




https://www.nice.org.uk/guidance/indevelopment/gid-hst10010




































































































































https://pubmed.ncbi.nlm.nih.gov/35242565/
https://pubmed.ncbi.nlm.nih.gov/35242565/









https://www.nice.org.uk/guidance/gid-hst10010/documents/evaluation-consultation-document-3
https://www.nice.org.uk/guidance/gid-hst10010/documents/evaluation-consultation-document-3



































































































https://www.nice.org.uk/process/pmg19/chapter/the-appraisal-process
https://www.nice.org.uk/process/pmg19/chapter/the-appraisal-process






















































https://www.nice.org.uk/process/pmg19/chapter/the-appraisal-process
https://www.nice.org.uk/process/pmg19/chapter/the-appraisal-process












https://doi.org/10.1016/j.ymgmr.2019.100480
https://doi.org/10.1007/s10545-018-0185-0



https://doi.org/10.1016/j.ymgmr.2019.100480
https://doi.org/10.1002/jimd.12602









































































































https://www.england.nhs.uk/wp-content/uploads/2022/06/B1686-the-innovate-medicines-fund-principles-june-2022.pdf









https://www.nice.org.uk/corporate/ecd9/chapter/overview
















































https://pubmed.ncbi.nlm.nih.gov/35242565/

































https://www.england.nhs.uk/wp-content/uploads/2022/06/B1686-the-innovate-medicines-fund-principles-june-2022.pdf


















https://www.malattierare.eu/pages/rivista/Alfa-mannosidosi-una-malattia-da-riconoscere-scoprire-e-curare-idA166
https://www.malattierare.eu/pages/rivista/Alfa-mannosidosi-una-malattia-da-riconoscere-scoprire-e-curare-idA166












































































	NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
	Highly Specialised Technology
	1. Company submission from Chiesi Limited:
	a. Updated submission May 2023
	2. Clarification questions and company responses July 2023
	3. External Assessment Report prepared by ScHARR July 2023
	4. Technical engagement response from Chiesi Limited
	5. Technical engagement response from consultees and commentators:
	a. MPS Society
	b. Case study shared by MPS Society
	6. External Assessment Group critique of company response to technical engagement prepared by ScHARR
	7. External Assessment Report Addendum
	8. Consultee and commentator comments on the Draft Guidance from:
	a. Chiesi, August 2022
	b. Chiesi updated response to DG, November 2022
	c. The MPS Society, August 2022
	9. Comments on the Draft Guidance received through the NICE website
	Any information supplied to NICE which has been marked as confidential, has been redacted. All personal information has also been redacted.
	5962996f-4342-4ca1-9afe-55b3f37f901b.pdf
	NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
	Highly Specialised Technologies Evaluation Programme
	Contents
	Executive Summary
	Nature of the condition
	Impact of VA in children
	Value for money

	ï¿½ï¿½�S�e�c�t�i�o�n� �A�  �� �D�e�c�i�s�i�o�n� �p�r�o�b�l�e�m
	ï¿½ï¿½�S�e�c�t�i�o�n� �B�  �� �N�a�t�u�r�e� �o�f� �t�h�e� �c�o�n�d�i�t�i�o�n
	1 Disease progression in paediatric patients
	1.1.1 AllStripes Study (US and UK)
	1.1.2 2022 European and UK Patient and Caregiver Survey

	2 Impact of AM on the QoL of children and parent carers
	ï¿½ï¿½�S�e�c�t�i�o�n� �C�  �� �I�m�p�a�c�t� �o�f� �i�n�i�t�i�a�t�i�n�g� �V�A� �i�n� �c�h�i�l�d�h�o�o�d
	3 Results of relevant new clinical evidence
	3.1 FDA paediatric efficacy analyses
	3.1.1 rhLAMAN-05: New FDA Multicomponent Analysis
	3.1.2 Correlation between Serum Oligosaccharides and Clinical Outcomes at Last Observation in rhLAMAN-10

