Contents

L0 1=1.T o o XiX
ot 01T =T [ g T=T £SO XXi
F U] oo OO TSSOSO UTUTPORPRURURPRON xXiii
COMMON ADDIEVIATIONS. ...ttt bbbt bbb b b e b e b et e h e eh e e b e e b e eb e e b e eb e eb e e b e nbeeb et e eb et en e ebeebeebe et e ebe e XXV
L a oo 11 Tox 1] o OO RPTTSRR XXVii
Chapter 1 Health @S @ GOOMU.......ciiiicie ettt et et e s e st e e ae e saeeaeesbe e eesReeseesReeseeaseebeasaesbeententeeneenneenes 1
11 Welfare ECONOMICS @N0 HEAITN.......coiiiiiiiiice ettt nas 1

1.2 Health Care: A Mixed and COECHIVE GOOT......ccuciiiiiiiiirieie e b e 1

13 Equity, Health, and HEalth Care ... ettt 2

14  Uncertainty Related to the Demand and RESUITS.........cccieiiiiiiinienie e 2

15 Physician’s EXPECted BENAVIOI......c.ciciiiiici sttt e e renresnenne s 2

LG T ST o] o] |V O o] oo 11 T ] USSR 2

A B T~ ol U 1Y o] o RSOSSN 3

R B BICES. ...ttt h bbbttt bbbt b E e R oAb E e £ eRE e R £ SR £ oAt e R £ e R e Rt Rt e R e bR e b et e et et e e ens 3

Chapter 2 Decision-Making in PUBIIC HEAITN ..ot 5
2.1 PUblic Health DefiNITION. ..ottt st sttt st e e e e e eneereere e 5

21.1 Example of the Influence of Air Pollution on Public Health............ccccoooniiiiinine 5

2.2 Decision-Making in PUBIIC HEAItN.........c.ccoiiiiii et 5

221 Organization of PUBIIC HEaItN.........coiiiii e 5

2.2.2  Funding Health Care and PUblic Health...........ccciiiiiiiie e 5

2.2.3  Criteria Used for Priority-Setting and DeciSion-MakKing............ccccuerriiiinninnincicc s 6

224 Health INEQUATTTIES.....ciieeiiece bbbttt 7

2.2.5 Monitoring and Evaluation of Public Health POLICIES.........cccvieviiiiiiesee e 7

2.3 Decision-Making on the ReIMBUISEMENT.........coiiiiiiiie i 8

2.3.1  Accountability for REASONADIENESS. ......ccuiiiiiiiiieiee e 8

2.3.2  TTANSPAIEIICY .. eiiueiiteeee ettt etee e te st e bttt et e ete e e bt eae e sbeeas e ehe e b e e he e ebe e he e eEeeE e e ebe e b b e ab e es b e eb e embeebeembeebeebeeaeeabeennas 9

2.3.3  PAIICIPALION. ¢ttt bbb bbbttt b et b et be b e 9

2.4  Methods of Incorporating Societal Preferences into Decision-MaKing..........ccoceovvvevenineieneneieeieee e 9

RBTEIBICES. ...ttt bbbt bbb e e b e e e £ e R b e R oA £ e R £ e R £ R £ R SR e e R e R SR e b e bRt e s b e e et e bt e R e Rt ene s 10

Y0 oo T CTo [l LT To 1T Lo OO USSR PR URURTPRPRPRTN ik

Chapter 3 DefinitioNS ANG CONCEPTS. ...cuiiviiiteiieiite et bbbt b etk et e bbb bbb et e b e bt s b e st s bt bttt 13
3.1 Origin Of the Market ACCESS TEIM....c..ciiieieiie ettt et be st sbesbestesaesbesaesaeneeneeseeneenens 13

