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   Key points 
 
   Favourable opinion for reimbursement in newly diagnosed systemic light chain (AL) amyloidosis.
  
   What therapeutic improvement?
 
   Therapeutic improvement compared to the bortezomib/cyclophosphamide/dexamethasone combination.
  
   Role in the care pathway?
 
   The main objective of treatment of systemic AL amyloidosis is to slow down deterioration of the organs involved and improve overall survival. A reduction in levels of monoclonal protein (light chains) responsible for the formation of amyloid deposits and acting on the body’s deposit formation-elimination balance is an intermediate endpoint of treatment.
 
   The current care pathway is based on chemotherapies aimed at eliminating the plasma B cell clone responsible for the secretion of the amyloidogenic light chains, rather than the deposits themselves. Since this cell population is of plasma cell origin in 90% of cases, multiple myeloma treatments are recommended and used to treat systemic AL amyloidosis.
 
   Treatments make it possible to eliminate the production of the pathological precursor of amyloid deposits, but reducing organ deterioration is an objective that it is difficult to achieve since the amyloid deposition process is often irreversible and diagnosis of the disease is often delayed. The management of systemic AL amyloidosis is a therapeutic emergency; effective treatment should be administered as soon as possible, before the development of irreversible damage.
 
   The reduction in light chains is demonstrated by the achievement of at least a very good partial response (VGPR), defined as a difference between serum concentrations of pathogenic light chains and the other isotype (difference of free light chains, dFLC) of less than 40 mg/L. 
 
   Retrospective data have suggested that achieving a haematological response was associated with better long-term overall survival.
 
   Hence non-response and achievement of a partial response (<VGPR) are considered to be suboptimal. If a patient still does not present at least a very good partial response after three cycles of initial treatment, it is recommended to change the treatment to prevent further organ injury.
 
   In France, there are no official guidelines for the management of this disease; the treatment recommendations are based on expert consensus.
 
   The introduction of bortezomib for the treatment of AL amyloidosis has led to response rates of over 80% being achieved; similarly, the substitution of prednisone by dexamethasone has increased the response rate from 30 to 60%. The currently recommended treatment in systemic AL amyloidosis is based on the bortezomib + cyclophosphamide + dexamethasone combination (VCd protocol) irrespective of the disease stage (expert opinion).
 
   At present, there are no medicinal products with an MA in the treatment of systemic AL amyloidosis.
 
   In the event of organ involvement, supportive treatments must not be overlooked (diuretics, elastic compression, nutritional support or even transplantation in certain situations).
 
   Role of DARZALEX (daratumumab) in the care pathway: 
 
   Given the demonstration of the superiority of adding DARZALEX (daratumumab) to the VCd protocol including the bortezomib + cyclophosphamide + dexamethasone combination in terms of complete haematological response, and despite the absence of demonstration of a statistically significant difference for the risk of onset of a major organ deterioration progression-free survival (MOD-PFS) event, and the absence of robust results for overall survival, the DVCd protocol is currently the treatment to be favoured for adult patients with newly diagnosed systemic light chain (AL) amyloidosis.
 
   The Committee recommends starting treatment with DARZALEX (daratumumab) in combination with bortezomib + cyclophosphamide + dexamethasone as soon as possible following diagnosis given the irreversible nature of organ deterioration once amyloid deposits become established.
 
  

 

								
						 		
						 		
						 			
									
										Clinical Benefit

									
										Substantial	
														
															The Committee deems that the clinical benefit of DARZALEX (daratumumab) is substantial in the treatment of adult patients with newly diagnosed systemic light chain (AL) amyloidosis, in combination with bortezomib + cyclophosphamide + dexamethasone.


														
													


									

								
								
								
						 			
									Clinical Added Value

										minor	
														
															Considering:

	demonstration of the superiority of the addition of DARZALEX (daratumumab) to the VCd protocol including the bortezomib + cyclophosphamide + dexamethasone combination (corresponding to the DVCd protocol) in terms of complete haematological response (a relevant primary endpoint), compared to the bortezomib + cyclophosphamide + dexamethasone combination (VCd protocol) with 53% versus 18% respectively, i.e. an OR=5.13, 95% CI [3.22; 8.18], p<0.0001) in a phase 3, randomised open-label study having included newly diagnosed patients with at least one organ involved,


 but in view of:

	the absence of demonstration of a statistically significant difference between the DVCd protocol and the VCd protocol for the risk of onset of a major organ deterioration progression-free survival (MOD-PFS) event (first ranked secondary endpoint),
	the absence of robust data for overall survival (second ranked secondary endpoint), with the ranked analysis having been stopped before this endpoint,
	the absence of robust data on quality of life, which was an exploratory endpoint,


the Committee considers that DARZALEX (daratumumab), in combination with bortezomib + cyclophosphamide + dexamethasone, provides a minor clinical added value (CAV IV) compared to the bortezomib + cyclophosphamide + dexamethasone combination, in the treatment of adult patients with newly diagnosed systemic light chain (AL) amyloidosis.

 


														
													


									

								
						 
						 		
						 		
								
						 		
								
									
    
   Avis économique
 
   Ce produit a fait l'objet d'un avis économique rendu par la Commission d'évaluation économique et de santé publique le 15 mars 2022. 
 
   L’avis économique porte sur l’indication demandée au remboursement, à savoir les patients adultes atteints d’amylose systémique à chaînes légères (AL) nouvellement diagnostiquée. 
 
   La Commission d’évaluation économique et de santé publique conclut que l’incertitude générée par les choix méthodologiques retenus dans la modélisation et par la variabilité statistique des paramètres ne permet pas de définir les conditions de l’efficience du produit versus comparateur avec un degré acceptable d’incertitude. 
 
   L’impact budgétaire du daratumumab représente une augmentation de 175% du budget consacré à la prise en charge de l’indication. Les résultats de l’AIB sont associés à une incertitude forte. 
 
    > DARZALEX - Avis économique (pdf)
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