	3.2 rhLAMAN-11: integrated analysis of long term clinical trial data
	3.2.1 rhLAMAN-11: co-primary endpoints, by timepoint and age
	3.2.2 rhLAMAN-10/11: secondary endpoints by age
	3.2.3 rhLAMAN-10/11: change in disability status by age over time

	3.3 New real-world data in children: 2022 caregiver survey and case reports

	4  Measurement and valuation of health effects
	4.1 Updates to QoL data used in cost-effectiveness analysis

	ï¿½ï¿½�S�e�c�t�i�o�n� �D�  �� �V�a�l�u�e� �f�o�r� �M�o�n�e�y
	1 Updated economic analysis
	1.1 Description of updates to the de novo cost-effectiveness analysis not previously reported
	1.2 Results of updated economic analysis
	1.2.1 Base-case results
	1.2.2 Updated sensitivity analysis results
	Probabilistic Sensitivity Analysis: New paediatric cohort
	Scenario Analysis: new paediatric cohort

	1.2.3 Summary of updated cost effectiveness analysis


	2 Cost to the NHS and Personal Social Services
	2.1 Benefits not captured in updated cost-effectiveness analysis

	ï¿½ï¿½�S�e�c�t�i�o�n� �E�  �� �P�r�o�p�o�s�a�l� �f�o�r� �M�a�n�a�g�e�d� �A�c�c�e�s�s
	1 Key clinical uncertainties and how further data collection could address these
	1.1 Summary

	References

	d7e0af15-0184-445e-a088-bac43ca22c13.pdf
	1  INTRODUCTION
	2 Summary of the evidence base and new clinical effectiveness data
	2.1  New clinical evidence submitted by the company
	2.1.1  rhLAMAN-11
	2.1.1.1 Critique of rhLAMAN-11 analyses
	2.1.1.1.1 CHAQ-DI evidence and the disease progression delay used in the economic model
	2.1.1.1.2  Other outcomes from rhLAMAN-11 and the disease progression delay used in the economic model


	2.1.2  2022 European and UK Patient and Caregiver Survey
	2.1.3  New FDA multicomponent analysis of rhLAMAN-05
	2.1.4  Correlation between serum oligosaccharides and clinical outcomes at last observation in rhLAMAN-10
	2.1.5  New case reports
	2.1.6  Clinical evidence relating to age at commencement of treatment with VA

	2.2  Uncertainties in the clinical evidence after the last committee meeting and the impact of new data
	2.2.1  The clinical effectiveness evidence from the rhLAMAN trials was uncertain
	2.2.2  It was not possible to infer clinical benefits from serum oligosaccharides
	2.2.3  The committee agreed to consider the longer-term data from Etoile Alpha in its decision making
	2.2.4  Evidence on the immunological benefits of velmanase alfa are limited and uncertain
	2.2.5  The relevance of the results of the multidomain responder analysis was unclear.

	ï¿½ï¿½�2�.�3� � �S�u�m�m�a�r�y� �o�f� �t�h�e� �c�o�m�p�a�n�y ˇ�s� �d�a�t�a� �c�o�l�l�e�c�t�i�o�n� �p�l�a�n� �a�n�d� �h�o�w� �t�h�i�s� �w�i�l�l� �a�d�d�r�e�s�s� �k�e�y� �u�n�c�e�r�t�a�i�n�t�i�e�s

	ï¿½ï¿½�3� �E�A�G� �c�r�i�t�i�q�u�e� �o�f� �t�h�e� �M�O�D�E�L�L�I�N�G� �i�n� �t�h�e� �c�o�m�p�a�n�y ˇ�s� �r�e�s�u�b�m�i�s�s�i�o�n
	ï¿½ï¿½�3�.�1� � �C�h�a�n�g�e�s� �b�e�t�w�e�e�n� �t�h�e� �C�o�m�m�i�t�t�e�e ˇ�s� �p�r�e�f�e�r�r�e�d� �a�s�s�u�m�p�t�i�o�n�s� �a�s� �e�x�p�r�e�s�s�e�d� �i�n� �t�h�e� �l�a�s�t� �E�C�D�1� �a�n�d� �t�h�e� �c�o�m�p�a�n�y ˇ�s� �b�a�s�e� �c�a�s�e
	3.1.1  Improvements in mobility for patients receiving VA and BSC treatment
	3.1.2 Benefits of delayed progression associated with VA treatment in mobility for patients receiving VA and BSC treatment
	3.1.3 Chronic utility gains in children above that associated with mobility health states

