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Why CEE region?



Large portion of health expenditure in CEE 

countries spent on pharmaceuticals

Indicators 

Average values

in European OECD countries

8 countries

<23’000 USD

GDP/capita

16 countries 

>28’000 USD

GDP/capita

GDP per capita (USD exchange rate) 17 800 52 947

Total health care 

expenditure

% of GDP

8.05% 10.00%

Total pharm & med 

non-durables 

expenditure

1.85% 1.25%

Total pharm & med 

non-durables 

expenditure

% of total health 

care expenditure
23.7% 12.8%

Kaló Z (2015) Access to medicines in lower income European countries. Master HEPL Pharmaceutical Pricing and Market Access, April 16, 2015.



Managed Entry Agreements (MEAs): 

basics



Managed entry agreements (MEAs) in a 

nutshell

◼ Searching for a delicate balance between ensuring market 

access and fair payment for innovative technology by

sharing the risk?

MEAs

Market

Access

Fair

Payment



Where is the risk coming from?

◼ Efficacy vs. effectiveness

◼ Duration of Tx ↑

◼ Dose ↑

◼ Patient population ↑

All these factors need to be considered against the

backdrop of high-priced innovative technologies which

typically yield high ICERs



◼ Step 1

 implementation of health technology assessment highlighted the 
need to manage the uncertainty of payers 

 risk-sharing agreements were introduced, initially in countries with 
advanced HTA (e.g. NICE)

 Publication of risk-sharing agreements increased the evidence base 
of new technologies

◼ Step 2

 External price referencing narrowed the price corridor of new 
medicines

 Expectations of differential pricing of pharmaceuticals in lower 
income European countries

 Need for confidential price reduction to facilitate patient access 
without compromising cost-effectiveness criterion

Reaching beyond uncertainty: 

Evolution of managed entry agreements in 

Europe

Kaló Z et al. Differential pricing of new pharmaceuticals in lower income European countries. Expert Rev Pharmacoecon Outcomes Res, 2013. 13. 6. 735-741. 



Managed entry agreements - definition

◼ Managed entry agreements = 

1. risk-sharing: to reduce uncertainty of 

payers

2. confidentiality: to facilitate differential 

pricing in order to increase patient access 



Simplifying MEAs further

 Bottom line: create the fairest model from the perspective of 

all involved, first and foremost for the payer, who knows that

only the treatment of the patients who benefited from the 

medicine will be paid for



Two broad groups of managed entry

agreements (MEAs)

◼ Performance-based schemes

◼ Financial schemes



Performance-based schemes



Taxonomy of performance-based risk-

sharing agreements is well defined

Garrison LP et al (2013) Performance-based risk-sharing arrangements – good practices for design, implementation, and evaluation. Value in Health 16: 703-719.



Analytical model of perfromance-based

scheme



Analytical model of a performance-

based scheme

◼ First-order uncertainty: 

due to heterogeneity in 

patient‘s response to 

drug

◼ Second-order

uncertainty: due to 

differences real-life vs. 

clinical trial setting and

imprecisions in 

measuring the clinical

outcomes

R Mahjoub (2014) Modeling Pharmaceutical Risk-Sharing Agreements, PhD Thesis, The University of Western Ontario, London



Success of treatment depends on time TE 

when patient is evaluated for a response

In all three

scenarios, MAH 

offers the rebate

as a proportion

of the cost of the

initial treatment α 

(1 ≥ α > 0)

R Mahjoub (2014) Modeling Pharmaceutical Risk-Sharing Agreements, PhD Thesis, The University of Western Ontario, London



Infrastructure should be put in place

◼ Extra demands due to

 hospital care, pharmacy dispensing, or side effects of 

the drug when treating non-responding patient,

 administrative requirement of verifying whether each 

patient receiving the drug is responding,

 collecting (invoicing) the rebate for every non-

responding patient.
(Based on Reza Mahjoub. Modeling 

Pharmaceutical Risk-Sharing Agreements, PhD

Thesis, The University of Western Ontario, 2014.)

R Mahjoub (2014) Modeling Pharmaceutical Risk-Sharing Agreements, PhD Thesis, The University of Western Ontario, London



Case study: England & Wales



Well-known performance-based scheme

in the UK (Bortezomib 2007)
Bortezomib deemed not cost effective (at 

£35,000/QALY), along with substantial

uncertainty

Performance-based scheme proposed that

would bring ICER to £20,700/QALY)

NHS pays for four cycles of treatment Inclusion criteria: 

1) bone transplant was not a treatment option

2) At least one other treatment was unsuccessful

After 4 cycles of treatment Impact of treatment measured by a serum 

monoclonal protein (M protein) test

Treatment considered effective if M protein is 

reduced by 50% or more

If treatment successful Treatment continued and NHS pays for further

cycles

If treatment unsuccessful Treatment is discontinued, while marketing 

authorization holder, i.e., manufacturer, either

replaces the drug stock or reimburses the cost of

the first four cycles

List price of £762 not affected Effective price for first four cycles cca £300 since

60% of patients did not respond to the treatment

NICE (2007) Bortezomib monotherapy for relapsed multiple myeloma. National Institute for Health and Clinical Excellence.

