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We read the recent paper by U. Persson and colleagues with interest [1]. However, we think the paper contained some misunderstandings which we believe should be discussed further as this paper is likely to be widely read both in Sweden and across Europe.
We were concerned with the comments made about cost/ QALY cut-off levels in Sweden since we found in 2008 (Wettermark, Godman et al) [2] and 2009 (Godman, Wettermark et al) [3], that the TLV has not established cost/ QALY cut-off levels. Moreover, the TLV maintained that there should be various levels for different diseases. In addition, the TLV were concerned that companies would play the system if they knew the level in advance and any limit would need re-adjusting with inflation [2,3].  This was endorsed in the reference provided by U. Persson et al (Reference 19 - Hugosson and Engstrom). In the reference, Hugosson and Engstrom stated ‘No explicit value or threshold exists’ [4]. They also analysed TLV decisions between October 2002 and 2007, and demonstrated there was a correlation between disease severity and willingness to pay. Overall, the QALY averaged €35,000 for reimbursed drugs, rising to approximately €100,000 for severe diseases [4]. Hugosson and Engstrom subsequently concluded the TLV had ‘not established a threshold value for the QALY’, exacerbated by the low number of rejections during this period [4]. 
We were surprised by the comment that the number of products not reimbursed by the TLV averaged 20% in the past 9 years. This is because published sources revealed that between October 2002 and March 2005, TLV denied reimbursement for 13 out of 107 drug applications [3, 5, 6]. Moise and Docteur from the OECD concluded that during this period ‘rejecting a pharmaceutical for reimbursement because the price is too high is a rare occurrence’ [6]. In 2006, 10% of new chemical entities (4 out of 40 products) were not approved for reimbursement [2,3], and in 2007 five new applications (10%) were denied reimbursement [2,3]. These findings appear to confirm the comments of Hugosson and Engstrom [4]. Between 2009 and 2011, this increased to an average of 17% of new drug applications denied reimbursement (2011: 4/27 products, 2010: 2/44 products and in 2009: 11/30 products – F. Nilsson Personal Communication]. This is particularly important since the higher the percentage of new premium priced products granted reimbursement by the TLV, the greater the pressure on county council resources.
We were also surprised by comments by Persson et al that Value Based Pricing (VBP) is rare for products in the healthcare market. It may be that not all countries use cost/ QALYs in their decision making; however, a number of European countries do apply some form of ‘value based’ approach to potential prices when considering reimbursement for new innovative products. For instance in Austria, a maximum reimbursed price of 10% above current standards is granted for those new products that are evaluated as having ‘added benefit’ [7]. This rises to an average price among targeted European countries for new products that are evaluated as having ‘substantial benefit’ over existing standards, provided the price can be justified by a pharmacoeconomic evaluation [7]. In France, the reimbursed price for new products is directly related to their perceived benefit versus current standards (ASMR rating) [8], and in Germany there are direct price negotiations for new products with additional benefit between the manufacturers and the Sickness Funds (payers of healthcare) [9]. This is based on the perceived level of health gain versus current standard treatments; divided into substantial, considerable or small – mirroring the situation in France [9]. Recommendations for reimbursing new products in Norway are principally based on cost/ QALY considerations [10], and reimbursement considerations for new products in Poland now include an economic analysis (CEA/ CUA) combined with a budget impact analysis [11]. Reimbursed prices for new innovative products in Croatia, i.e. those outside of current reference price classes, are now based on their average price in France, Italy and Slovenia, reflecting their willingness to reward innovation with higher prices [12]. 
We agree with the suggestions of Persson et al concerning the need for horizon scanning activities and, in fact, these have been ongoing among some of the counties in Sweden for some time [13]. Horizon scanning activities are now growing across Sweden in a coordinated manner between the counties, and in some counties these activities are combined with forecasting of future drug use alongside an estimate of total expenditure by product class [13]. The objective is to improve budget planning for new drugs in patient populations where they are perceived to provide most value [13]. As part of the process, new generics are identified to release resources to fund new drugs within pertinent or other disease areas [13]. This is facilitated by the price of generics in Sweden as low as 4 to 13% of pre-patent loss prices [3], which will fall further with the introduction of monthly auctions for generics [14]. This mirrors the low prices of generics among other European countries, irrespective of the size of their populations [15-19]. Without these combined activities, countries will struggle to fund new drugs. This is already happening [20,21], and is not in the best interest of any key stakeholder group.
The low prices for generics suggest that there is the potential for pharmaceutical companies to realize appreciable profits for their new drugs, and hence innovation is rewarded. Current rewards would be greater if pharmaceutical companies did not spend considerable resources on marketing activities to physicians. For instance, in 2004 pharmaceutical companies spent US$53 billion promoting their products to physicians in the US [22]. This alone was enough to fund the development of 40 to 50 new chemical entities, based on the figures provided by Persson et al. 