	ï¿½ï¿½�3�.�2� � �C�h�a�n�g�e�s� �i�n� �t�h�e� �C�o�m�p�a�n�y ˇ�s� �b�a�s�e� �c�a�s�e� �w�h�i�c�h� �d�o� �n�o�t� �o�p�p�o�s�e� �t�h�e� �A�p�p�r�a�i�s�a�l� �C�o�m�m�i�t�t�e�e ˇ�s� �s�t�a�t�e�d� �p�r�e�f�e�r�e�n�c�e
	3.2.1  Starting distributions amongst mobility health states
	3.2.2 Age of patients treated
	3.2.3 Utility loss associated with carers
	3.2.4 Correction of model errors
	3.2.5 Updating of data values


	4  Results presented by the company and generated by the EAG
	ï¿½ï¿½�4�.�1� � �T�h�e� �C�o�m�p�a�n�y ˇ�s� �b�a�s�e� �c�a�s�e� �I�C�E�R
	ï¿½ï¿½�4�.�2� � �T�h�e� �E�A�G ˇ�s� �b�a�s�e� �c�a�s�e� �I�C�E�R
	4.3  Exploratory analyses undertaken by the EAG

	5  Conclusions
	6  References

	e30e3b83-2013-4c70-8242-b734b124b727.pdf
	Technical engagement response form
	Information on completing this form
	Key issues for engagement
	Additional issues
	ï¿½ï¿½�S�u�m�m�a�r�y� �o�f� �c�h�a�n�g�e�s� �t�o� �t�h�e� �c�o�m�p�a�n�y ˇ�s� �c�o�s�t�-�e�f�f�e�c�t�i�v�e�n�e�s�s� �e�s�t�i�m�a�t�e�(�s�)

	1ab90a94-3a02-4530-a12c-a47eaefd9cec.pdf
	Technical engagement response form
	Information on completing this form
	Key issues for engagement
	Additional issues
	ï¿½ï¿½�S�u�m�m�a�r�y� �o�f� �c�h�a�n�g�e�s� �t�o� �t�h�e� �c�o�m�p�a�n�y ˇ�s� �c�o�s�t�-�e�f�f�e�c�t�i�v�e�n�e�s�s� �e�s�t�i�m�a�t�e�(�s�)

	158e1bba-e5ac-441f-a9bb-20a64681a3d0.pdf
	1  INTRODUCTION
	2 Critique of clinical effectiveness data in response to technical engagement
	ï¿½ï¿½�2�.�1� �R�e�s�p�o�n�s�e� �t�o� �c�o�m�p�a�n�y ˇ�s� �c�o�m�m�e�n�t�s� �t�i�t�l�e�d�  ˝�K�e�y� �i�s�s�u�e� �1�:� �D�i�s�e�a�s�e� �p�r�o�g�r�e�s�s�i�o�n� �a�f�t�e�r� �t�r�e�a�t�m�e�n�t� �w�i�t�h� �v�e�l�m�a�n�a�s�e� �a�l�f�a ˛
	2.1.1 rhLAMAN-11
	2.1.2 Natural history caregiver survey
	2.1.3 Other points made by the company

