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	A8. In CS Table 18 the data appear inconsistent, for example, in Cycle 14 the IsaPd group has a value of 0.80 which is stated to be a 0.07 increase from baseline, however in Cycle 15 a value of 0.79 is associated with an increase of 0.02 implying a di...
	A9. Please add the unweighted Kaplan-Meier (KM) curve for the 4th line subgroup of ICARIA-MM in the IsaPd arm to Figure 13 and Figure 14 in Appendix P.
	ï¿½ï¿½�A�1�0�.� �C�S� �p�7�8� �s�t�a�t�e�s� �t�h�a�t�  ˘�N�o�t�e� �t�h�a�t� �c�o�m�p�a�r�e�d� �w�i�t�h� �w�h�a�t� �w�a�s� �r�e�p�o�r�t�e�d� �i�n� �t�h�e� �S�A�C�T� �r�e�p�o�r�t�s� �f�o�r� �d�a�r�a�t�u�m�u�m�a�b� �a�n�d� �I�s�a�P�d�,� �t�h�e� �e�v�e�n�t� �n�u�m�b�e�r�s� �f�o�r� �O�S� �a�n�d� �t�r�e�a�t�m�e�n�t� �d�u�r�a�t�i�o�n� �a�r�e� �n�o�t� �e�x�a�c�t� �i�n� �o�u�r� �a�n�a�l�y�s�e�s�. ˇ� �P�l�e�a�s�e� �p�r�o�v�i�d�e� �t�h�e� �o�r�i�g�i�n�a�l� �S�A�C�T� �K�M� �p�l�o�t� �a�n�d� �t�h�e� �n�u�m�b�e�r� �a�.�.�.
	A11. Please clarify the relationship between Table 24 and 25 in the CS. Why is the total in Table 24 (distributions of first treatment after IsaPd) greater than the total in Table 25 (distributions of further lines of therapy after IsaPd) for the CDF,...
	A12. Please clarify the interval between EQ-5D-5L questionnaires being administered in ICARIA-MM.
	ï¿½ï¿½�A�1�3�.� �C�l�a�r�i�f�y� �a�p�p�a�r�e�n�t� �d�i�s�c�r�e�p�a�n�c�i�e�s� �b�e�t�w�e�e�n� �t�h�e� �r�e�p�o�r�t�e�d� �f�r�e�q�u�e�n�c�y� �o�f� �A�E�s� �b�e�t�w�e�e�n� �t�h�e� �c�o�m�p�a�n�y ˇ�s� �o�r�i�g�i�n�a�l� �s�u�b�m�i�s�s�i�o�n� �a�n�d� �t�h�e� �f�r�e�q�u�e�n�c�i�e�s� �i�n� �t�h�e� �n�e�w� �s�u�b�m�i�s�s�i�o�n�.� �W�h�i�l�s�t� �s�o�m�e� �c�h�a�n�g�e� �i�s� �a�n�t�i�c�i�p�a�t�e�d� �d�u�e� �t�o� �m�o�r�e� �m�a�t�u�r�e� �d�a�t�a� �i�t� �a�p�p�e�a�r�s� �t�h�a�t� �t�h�e� �r�a�t�e� �o�f� �a�n�a�e�m�i�.�.�.
	A14. The costs associated with AEs in Table 52 do not match those in Table 33, for example nausea is missing from Table 52. Please provide updated tables.
	A15. Please provide a detailed summary of safety outcomes from ICARIA-MM.
	Safety population
	Safety population: 4th line subgroup



	Section B: Clarification on cost-effectiveness data
	Modelling assumptions and calculations
	B1. Priority. In B.3.2.1 it is stated that the patient population has received a median of three lines of prior treatment. Please clarify if this is correct, if so, clarify why a median has been used rather than using a population who have all had thr...
	B2. Priority. Please clarify when ************************************************************** *******************************************
	B3. Priority. Please clarify whether the modelling time horizon in the SACT analysis was reduced to 20 years. If not, clarify why there is a large decrease in the number of patients assumed to be in post-progression for IsaPd in the figure in the Comp...