Carlson et al (2010) Linking payment to health outcomes: a taxonomy and examination of performance-based reimbursement schemes between healthcare payers and

manufacturers, Health Policy 96: 179-190.

Richardson et al (2003) A phase 2 study of bortezomib in relapsed, refractory myeloma. New England Journal of Medicine 348: 2609-2617.



The lukewarm subjective rating of the

bortezomib scheme

◼ 60% thought it was bad or very bad, 40% it was average

The time taken to run this scheme showed considerable variation, averaging 

out at time 37.5 minutes per patient 

S Williamson (2009) A Report into the Uptake of Patiwent Access Schemes in the NHS. Cancer Network Pharmacist Forum.



Recommendations for implementation of

performance-based MEAs

◼ Keep it simple

 Precise and robust measurement of the clinical outcome

 Appropriate timing of the measurement of the clinical

outcome

 Infrastructure (e.g., administration, management of rebates)

◼ Transparency above everything

 No one has incentive to introduce into therapy ineligible 

patients



Financial schemes



Commonly-used financial schemes

◼ Price-volume agreements

 MAH offers a discount α on sales exceeding preagreed threshold

◼ Confidential discounts

 MAH offers a discount while official list price of the drug remains

unaffected

◼ Dose/volume capping

 MAH offers a discount α on volume exceeding preagreed

threshold (can be also applied on a patient level)

Kwong D et al (2014) Managing the introduction of new high-cost drugs in challenging times: the experience of Poland and Hungary. Eurohealth 20: 25-28.



NICE list of 

technologies 

with approved 

Patient Access 

Schemes

TA Ref Treatment Indication Company Type
TA185 Trabectedin (Yondel is ) Advanced soft tissue sarcoma PharmaMar Dose cap
TA155 Ranibizumab (Lucentis ) Macular degeneration (Acute wet AMD) Novartis Simple discount
TA171 Lenal idomide (Revl imid) Multiple myeloma Celgene Dose cap
TA162 Erlotinib (Tarceva) Non small cell lung cancer Roche Simple discount
TA129 Bortezomib (Velcade) Multiple myeloma JC Response scheme
TA180 Ustekinumab (Stelera) Moderate to severe psoriasis J&J / JC Free stock
TA179 Sunitinib (Sutent) Gastrointestinal stromal tumour Pfizer Free stock
TA176 Cetuximab (Erbi tux) Metastatic colorectal cancer (first Line) Merck S. Rebate
TA169 Sunitinib (Sutent) Renal cell carcinoma Pfizer Free stock
TA186 Certol izumab pegol  (Cimzia) Rheumatoid arthritis UCB Free initial stock
TA192 Gefi tinib (Iressa) Non small cell lung cancer Astra Zeneca Single fixed price
TA215 Pazopanib (Votrient) Advanced renal cell carcinoma GSK Discount+ poss rebate
TA218 Azaci tidine (Vidaza) Myelodysplastic syndromes, chronic myelomonocytic Celgene Simple discount
TA220 Gol imumab (Simponi) Psoriatic arthritis Merck Sharp & Free stock
TA221 Romiplostim (Nplate) Chronic idiopathic (immune) thrombocytopenic purpura Amgen Simple discount
TA225 Gol imumab (Simponi) Rheumatoid arthritis Merck Sharp & Free stock
TA233 Gol imumab (Simponi) Ankylosing spondylitis Merck Sharp & Free stock
TA235 Mifamurtide (Mepact) High grade resectable non-metastatic osteosarcoma Takeda Simple discount
TA238 Toci l i zumab (RoActemra) Systemic juvenile idiopathic arthritis Roche Simple discount
TA241 Ni lotinib (Tas igna) Imatinib-resistant chronic myeloid leukaemia Novartis Simple discount
TA247 Toci l i zumab (RoActemra) Rheumatoid arthritis Roche Simple discount
TA251 Ni lotinib (Tas igna) First-line treatment of chronic myeloid leukaemia Novartis Simple discount
TA254 Fingol imod (Gi lenya) Highly active relapsing-remitting multiple sclerosis Novartis Simple discount
TA258 Erlotinib (Tarceva) First-line treatment of locally advanced or metastatic Roche Simple discount
TA259 Abiraterone acetate (Zytiga) Castration-resistant metastatic prostate cancer previously Janssen-Cilag Simple discount
TA265 Denosumab (Xgeva) Skeletal related events in adults with bone metastases Amgen Simple discount
TA268 Ipi l imumab (Yervoy) Advanced melanoma, 2nd Line Bristol-Myers Simple discount
TA269 Vemurafenib (Zelboraf) Metastatic mutation positive melanoma Roche Simple discount
TA274 Ranibizumab (Lucentis ) Diabetic macular odema Novartis Simple discount
TA276 Col is timethate (Colobreathe) Pseudomonas aeruginosa for adults and children over 6 Forest Simple Discount
TA276 Tobramycin (TOBI Podhaler) Pseudomonas aeruginosa for adults and children over 6 Novartis Simple Discount
TA278 Omal izumab (Xola i r) Severe persistant asthma Novartis Simple Discount
TA280 Abatacept (Orencia) Rheumatoid arthritis, polyarticular juvenile idiopathic Bristol-Myers Simple Discount
TA282 Pirfenidone (Esbriet) Mild to moderate idiopathic pulmonary fibrosis Intermune Simple Discount
TA283 Ranibizumab (Lucentis ) Macular oedema secondary to retinal vein occlusion Novartis Simple Discount
TA293 Eltrombopag (Revolade) Chronic immune (idiopathic) thrombocytopenic purpura GSK Simple Discount
TA294 Afl ibercept (Eylea) Wet age‑related macular degeneration Bayer Simple Discount
TA298 Ranibizumab (Lucentis ) Choroidal neovascularisation secondary to pathologic Novartis Simple Discount
TA301 Fluocinolone (I luvien) Diabetic macula oedema Alimera Sciences Simple Discount
TA303 Teri flunomide (Aubagio) Active relapsing-remitting multiple sclerosis Genzyme Simple Discount
TA305 Afl ibercept (Eylea) Visual impairment caused by macular oedema Bayer Simple Discount
TA306 Pixantrone (Pixuvri ) Multiple relapsed or refractory aggressive non-Hodgkin's CTI Life Sciences Simple Discount
TA310 Afatinib (Giotri f) Locally advanced or metastatic non-small cell lung Boehringer Simple Discount
TA316 Enzalutamide (Xtandi ) Metastatic hormone-relapsed prostate cancer in adults Astellas Simple Discount
TA319 Ipi l imumab (Yervoy) Adults with previously untreated advanced (unresectable Bristol-Myers Simple Discount
TA320 Dimethyl  fumarate (Tecfidera) Adults with active relapsing‑remitting multiple sclerosis Biogen Idec Simple Discount
TA321 Dabrafenib (Tafinlar) Unresectable or metastatic melanoma with a BRAFV600 GSK Simple Discount
TA322 Lenal idomide (Revl imid) Myelodysplastic syndromes associated with an isolated Celgene Dose cap
TA329 Gol imumab (Simponi) moderately to severely active ulcerative colitis Merck Sharp & Free stock
TA333 Axitinib (Inlyta) Advanced renal cell carcinoma after failure of prior Pfizer Simple discount
TA339 Omal izumab (Xola i r) Previously treated chronic spontaneous urticaria Novartis Simple discount
TA340 Ustekinumab (Stelara) Active psoriatic arthritis Janssen Free stock
TA342 Vedol izumab (Entyvio) Moderately to severely active ulcerative colitis Takeda Simple discount
TA343 Obinutuzumab (Gazyvaro) Untreated chronic lymphocytic leukaemia Roche Simple discount
TA344 Ofatumumab (Arzerra) Untreated chronic lymphocytic leukaemia Novartis Simple discount
TA346 Afl ibercept (Eylea) Diabetic macular oedema Bayer Pharma Simple discount
TA347 Nintedanib (Vargatef) Previously treated locally advanced, metastatic, or locally Boehringer- Simple discount
TA350 Secukinumab (Cosentyx) Moderate to severe plaque psoriasis Novartis Simple discount