311 Market ACCESS FOr GOOUS. ..ottt b ettt sttt 13

I 0 R I 1) i AV LT T OO S 13

3.1.1.2  NONtariff BarrierS/IMEASUIES.......covcerieierieerie ettt st 13

3.1.2  Application t0 HEAIth Care.... ..o 13

3.1.2.1 Tariff Barriers on PharmaceutiCalS.........coooeioiiicieiiiesecse e 13

3.1.2.2 Nontariff Barriers o0nPharmaceutiCalS............ccevveieieieiirieirse e 14

3.1.2.3 Health Care Market SPeCifiCities.......cccvviiiiiiiiii i 14

3.2 MaArket ACCESS KBY CONCEPLS. ...uiiuiitiiteiterteieite sttt b ettt b b b bbb ettt bt bt be bt b e nbesbesnennes 16

321 WAL IS VAIUB? ... ettt h et b ettt b e bt s besbe et e beseeseeee e e e eneeneas 16

I VAV o L (S A oo =TSRSS 17

3.3 Market ACCESS DEFINITION......ci ittt e e e e e e esaeraeseenenrenrennens 17

3.3.1 Market Access and the Structure of Health Care SyStem........ccccevveiiiieiiciniesie e 19

3.3.1.1 Publicly Funded Health Care SYSEMS.......coiiiiiiiieiieceire s 19

3.3.1.2 Mixed or Private Health Care SYSTEMS........ccooveiiiiiiieiiiesere e 20

3.3.1.3 Centralized and Regional Market ACCESS........ccuiiiiriiireiiee e 20

34 Cultural SpecCifiCities OF MArKEt ACCESS.... ..o iiriee ittt 20



Chapter 4

Chapter 5

Contents

35 MArKEE ACCESS TOF PAYBIS....iiiiiiiiiiieeet ettt ettt et s et eebe et e e tesbe st e s besbe st e besae st et eseesaeneanens 21
3.5.1 Payers Employ Market Access Tools to Control DrugEXpenditure..........ccccoeveveveeieececinsiesiennns 21

3.5.2  HOW t0 IABNLITY PAYEIS?.... oottt et ettt st sbe e 23

3.5.3  HOW Payers ASSESS VAIUE?........couiuiiiiitiieit ettt 23

3.5.4  How HTA Evaluation Is Translated into P&R Conditions?........ccovveiveneienniiniiecee e 25

3.6 Market ACCESS TOF INAUSTIY ......ceieiiiseccse e ettt a e et e e ent e s e e eneerenreaneereneas 25
I N N [ U o Lo | 3 SRS 25

3.6.2  Organization in the Pharmaceutical INAUSTIY..........ccooiiiiiiiiiniie e 25

3.6.3  Objective of Market ACCESS ACHIVITIES........cvrviiriiiriiriiree s 26
SUQGUESTEA REAGING ...ttt bbb b bbb bbbt bbb bbbt bbbt bt b 26
HTA Decision ANalysiS FIAMEWOIK.........ooi ettt b b e 27
41 L oL Ao o [T To1 1 o] o FO OSSO U T T U STRUPR SR 27
4.2 [ T 0] o V2SSO POUSOUR PSR 27
4.3 HTA Processes and Decision ANnalysis FramewWorks...........cccoeeiiiniiininesesese e 27
431 National HTA Bodies and Main AssesSMent OULCOMES........ooeveeriniereeerieienieiesieesee s sseneeees 27

4.3.2  Decisions Impacted by the AssesSed OULCOMES........cciveieiieiirieieeiese st 29

4.3.3 HTA Core Model® EUNETHTA .. ..ottt sttt e e ene s 29

4.3.4  Evaluation Criteria and Processes for HTA andPriCing........cccoveiiiiiiiiiiinineeneee e 29

R Bt o I 1 NSRS 29

O B = o 1112 Vo TSRS 30

4.3.4.3  Market ACCESS AQIBEMENTS....uiiiiiriirieiereesieiereeeete s e s e sre e resre st e ae e s e e ee e eresresresrenees 30

4.3.5  Value ASSESSMENT FIAMEWOIKS. .....c.eiiiiiiiiieitiete sttt sttt sb e bbb et be e 3

4.4 U [0TSR URTTRTUPTPRO 31
R |V 1 SR 31

o N1 |, I S 31

T 1 [0 1= aTo YA A\ Lo N o PSSRSO 32

45 England, Ireland, and Wales—Health Technology ApPraisal..........c.ccoceiiiiiiiinenene e 32
4.6 SCOtlaNd—NeW ProdUCt ASSESSIMENT. ........cviiiiiireeeee et ste et ees e te e te st e stestesaesteseeseebeseeseeneeseenes 33
4.7 Germany—Additional Benefit and CoSt-BENEFit.........c.cccoreiriiiniieneieee e 33
4.8 Sweden—Marginal Benefit and Cost-EffeCtIVENESS........civiiieieriiicieese e 33
4.9 Italy—Degree of Innovation and CoSt-EffeCtiVENESS........c.civiiiiiiiii e 34
4,10 Spain—Reimbursement and Pricing RecomMmMENdation..........ccccoveieiiiiieiiiece e 34
{000 Lo ccTo l T To 1T o OO SO UT USSP 35
Early HTA Advice................ 37
51  Overview of the Early HTA AdVICe PathWayS.......cooviiiiiiiiieiirircresese e 37
511 HTA-EMA Parallel SCIentific AQVICE.......c.oiuiiiieiieeeeres e 37