	ï¿½ï¿½�2�.�2� �R�e�s�p�o�n�s�e� �t�o� �c�o�m�p�a�n�y ˇ�s� �c�o�m�m�e�n�t�s� �t�i�t�l�e�d�  ˝�K�e�y� �i�s�s�u�e� �2�:� �D�i�s�e�a�s�e� �p�r�o�g�r�e�s�s�i�o�n� �w�i�t�h�o�u�t� �v�e�l�m�a�n�a�s�e� �a�l�f�a� �t�r�e�a�t�m�e�n�t ˛
	ï¿½ï¿½�2�.�3� �R�e�s�p�o�n�s�e� �t�o� �c�o�m�p�a�n�y ˇ�s� �c�o�m�m�e�n�t� �t�i�t�l�e�d�  ˝�K�e�y� �i�s�s�u�e�:� �U�t�i�l�i�t�y� �g�a�i�n� �a�s�s�o�c�i�a�t�e�d� �w�i�t�h� �v�e�l�m�a�n�a�s�e� �a�l�f�a� �t�r�e�a�t�m�e�n�t ˛
	ï¿½ï¿½�2�.�4� �R�e�s�p�o�n�s�e� �t�o� �c�o�m�p�a�n�y ˇ�s� �c�o�m�m�e�n�t� �t�i�t�l�e�d�  ˝�K�e�y� �i�s�s�u�e�:� �A�v�e�r�a�g�e� �a�g�e� �a�t� �t�h�e� �s�t�a�r�t� �o�f� �t�r�e�a�t�m�e�n�t� �w�i�t�h� �v�e�l�m�a�n�a�s�e� �a�l�f�a� �(�a�m�o�n�g� �c�h�i�l�d�r�e�n� �a�n�d� �y�o�u�n�g� �a�d�u�l�t�s� �<�1�8� �y�e�a�r�s�) ˛
	2.5 Additional issues raised in the technical engagement

	ï¿½ï¿½�3� �E�A�G� �c�r�i�t�i�q�u�e� �o�f� �t�h�e� �M�O�D�E�L�L�I�N�G� �i�n� �t�h�e� �c�o�m�p�a�n�y ˇ�s� �r�e�s�u�b�m�i�s�s�i�o�n
	ï¿½ï¿½�3�.�1� � �C�h�a�n�g�e�s� �b�e�t�w�e�e�n� �t�h�e� �C�o�m�m�i�t�t�e�e ˇ�s� �p�r�e�f�e�r�r�e�d� �a�s�s�u�m�p�t�i�o�n�s� �a�s� �e�x�p�r�e�s�s�e�d� �i�n� �t�h�e� �l�a�s�t� �E�C�D�6� �a�n�d� �t�h�e� �c�o�m�p�a�n�y ˇ�s� �b�a�s�e� �c�a�s�e
	3.1.1  Improvements in mobility for patients receiving VA and BSC treatment
	3.1.2 Benefits of delayed progression associated with VA treatment in mobility for patients receiving VA and BSC treatment
	3.1.3 Chronic utility gains in children above that associated with mobility health states

	ï¿½ï¿½�3�.�2� � �C�h�a�n�g�e�s� �i�n� �t�h�e� �C�o�m�p�a�n�y ˇ�s� �b�a�s�e� �c�a�s�e� �w�h�i�c�h� �d�o� �n�o�t� �o�p�p�o�s�e� �t�h�e� �A�p�p�r�a�i�s�a�l� �C�o�m�m�i�t�t�e�e ˇ�s� �s�t�a�t�e�d� �p�r�e�f�e�r�e�n�c�e
	3.2.1  Starting distributions amongst mobility health states
	3.2.2 Age of patients treated
	3.2.3 Correction of model errors
	3.2.4 Updating of data values


	4  Results presented by the company and generated by the EAG
	ï¿½ï¿½�4�.�1� � �T�h�e� �C�o�m�p�a�n�y ˇ�s� �b�a�s�e� �c�a�s�e� �I�C�E�R
	ï¿½ï¿½�4�.�2� � �T�h�e� �E�A�G ˇ�s� �b�a�s�e� �c�a�s�e� �I�C�E�R
	4.3  Exploratory analyses undertaken by the EAG

	5  Conclusions
	6  References