We recognise the suggestion by Persson et al that health authorities should take into consideration the price of the drug throughout its lifecycle. However, we consider this view ignores the concept of opportunity costs with yearly budgets, exacerbated by changing demographics and the current financial crisis in Europe.
We do not agree with the comments of Persson et al that the goal of the counties is cost containment. There are both ongoing horizon scanning activities as well as forecasting activities of future drug use, based on their perceive added value, to improve budget planning. This includes the TNF inhibitors, which are now among the highest expenditure drugs within the counties in Sweden. The focus on TNF alpha drugs has increased with many standard drugs used to treat conditions in ambulatory care losing their patents in recent years. These include drugs to treat acid-related disorders, coagulation disorders, congestive heart failure, diabetes depression, hypercholesterolaemia, hypertension (including now the angiotensin receptor blockers), and schizophrenia. Funding for new premium priced drugs is facilitated by the extensive range of demand-side measures instigated within the counties to encourage the prescribing of generics in a class/ related class where all products are seen as essentially similar to conserve resources [3, 23,24]. Without these efforts, expenditure on for instance the proton pump inhibitors and statins would be up to ten times greater in Sweden without enhancing care, comparable to countries with limited demand-side measures to counter-act commercial influences [23,25]. As a result, reducing available funds for new innovative products. 
The comments by Persson et al that counties are only focusing on cost containment also ignores the development and implementation of formularies of essential drugs among the counties in Sweden including the ‘Wise List’ in Stockholm county council [3]. The ‘Wise List’ in Stockholm was designed, developed and implemented to enhance the knowledge of drugs among prescribers and the public. The objective being to improve the quality, consistency and efficiency of prescribing [3,26]. The ‘Wise List’ concept is built on providing physicians clear guidance on which drugs to prescribe for the vast majority of diseases in ambulatory care, based on available evidence, and involving experts and prescribers in the region [26]. Key criteria for product selection include the efficacy and safety of the drugs to treat given diseases in accordance with Evidence Based principles, as well as their efficiency [3,26]. Physicians trust the guidance as demonstrated by the high and growing adherence rates – at approximately 80% of all prescriptions in ambulatory care [26]. Östergotland has also established programmes to attain quality assurance and prescribing efficiency among its Primary Healthcare Centres [3]. Physicians have to justify their prescribing performance to the county as well as members of the public if they wish to realise any savings through increased efficiency [3].   
In view of the growing resource pressures among the counties, exacerbated by the fact that the TLV does not currently appraise hospital only products which can be expensive, we also believe it is difficult to discuss prescribing levels for the TNF alpha inhibitors as well as trastuzumab in isolation without discussing opportunity costs. This includes likely treatments that will be forgone if there was increased prescribing of these products [27]. Treatments forgone could have included those with greater prescribing efficiency, especially with the growing number of standard treatments now available as low cost generics [28]. However, we recognise it is difficult to discuss this without critically looking at all current county council prescribing habits and their rationale.
Finally, we consider the concept of introducing national or regional rebates, discounts or free drugs into the system in Sweden to enhance the value of new drugs is not new. It may, however, be new to Sweden. Patient access schemes either nationally or regionally have been ongoing among European countries for some time to enhance the value of new drugs, and hence their potential for reimbursement [29-32, J Lonsdale Personal Communication]. There is no reason why such arrangements should not be considered for Sweden if this helps enhance funding for new drugs, and the schemes are critically evaluated to ensure they follow evidence based principles. This requires consultations with trusted pharmacotherapeutic experts and clinical pharmacologists working in county council Drug and Therapeutic Committees. However, there are occasions when authorities nationally and regionally instigate further restrictions over and above those of the product licence or reimbursement agencies due to concerns with patient safety once launched. This was been seen with extensive county pre- and post-launch activities with dabigatran, which has inherent dosage and safety problems in the elderly [9]. We believe such activities should be acknowledged to improve the subsequent care of patients, and potentially help preserve new products on the market when they are used in a much wider population than those in the randomised controlled clinical trials undertaken for registration. Already, we are seeing cases of excessive bleeding and deaths with dabigatran when used in a wider more elderly population, endorsing the approaches among the counties in Sweden [9,33].
We are looking forward to the response from the authors.
Dr Brian Godman
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Division of Clinical Pharmacology