B5.1.2  MURTHTA AGVICE ..t ittt bbbttt sttt bt et 37

5.1.3 EUnetHTA Pilot Assessment of Relative EffeCtiveness........ccocvvveiiiceiiniieiceeeeeesee 37

5,14 ACAPLIVE PAINWAY ..ot et bbbttt ettt 37

5.1.5  Priority MediCiNes SCREME......coiiiiciie ettt 37

5.2 National Early HTA AAVICE PrOgramsS........ccciiiiiiieieiieiesieieeiete s e se e e e ste e e sre e sressesaesaeseseesassessens 37
LT R o -V o] T TP U PR O P PRUPURTO 37

5.21.1 QUESLIONS T0 FOCUS ON..uviiiiiiiiiieiee ettt et s be e sbeenaesreens 42

5.2.1.2 PIOCESS....ocviiiiiiiisisis s 42

5.2.1.3  CoNtent 0T the DOSSIEN......ccuvuiiiiiiiiiieeiie et 42

5.2.2  The United KINGUOM ..ottt bbb e et ene s 42

5.2.2.1  QUESLIONS 10 FOCUS DN ..eviiiieiiiiieeieiesesiesie ettt e sttt sre e e seesne e e neens 42

I (1o =TT TSR 43

5.2.2.3  CoNtent OF the DOSSIEN.....ccucuiiieiieiiieisieistese ettt 43

5.2.2.4  Light SCIENTITIC AUVICE.....c.iiiieiiiice et 43

5.2.3  GBIMANY ...ttt r e e h etk b R bR R R R r e n e n e ne e b e ne s 44



Contents Vi
5.3 Strategie CONSIABIALIONS. .. ..eiuiitiieieeiiie ettt bbb et e et be et e bt b e ebe s besbesbesbe b et eneeneeneebentas 44
531  MultidisCiplinary APPrOACH.......ccoi it 44
5.3.2  Briefing Book Is the Cornerstone of Early HTA AdVICE.....cccccoiiviiiiie i 44
5.3.3 How to Choose the Right Option for Early HTA AdVICe.......cociiiiiiiiiiieee e 44
5.3.4  Types of Risk for the Company When Considering Early HTA AdVICe.......ccoivniniennenren, 45
5.3.4.1 Target Population Related RiSK........ccoouiiiiiiiiiic e 45
5.3.4.2 Development Plan Related RiSK.......cccooiiiiiiiiiice e e 45
B4 CONCIUSIONS. ...ttt ettt b et bbbt b e ekt e ekt e ek e s e e bt s b b e e b et e e b st ab et e b et et e ebe e ebe e 46
LY (=] =] 0Tt OSSOSO 46
Chapter 6 Overview Of Market ACCESSAGIEEMENTS. .....c ittt b et bbbt sb et bttt sttt et ne et 47
G = - Tod (o (10 o OO OO RTTRTO 47
6.2 RAtiONAIE DENING MAAS. ...t bttt b bt b e bbb bbb e bbb e e e neebeens 47
6.3  Different Definitions and Taxonomies 0F MAAS ..o 47
6.3.1  DiIfferent DefiNitiONS.......ccoiiiice et b et 47
6.3.2 A POSSIDIE DEFINITION. ...t bbbt ne s 49
6.3.3  Different TAXONOMIES.......cviieieieese et e ettt ettt teseesteseestestesee e eneereeneeneenenneens 49
6.3.4  SIMPITIEd TAXONOMY ...iiiiiiicicec ettt te st st e st e be st e st e be e e e eseeseeneeneereene e 49
6.3.4.1 Commercial AGreemMeNt.......ccooiiirieieriene e 51
6.3.4.2  Payment fOr PerfOrManCe. ..ottt 51
6.3.4.3 Coverage with Evidence DeVelOPMENt.......cccciveieiiieeieese s 52
6.4  Payers’ and Manufacturers’ Motivations to IMmplement MAAS ... 53
6.4.1 The Increasingly Cost-Sensitive ENVIFONMENT.........ccccvciiiiiiiiiiiie e e 53
6.4.2 The Uncertainty Related to Drug’s Performance..........cocooeieiiiiiiinie i 53
6.4.3  The “TrUSE CriSIS” ...ciiiiiieiitiisieiee et SRR 54
6.5 International Comparison of MAA Health POLICIES........ccooviiiiiiiiieccse e 54
B.5.1  MAAS ACIOSS COUNTIIES. .euiitiitiiteteite sttt eeet ettt sttt st e bt sb e st e b sb e b e b et e e ese et e e beebe et e sbesbeebenaeeee 54
6.5.2  Some Countries Are More Resistant Than Others.........coccviriiinieee s 56
6.5.3  Regional MAAS Growth iN EUMOPE.....cciieiieicieieeer ettt re e 56
6.5.3.1 Formularies in Italy Are Subject to Regional INfluence...........cccoeoiiiiienniiicncee, 57
6.5.3.2 Regional MAA IN SWEHEN.......ccooiiiiiie e 58
6.6 BESE PrACHICE OF IMAAS ..ottt bbbt h bbbt bt e bt bt eb e b b sb et st en et se s 59
6.6.1 The Rationale DENING IMAAS ... ettt st b et et e 59
6.6.1.1 When Should MAAS Be CONSIAEIEd?........ooeiiiiiiiiicieeeseee s 59
6.6.2  The IMpPlemeENntation PrOCESS. . ..ottt ettt b et bbb e e 60
6.6.2.1 Requirements for IMplementing MAAS. ... e 60
6.6.2.2 Challenges in MAAS IMplementation...........cccoovrieiieieeiecinsiese e e 60
B.6.3  EVAIUALION......iitiiiie ettt bbb b bbb e e 61
6.7  Impact 0f MAAS 0N ProdUCt UPTAKE ... ..coviiiieiee et 61
6.7.1 Example of MS MAA in the United Kingdom: Impact on Sales........cccccceovioiiiiiiiniinenencnene 61
6.7.2 Example of Bevacizumab’s Uptake in Metastatic Colorectal Cancer across

