
Exploring the challenges facing  
pricing and reimbursement of  
high-cost combination therapies

PRMA Innovative Payment Panel

• PRMA Innovative Payment Panel held its fourth  
 meeting on 29 January.

• The PRMA Innovative payment panel is a cross- 
 functional and cross-country group of experts that 
 meets quarterly to discuss some of the most  
 challenging issues in reimbursement pricing and  
 advise on potential solutions.

• The topic for our latest discussions was pricing and  
 reimbursement of high-cost combination products,  
 with a particular focus on oncology therapies. The  
 advisor group included payer and pricing experts  
 from France, Germany, and the UK and advisors with  
 legal and policy expertise across the EU.

• We discussed the current reimbursement mechanisms  
 for combination products, the challenges these   
 present for access for new innovative combinations,  
 the scope for potential solutions, and the current  
 policy direction on this within each country. 

Combination pricing challenges
• The current approach to pricing of high-cost 
 combinations varies substantially by country, as  
 does the ‘problem’ as recognized by payers. 

• In Germany the situation is highly favorable for  
 manufacturers, but creates concerns over budget  
 impact and potential funding of high-cost  
	 combinations	with	little	or	no	incremental	benefit.

• In France and the UK, it is much more challenging  
 for manufacturers to obtain favorable pricing for  
 combinations, with limited incentive/reward for the  
 launch of combinations, particularly when all  
 components are not owned together.

• In France, CEPS pricing conventions mean that a  
 viable price for an innovative add-on can usually  
 only be achieved with ASMR 3 or better.

• In the UK, demonstrating the cost-effectiveness of  
 an add-on to an existing regimen that is already  
	 priced	at	the	cost-per-QALY	threshold	is	a	definite	 
 and frequent problem.

• The issue is compounded when the backbone is a  
 treat-to-progression regimen and the add-on will  
 extend the duration of backbone treatment. This  
 can lead to scenarios where a negative price is  
 required to make the add-on cost-effective if the  
 price of the backbone remains unchanged.

• This problem is most acute in relapsed/refractory  
 multiple myeloma in the UK, where manufacturers  
 are choosing not to submit combinations to NICE  
 given the unfavorable pricing conditions.

• The need for a solution to pricing of high-cost  
 combinations was recognized by all payers.  
 The emphasis was on alternative pricing  
 mechanisms rather than changes to overall  
 HTA valuation methodology. 
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• Drug A, a treat to progression regimen, currently  
 priced at cost/QALY threshold
• Drug B, an innovative add-on to drug A
• Potential for a positive price for drug B depends on  
	 the	profile	of	survival	benefit



How PRMA Consulting can help

• The PRMA Innovative Payment Panel can help  
 you explore and develop potential solutions to  
 combination pricing challenges.

• Our meetings offer our clients a rare opportunity  
 to make use of our expertise to gain insights or  
 directly engage with experts and receive valuable  
 advice and intelligence to develop commercial and  
 pricing strategies.  

• Meetings are scheduled over 1–2 days, once per   
 quarter, and our clients are able to purchase half-day  
 sessions with the advisory group. 

• We are also able to assemble bespoke projects,  
 including primary and secondary research, for  
 pricing strategy development.

• To	discuss	in	more	detail	the	findings	from	our	 
 most recent meeting or how we can help with  
 your payment model strategies, please contact  
 Giles Monnickendam. Tel: +44 (0)1252 917404  
 or email: gmonnickendam@prmaconsulting.com

Alternative solutions
• Advisors were asked about the appropriate way to  
 attribute value between combination components  
 (the existing regimen and the add-on). Options that  
 were proposed were:

 • 50/50 share of indication value
 • 50/50 share of incremental value
 • 0/100 share of incremental value
 • any alternative rules.

• The method for implementing the desired form of value  
 attribution was also explored, including:

 • tripartite negotiations for combinations, with  
	 	 indication-specific	pricing
 • treatment-duration caps for backbone regimens
 • price-volume agreements.

• The current thinking is that there can be no unambiguous  
 rule for value attribution, due to sensitivities around  
 competition law, so value attribution must be negotiated  
 on a case by case basis in tripartite negotiations. 
 However, this may be a conservative interpretation  
 of EU competition law.

• In France a working group has been set up to  
 recommend a solution to CEPS and has extensively  
 explored potential solutions.
• A new law, introduced in December 2018, has also  
 provided the French Ministry of Health with additional  
 powers to push through solutions in this area.
• In the UK, the ABPI has explored options for tripartite  
 negotiations, but price-volume agreements may be a  
 more realistic and practical solution, because of the ease  
 of alignment with commercial incentives.
• In Germany, discussions on this issue are less advanced,  
 because manufacturers have favorable pricing conditions  
 and for payers, up until now, the health system has been  
	 well	financed.
• Early conversations have taken place on the feasibility  
 of monitoring monotherapy versus combination therapy  
 usage (based on claims data) and then using rebates  
 according to how a drug is used.
• However, any effective solution would require policy and  
 legislative changes to data protection and AMNOG laws to  
	 grant	SHI	funds	access	to	patient-specific	data	and	 
 enable renegotiation of prices of pre-AMNOG drugs.

Median	PFS	estimated	from	hazard	ratios	reported	in	CASTOR	and	POLLUX	clinical	trials.	Drug	utilization	based	on	treatment	regimen	as	specified	in	clinical	trial	for	70	kg	patient.	Pricing	calculations	based	on	data	from	the	German	Lauer-Taxe.	

Daratumumab + lenalidomide + dexamethasone
• Lenalidomide + dexamethasone established as standard of care for relapsed/refractory multiple myeloma
• Daratumumab launched for second line or later treatment of multiple myeloma, in two different combination regimens:
 • Daratumumab + bortezomib + dexamethasone
 • Daratumumab + lenalidomide + dexamethasone
• Substantial increase in PFS from daratumumab add-on to lenalidomide + dexamethasone regimen
•	 But	with	the	existing	price	of	daratumumab	applied,	the	cost	of	incremental	PFS	benefit	is	2.5	times	the	average	cost	of	 
	 the	lenalidomide	+	dexamethasone	PFS	benefit
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