r�i�t�y�.� �P�a�g�e� �2�1�9� �o�f� �t�h�e� �C�S� �s�t�a�t�e�s� �t�h�a�t�  ˝�d�i�s�c�o�n�t�i�n�u�a�t�i�o�n� �r�a�t�e�s� �f�o�r� �f�i�r�s�t�-�l�i�n�e� �m�e�t�a�s�t�a�t�i�c� �t�r�e�a�t�m�e�n�t�s� �f�o�r� �a�d�v�a�n�c�e�d� �R�C�C� �a�n�d� �a�d�v�a�n�c�e�d� �p�N�E�T� �a�r�e� �a�p�p�r�o�x�i�m�a�t�e�d� �f�r�o�m� �e�x�p�o�n�e�n�t�i�a�l� �r�a�t�e�s� �o�f� �P�F�S� �f�a�i�l�u�r�e ˛�.� �P�l�e�a�s�e� �p�r�o�v�i�d�e� �f�u�r�t�h�e�r� �d�e�t�a�i�l�s� �o�n� �t�h�e� �e�s�t�i�m�a�t�i�o�n� �o�f�.�.�.
	MSD response:

	B 25.  Priority. The base case cost-effectiveness analysis considers social care costs associated with stroke and neurological dysfunction as a complication of surgery associated with VHL. Additionally, for PD patients in the VHL-CNS Hb cohort, social...
	MSD response:


	Cost-effectiveness results
	B 26.  Priority. Please provide a plot of the Markov traces for the base-case results. Include this in the model too and indicate where it can be found.
	MSD response:

	B 27.  Priority. Please present the cost-effectiveness results using the appropriate QALY weighting for each subgroup (note the weighting may differ per subgroup).
	B 28.  Priority. Please discuss the cost-effectiveness results (base-case and uncertainty) in the context of the appropriate UK cost-effectiveness thresholds.
	MSD response:

	B 29.  Priority. In the electronic model when changing the parameters defining the time points treatment waning is initiated and completed on the Tx Duration sheet, the results for the VHL-CNS Hb cohort remain unaltered. On the other hand, in the scen...
	MSD response:

	B 30.  Priority. Tables 103-105 of the CS presenting the scenario analyses show that removing the adjustment parameters used for surgery and metastases rates to account for real-world standard of care increases the base case ICER in the VHL-RCC cohort...
	a) Please explain the reason behind this discrepancy.
	b) Please comment on the rationale behind the use of the Optum study to estimate these adjustment parameters and indicate if any validation exercise has taken place for the inclusion of the adjustment parameters in the calculations.
	MSD response:


	Validation
	B 31.  Priority. Please clarify if and how the conceptual model was validated. Please consider discussing here face validity (e.g., if experts considered the model structure appropriate, justify the choice of the health states, etc.) and cross validit...
	MSD response:


	Electronic model
	B 32.  Priority. Page 165 of the CS states that costs of non-primary tumour surgeries, as well as costs and QALY decrements due to non-primary tumour surgery complications, were calculated in each cycle, and were layered (additively) onto the costs an...
	MSD response:

	B 33.  Priority. Please check the model implementation of:
	a) Discounting: the difference between discounted and undiscounted QALYs seems oddly small. In case, this is correct, please explain why this happens.
	b) Vial sharing: the impact on costs seems oddly small too. In case, this is correct, please explain why this happens.
	c) Terminal costs: they seem to be always higher for SOC.
	MSD response:

	B 34.  Priority. Please explain why the impact of age on the ICER is not equal in all three subgroups (it seems to decrease the ICER for the RCC subgroup and increase for the other two) and whether this is in line with expectations.
	MSD response:

	ï¿½ï¿½�B� �3�5�.� � �P�r�i�o�r�i�t�y�.� �W�o�r�k�s�h�e�e�t�  ˝�S�p�e�c�i�f�i�c�a�t�i�o�n�s ˛�:
	a) For all options where a HR approach is applied, please provide evidence that proportional hazards can be assumed.
	b) For transitions from pre-surgery to metastatic disease or death, please clarify why only the Exponential distribution is possible to select. Please conduct a full survival analysis and include other probability distributions as in case of time to s...
	MSD response:

	ï¿½ï¿½�B� �3�6�.� � �P�r�i�o�r�i�t�y�.� �W�o�r�k�s�h�e�e�t�  ˝�E�f�f�e�c�t�i�v�e�n�e�s�s ˛�:
	a) Please explain why the overall survival curves for SOC do not start at 1 and there is a clear separation from the belzutifan curves right from the beginning. As mentioned in previous questions, it seems counterintuitive to assume such a difference ...
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