BEU COUNTIIES .ottt bbbt bttt bbbt b 62
6.7.3  Etanercept MAA IN GEIMANY ..ot oo ittt ettt et et e e e s te s e e teeaestaesaesreensenneenns 63
6.8  SOME SPECITIC CASE STUBIES. .....eiiiieiiieeiiiteiite ettt b et btttk e et et et bebesrenea 63

6.8.1 Example of CED in the United Kingdom: Use of B-Interferons and Glatiramere for the
Treatment of MS inthe United KiNQAOm ........coooiiiiiiiiii e 63
6.8.1.1  Performance OF M A AS. ..ottt sttt st ens 64
6.8.2 EXamples 0Ff CEDS IN FIANCE......ccccciiiiiie ittt ettt sttt et nseneereene e 64
6.8.2.1  Performance OF M A AS ..ottt r e en et sne 65
6.8.3  EXamples Of CEDS IN SWEABN........ooiiiiiriiirieies e 65
6.8.3.1  Performance O M A AS ..o e ettt 65
6.8.4  EXample OF MAAS N TTAIY.....coiiii s 65
6.8.4.1  Performance OF M A AS ..o ettt 66

6.8.5  FINANCING OF IMAA DIUGS. .ottt ettt b bt sb e bbb bbbt b e b et besbesbesbe e 66



viii

Chapter 7

Chapter 8

Contents

6.9 Overview of MAA Trends in Other COUNTIIES. ..o 66
6.9.1 MAA Is a Growing Phenomenon in Various COUNTIIES.......ccouiiriiiiiiine e 66

6.9.2 MAAS TN AUSTFAITA. ..ottt bbbt sens 66

6.9.3 YN N | I AT g AN =] o (- DO OSSR 67

6.9.4 India: A Different MA PathWay ........ccccoeiiiiirieieiece e 67

6.9.5 MA TN SOULN KOTBA. ..ttt ettt sttt e e e et et es e e et eneeresneaneas 67

TN T = £ o Y- od € Y-SR 68
6.10.1 MAA Is a Growing Trend and Is Shiftingtoward Conditional ACCESS.........c.cecvreivrerrierniiinnen. 68