	B4. Priority. The CS (in B.3.5.2.5) states that a total of 17% of patients who received IsaPd in the combined EAMS and CDF cohorts received a subsequent therapy in the SACT dataset. However, It appears that the one-off cost associated with subsequent ...
	ï¿½ï¿½�B�5�.� �P�r�i�o�r�i�t�y�.� �P�l�e�a�s�e� �c�l�a�r�i�f�y� �w�h�y� �t�h�e� �s�u�m� �o�f� �t�h�e� �n�u�m�b�e�r� �o�f� �p�e�o�p�l�e� �d�i�s�c�o�n�t�i�n�u�i�n�g� �t�r�e�a�t�m�e�n�t� �a�p�p�e�a�r�s� �t�o� �b�e� �g�r�e�a�t�e�r� �t�h�a�n� �1�.� �T�h�e� �i�m�p�a�c�t� �o�f� �t�h�i�s� �c�a�n� �b�e� �s�e�e�n� �b�y� �t�h�e� �c�o�s�t�s� �o�f� �s�u�b�s�e�q�u�e�n�t� �t�r�e�a�t�m�e�n�t�s� �i�n� �c�e�l�l� �F�6�5� �o�f� �a� �r�e�s�u�l�t�s� �s�h�e�e�t�,� �f�o�r� �e�x�a�m�p�l�e�  ˘�C�o�m�p�1� �C�a�l�c ˇ�,� �b�e�i�n�g�.�.�.
	B6. Please clarify why the drug costs for isatuximab and dexamethasone appear to be calculated every 28 days rather than every 14 days and 7 days respectively. Clarify why administration costs for isatuximab appear to be calculated every 7 days rather...
	ï¿½ï¿½�B�7�.� �P�l�e�a�s�e� �c�l�a�r�i�f�y� �h�o�w� �t�h�e� �P�S�A� �s�a�m�p�l�e�s� �t�h�a�t� �a�r�e� �r�e�f�e�r�r�e�d� �t�o� �a�s� �c�o�m�i�n�g� �f�r�o�m� �e�m�p�i�r�i�c�a�l� �d�i�s�t�r�i�b�u�t�i�o�n�s� �w�e�r�e� �o�b�t�a�i�n�e�d�,� �f�o�r� �e�x�a�m�p�l�e�,� �t�h�o�s�e� �i�n� �t�h�e�  ˘�P�A�_�B�o�o�t�s�t�r�a�p�s�_�I�n�p�u�t�s ˇ� �s�h�e�e�t� �c�e�l�l�s� �A�S�1�5�:�A�T�1�0�1�4�.� �C�l�a�r�i�f�y� �w�h�e�t�h�e�r� �t�h�e� �c�o�m�p�a�n�y� �c�h�e�c�k�e�d� �t�h�a�t� �t�h�e�r�e� �a�r�e� �n�o�t� �l�a�r�g�e� �d�i�.�.�.
	B8. Please clarify whether there is a need for correlation in the utility values for PFS on IsaPd and PFS on Pd in Table 36. Is it plausible that the PFS on Pd is higher than PFS on IsaPd? This appears to happen 23 times in 1000 looking at columns HC ...
	ï¿½ï¿½�B�9�.� �P�l�e�a�s�e� �c�l�a�r�i�f�y� �w�h�e�t�h�e�r� �t�h�e� �A�E� �p�r�o�f�i�l�e� �f�o�r� �I�s�a�P�d� �w�a�s� �i�n�t�e�n�d�e�d� �t�o� �b�e� �t�h�e� �s�a�m�e� �i�n� �b�o�t�h� �t�h�e� �b�a�s�e� �c�a�s�e� �a�n�a�l�y�s�i�s� �a�n�d� �t�h�e� �e�x�p�l�o�r�a�t�o�r�y� �a�n�a�l�y�s�i�s� �c�o�m�p�a�r�e�d� �w�i�t�h� �d�a�r�a�t�u�m�u�m�a�b� �m�o�n�o�t�h�e�r�a�p�y�.� �I�t� �a�p�p�e�a�r�s� �t�h�a�t� �v�a�r�i�a�b�l�e�  ˘�c�o�m�p�1�.�a�e�3 ˇ� �(�c�e�l�l� �F�2�3�4�8� �i�n� �t�h�e�  ˘�V�a�r�i�a�b�l�e�s ˇ� �w�o�r�k�.�.�.