Department of Laboratory Medicine

Karolinska Institutet, Stockholm, Sweden

References
1) Persson U, Svensson J, Pettersson B. A New Reimbursement System for Innovative Pharmaceuticals Combining Value-Based and Free Market Pricing. Appl Health Econ Health Policy 2012; 10: 217-225

2)  Wettermark B, Godman B, Andersen K et al. Recent national and regional drug reforms in Sweden – implications for pharmaceutical companies in Europe. Pharmacoeconomics 2008; 26: 537-50 

3) Godman B, Wettermark B, Hoffman M, Anderson K, Haycox A et al. Multifaceted national and regional drug reforms and initiatives in ambulatory care in Sweden; global relevance. Expert Rev Pharmacoeconomcis Outcomes Research 2009; 9: 65-83

4) Hugosson K, Engstrom A. Threshold value for a QALY: correlation with disease severity and decision uncertainty [abstract]. Value Health 2008; 11 (3): A49

5) Anell A and Persson U. Reimbursement and clinical guidelines for pharmaceuticals in Sweden: do health-economic evaluations support decision making? Eur J Health Economics 50:274-9 (2005)

6) Moïse P and Docteur E. OECD Health Working Papers No. 28. Pharmaceutical pricing and reimbursement in Sweden. 13 September 2007. Available from URL: http://www.olis.oecd.org/olis/2007doc.nsf/FREDATCORPLOOK/NT00002E52/$FILE/JT03231887.PDF (Accessed 2 Feb 2008)

7) Godman B, Bucsics A, Burkhardt T, Haycox A, Seyfried H, Wieninger P. Insight into recent reforms and initiatives in Austria; implications for key stakeholders. Expert Rev Pharmacoeconomcis Outcomes Research 2008; 8:357-71 

8) Sermet C, Andrieu V, Godman B, Van Ganse E, Haycox A, Reynier JP. Ongoing pharmaceutical reforms in France; implications for key stakeholder groups. Applied Health Economics and Health Policy 2010; 8: 7-24

9) Godman B, Paterson K, Malmstrom R et al. Improving the managed entry of new drugs: sharing experiences across Europe. Expert Review Pharmacoeconomics and Outcomes Res 2012; 12: 439–41
10) Festoy H, Sveen K, L-M Yu, L Gjonnes, Gregersen T. Norway – Pharmaceutical Pricing and Reimbursement Information. October 2008. Available via URL:

http://ppri.oebig.at/Downloads/Results/Norway_PPRI_2008.pdf
11) Kolaska K, Schubert S, Manca A, hermanowski T. A review of Health Technology Assessment (HTA) recommendations for drug therapies issued between 2007 and 2009 and their impact on policymaking processes in Poland. Health Policy 2011; 102:145-51

12) Voncina L, Strizrep T. Croatia: 2009/ 2010 pharmaceutical pricing and reimbursement forum. Eurohealth 2011; 16: 20-2

13) Wettermark B, Persson M, Wilking N et al. Forecasting drug utilization and expenditure in a metropolitan health region. BMC Health Services Research 2010, 10:128
14) Godman B, Abuelkhair M, Vitry A, Abdu S, Bennie M, Bishop I et al. Payers endorse generics to enhance prescribing efficiency; impact and future implications, a case history approach. GaBI 2012; 1(2): 21-35
15) Godman B, Shrank W, Wettermark B, Andersen M, Bishop I et al. Use of generics – a critical cost containment measure for all healthcare professionals in Europe?  Pharmaceuticals 2010; 3:2470-94 doi 10.3390/ph/3082470 ISSN 1424-8247