https://www.nice.org.uk/about/what-we-do/patient-access-schemes-liaison-unit/list-of-technologies-with-approved-patient-access-schemes



MEAs in Central-Eastern European

(CEE): the way to introduce differential

pricing

◼ Poland (2012): 26 MEAs, with one using a performance-

based scheme. Among financial schemes, confidential

discounts were the most prevalent.

◼ Hungary (2015): financial schemes are mandatory for all

new pharmaceuticals. Performance-based risk sharing

introduced as pilot programs. All MEAs are confidential.

Kwong D et al (2014) Managing the introduction of new high-cost drugs in challenging times: the experience of Poland and Hungary. Eurohealth 20: 25-28.



Price-volume agreements in Hungary

◼ Mandatory for all new pharmaceuticals

◼ More risk is put on MAHs, as α = 1, i.e., entire

overspending is responsibility of MAHs

◼ Preagreed volumes were often inadequate, “leading to 

unequal access across the country“

Bortezomib Long-acting risperidone

Kwong D et al (2014) Managing the introduction of new high-cost drugs in challenging times: the experience of Poland and Hungary. Eurohealth 20: 25-28.

Hren R (2013) Impact of the Pharma Economic Act on diffusion of innovation and reduction of costs in the Hungarian prescription drug market (2007-2010). Value in Health

Regional Issues 2: 290-299.



Conclusion



MEAs are in CEE jurisdictions addressing

more than uncertainty

◼ MEAs are essential in CEE jurisdictions as a means of

achieving differential pricing and consequently, bringing

new technologies to the market

◼ Performance-based schemes offer potential for setting

up registries that could integrate into existing data 

collection systems

Kwong D et al (2014) Managing the introduction of new high-cost drugs in challenging times: the experience of Poland and Hungary. Eurohealth 20: 25-28.



When to apply MEAs in oncology?

◼ Conventional chemotherapy?

◼ Immunotherapy?

◼ Targeted therapy? 