	Survival extrapolation
	B10. Priority. Please clarify how the empirical hazard was computed (for example, CS Figure 12 and Figure 29 B). Please provide an example code for computing the hazard rate. The KM plot from Figure 29 A shows that there are death events between 20-30...
	B11. Priority. Please provide plots showing the empirical/unsmoothed hazard functions (using pehaz() with default width from the muhaz package in R) and smoothed hazard functions (using muhaz() from the muhaz package in R) for all the time-to-event ou...
	B12. Priority. IsaPd and Pd survival extrapolation:
	B13. Priority. IsaPd and daratumumab monotherapy survival extrapolation:
	ï¿½ï¿½�B�1�4�.� �P�r�i�o�r�i�t�y�.� �T�h�e� �v�i�r�t�u�a�l� �H�T�A� �a�d�v�i�s�o�r�y� �b�o�a�r�d� �F�e�b� �2�0�2�3� �r�e�p�o�r�t� �s�t�a�t�e�s� �t�h�a�t� �i�n�f�o�r�m�a�t�i�o�n� �p�r�e�s�e�n�t�e�d� �i�n�c�l�u�d�e�s�  ˘�s�u�r�v�i�v�a�l� �a�t� �5�,� �1�0�,� �1�5�,� �a�n�d� �2�0� �y�e�a�r�s�,� �b�a�s�e�d� �o�n� �a� �j�o�i�n�t� �m�o�d�e�l�l�i�n�g� �a�p�p�r�o�a�c�h� �u�s�i�n�g� �6� �s�t�a�n�d�a�r�d� �p�a�r�a�m�e�t�r�i�c� �d�i�s�t�r�i�b�u�t�i�o�n�s ˇ�.� �P�l�e�a�s�e� �e�x�p�l�a�i�n� �w�h�y� �t�h�e� �e�x�p�e�r�.�.�.
	B15. Please clarify the software used for the survival extrapolation.
	ï¿½ï¿½�B�1�6�.� �C�S� �p�9�6� �s�t�a�t�e�s� �t�h�a�t�  ˘�S�t�a�n�d�a�r�d� �p�a�r�a�m�e�t�r�i�c� �s�u�r�v�i�v�a�l� �a�n�a�l�y�s�i�s� �c�o�n�s�i�s�t�e�d� �o�f� �f�i�t�t�i�n�g� �p�a�r�a�m�e�t�r�i�c� �d�i�s�t�r�i�b�u�t�i�o�n�s� �(�i�n�c�l�u�d�i�n�g� �e�x�p�o�n�e�n�t�i�a�l�,� �W�e�i�b�u�l�l�,� �G�o�m�p�e�r�t�z�,� �l�o�g�-�l�o�g�i�s�t�i�c�,� �l�o�g�-�n�o�r�m�a�l�,� �a�n�d� �g�e�n�e�r�a�l�i�s�e�d� �g�a�m�m�a� �d�i�s�t�r�i�b�u�t�i�o�n�s�)� �t�o� �t�h�e� �o�b�s�e�r�v�e�d� �d�a�t�a� �f�r�o�m� �I�C�A�R�I�A�-�M�M ˇ�.�.�.
	B17. Please clarify if the unrestricted modelling approach is the same as fitting the models to each arm independently.
	B18. For the RCS models, please clarify why only one knot spline models were explored.
	B19. Please explain what RCS log-normal, RCS log-logistic and RCS Weibull refer to.