16) Garuoliene K, Godman B, Gulbinovič J, Wettermark B, Haycox A. European countries with small populations can obtain low prices for drugs: Lithuania as a case history. Expert Rev. Pharmacoeconomics Outcomes Res 2011; 11: 343-9

17) van Woerkom M, Piepenbrink JF, Godman et al. Ongoing measures to enhance the efficiency of prescribing of PPIs and statins in the Netherlands; influence and future implications (In Press - Journal of Comparative Effectiveness Research)

18) Markovic-Pekovic V, Ranko Škrbić R, Godman B, Gustafsson LL. Ongoing initiatives in the Republic of Srpska to enhance prescribing efficiency: influence and future directions (In Press Expert Review of Pharmacoeconomics and Outcomes Research)

19) Bennie M, Godman B, Bishop I, Campbell S. Multiple initiatives continue to enhance the prescribing efficiency for the proton pump inhibitors and statins in Scotland. Expert Review Pharmacoeconomics and Outcomes Research 2012; 12: 125-130

20) Taylor L. Australian govt blocks subsidies for new drugs. March 2011. Available via URL: http://www.pharmatimes.com/Article/11-03-15/Australian_govt_blocks_subsidies_for_new_drugs.aspx [Accessed 2 April 2012]

21) Garuoliene K, Alonderis T, Marcinkevic˘ius M. Pharmaceutical policy and the effects

of the economic crisis: Lithuania. EuroHealth 2011; 17: 1-4
22) Lexchin J, Kohler J. The danger of imperfect regulation: OxyContin use in the United States and

Canada. International Journal of Risk & Safety in Medicine 2011; 23: 233–40
23) Godman B, Shrank W, Andersen M, Berg C, Bishop I, Burkhardt et al. Comparing policies to enhance prescribing efficiency in Europe through increasing generic utilisation: changes seen and global implications. Expert Rev. Pharmacoeconomics Outcomes Res 2010; 10: 707–22
24) Vončina L, Strizrep T, Godman B et al. Influence of demand side measures to enhance renin-angiotensin prescribing efficiency in Europe; implications for the future. Expert Rev Pharmacoeconomics and Outcomes Res 2011; 11: 469-79
25) Norman C, Zarrinkoub R, Hasselström J, Godman B, Granath F, and Wettermark B. Potential savings without compromising the quality of care. Int J Clin Pract 2009: 63:1320–26
26) Gustafsson  LL, Wettermark B, Godman B, Andersén-Karlsson E, Bergman U et al. The “Wise List”- A comprehensive concept to select, communicate and achieve adherence to recommendations of essential drugs in ambulatory care in Stockholm. Basic & Clinical Pharmacology & Toxicology 2011; 108:224-233
27) Barrett A, Roques T, Small M, Smith R. How much will Herceptin really cost? BMJ 2006; 33:1118-20

28) Jack, A. Balancing Big Pharma’s books. BMJ 2008; 336:418-9

29) Jaroslawski S, Toumi M. Market access agreements for pharmaceuticals in Europe: diversity of approaches and underlying concepts. BMC Health Services Research 2011, 11:259
30) Adamski J, Godman B, Ofierska-Sujkowska G, Osinska B, Herholz H et al . Review of risk sharing schemes for pharmaceuticals: considerations, critical evaluation and recommendations for European payers. BMC Health Services Research 2010, 10:153 doi:10.1186/1472-6963-10-153

31) Cheema PK, Gavura S, Migus M, Godman B, Yeung L Trudeau M. International variability in the reimbursement of cancer drugs by publically funded drug programs. Curr Oncol 2012; 19: 165-176; doi: http://dx.doi.org/10.3747/co.19.946
32) Jommi C.  Managed Market Entry for Drugs in Italy. EMAUD Market Access Newsletter June 2012 – URL: http://www.slideshare.net/Mondher_Toumi/market-access-newsletter-emaud-june2012
33) Harper P, Young L, and Merriman E. Bleeding risk with dabigatran in the frail elderly. N Engl J Med 2012; 366:864-866