	Utility analysis
	B20. Priority. Please provide the model selection procedure when applying the generalised estimating equations (GEE) regression. For example, the initial model specification, how the final model was chosen, whether AIC and BIC were used for model sele...
	B21. Priority. Please specify the model equation used for the final model based on the GEE regression approach.
	B22. Priority. GEE regression models (CS Table 34)
	B23. Priority. The estimated baseline utility was 0.74 for the IsaPd arm, and 0.66 for the Pd arm (CS Table 18). CS p136 states that when calculating the least square mean (LSM), the pooled mean baseline utility values were used. Please clarify how th...
	B24. Please clarify how the decrement assumed in the 12 weeks prior to death was incorporated for deaths before 12 weeks for example, in week 2. Would this patient effectively have negative QALYs for the period they were alive?
	B25. Please clarify the biological reasons as to why IsaPd would have a greater utility than Pd. Clarify why the average time in PFS is associated with utility in the PFS state as used to justify setting the utility of daratumumab to the Pd value rath...


	Section C: Textual clarification and additional points
	ï¿½ï¿½�C�1�.� �U�n�d�e�r� �C�S� �F�i�g�u�r�e� �3�9� �i�t� �i�s� �s�t�a�t�e�d� �t�h�a�t�  ˘�M�o�s�t� �o�f� �t�h�e� �d�i�s�t�r�i�b�u�t�i�o�n�s� �y�i�e�l�d� �p�r�o�j�e�c�t�i�o�n�s� �o�f� �T�T�D� �f�o�r� �I�s�a�P�d� �o�f� �a�r�o�u�n�d� �1�5�%� �b�y� �1�0� �y�e�a�r�s ˇ�.� �I�s� �t�h�i�s� �a� �t�y�p�o� �a�s� �t�h�i�s� �d�o�e�s� �n�o�t� �a�p�p�e�a�r� �t�o� �b�e� �s�u�p�p�o�r�t�e�d� �b�y� �F�i�g�u�r�e� �4�1�?
	ï¿½ï¿½�C�2�.� �A�b�o�v�e� �F�i�g�u�r�e� �4�2� �t�h�e�r�e� �i�s� �t�e�x�t� �t�h�a�t� �s�t�a�t�e�s�  ˘�T�T�D� �f�o�r� �I�s�a�P�d� �t�h�a�t� �a�r�e� �a�p�p�r�o�x�i�m�a�t�e�l�y� �2�0�%� �a�t� �s�i�x� �y�e�a�r�s�,� �1�0�%� �a�t� �1�4� �y�e�a�r�s�,� �a�n�d� �~�6�%� �a�t� �2�0� �y�e�a�r�s ˇ� �I�s� �t�h�i�s� �a� �t�y�p�o�?
	C3. CS Figure 12 hazard rate for OS appears to be identical to Figure 17 hazard rate for PFS. Is this a typo?
	ï¿½ï¿½�C�4�.� �O�n� �C�S� �p�1�5�4� �t�h�e�r�e� �i�s� �a� �r�e�f�e�r�e�n�c�e� �t�o� �H�e�r�n�a�n�d�e�z� �e�t� �a�l�,� �S�h�o�u�l�d� �t�h�i�s� �b�e� �M� �H�e�r�n�ï¿½�n�d�e�z� �A�l�a�v�a�,� �S� �P�u�d�n�e�y�,� �A� �W�a�i�l�o�o� �(�2�0�2�2�)� �E�s�t�i�m�a�t�i�n�g� �E�Q�-�5�D� �b�y� �A�g�e� �a�n�d� �S�e�x� �f�o�r� �t�h�e� �U�K�.� �N�I�C�E� �D�S�U� �r�e�p�o�r�t� �r�a�t�h�e�r� �t�h�a�n� �t�h�e� �r�e�f�e�r�e�n�c�e� �i�n� �1�6�1�,� �w�h�i�c�h� �r�e�l�a�t�e�s� �t�o� �E�Q�-�5�D� �m�a�p�p�i�n�g�?
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