6.10.2  Challenges WIth IMAAS. ...ttt sttt ettt e st et e e teeaeetesresreste e ee 68

6.11  Conclusion: MAA, a TeMPOrary SOIULION?......cccoiiiriiiiieeree e 68
6.11.1 A Paradigm Shift in the Pharmaceutical INAUSEIY........cccoevieiiiicci e 69

6.11.2  From a Decision Point to @ DeciSion WiNAOW...........cccoviiririniininienene e 69

6.11.3  WhIiCh MAAS INthe FULUIE?....oiuiiiieiceec sttt 69

] (=] =] (ot E OSSOSO 69
EXtErnal RETEIENCE PIICING ... .iitiieieiieiee e ettt b bbbttt st b e bt sb et e b st e b e ne e e eneeneas 71
7.1 Definition of External ReferenCe PriCING.......coioiiiiiiiiieineieset e 71
7.2 R e T =T o] o1 OSSOSO PSPPSR 71
721 National Legal FrameWOrK........cccoci ittt s 71

7.2.2 SCOPE OF ER P et bbb bbb e bt et e st e b et bbb 72

7.2.3 Composition of the CouNtry BaSKeL.........ccvcviiiiiiiiniiscese e 72

724 Price Calculation and Selection of Reference Products...........cccooiiiininieneninne e 72

7.3 ERP Processes in NON-EUropean COUNTIIES.....c.cviivieiiriieieeieeeeseete e e sreste e st e s sae s essesesseesessessesnenees 73
7.3.1 AAUSTIATTA. .t b e bbbt b bbb e bttt n e n et bt 73

7.3.2 LOF: 13T Lo - U OO OO SO 73

7.3.3 JAPAN e ettt are 73

7.34 SOULN KOTBA. ...ttt bbbt et b bbbt e bttt sb e b et e sb et e e e e e eneas 73

7.35 Y= q oo USSR 74

7.3.6 NEW ZEAIANG. ... vttt st bbb b ettt e e et e ebe e ebeneereneas 74

7.3.7 TUTKBY et b bbb bbb bbbttt ettt 74

7.4 Concerns Related 10 ERP ..ottt e 74
7.4.1  Potential ConsequUENCES OF ERP .......ociiiii e 74

7.4.1.1  Patient ACCESS t0 IMEUICINE.....cuiiiiiiiiiieie e 75

T7.4.1.2  ATFOrdability ... 75

7.4.1.3 Industry Revenue and Sustainability............ccoooiiiiiiiniii e 75

7.5 VBP GNA ERP ..ottt etttk b bRt b ettt e 76
75.1 ERP as an AIErNative t0 VB P ......c.ooiii ettt s 76

75.2 ERP and VBP COMDBINGION ..ottt 76

=] -] (T TSP 76
Gap between Payers and REGUIATOIS. ..ot b b bbb e se et e et be e 79
8.1 o] (0T 1 o3 £ o PSSR 79
8.2 UNCEIAINTY VEISUS RISK.cui.iitiieiiiietiiieisiei sttt bbbttt ettt ntenes 79
8.3 PaYers VEISUS REGUIBLOTIS. ...ttt bbbttt bbb 79
8.4 SOUICES OF UNCEITAINTY ...ecuiitiiiiie ettt et et e e be e b et esbe st e s beste st et e se e enseneanes 80
8.4.1 REGUIBLOIS ...ttt et et e et bbbt b et b et b et be et 80

8.4.2 HT A BOUIBS/PAYEIS. ...ttt ettt ettt ettt sbe s b e beseesb et e e e e eneeneaneaneaneas 80

8.5 Risk Management of Drug Value Uncertainty—HTA/Payer LeVel......c.ccoovovivviiniie e, 80
85.1 POPUIALION. ...ttt b e bbbt bttt bt e et b et b e 80

8.5.2 (O] 1T o- T -1 (o] SR SSSR 80

8.5.3 DESTGN .ttt bbb b e R R E R R R bR R b bt b ettt 81

8.5.4 L@ T (o] 0 USSP 8L

8.5.5 INAIFECT COMPATTSON ...ttt b bbbt et n et 82



Contents ix
8.6 IS QY AT o T=T 0 T o o o SRS 82
8.6.1 REGUIBLOTS. ...tk b bbbttt 82
8.6.2 HTA BOIES aNd PAYEIS......ccveieieieeieieiecretese sttt eneens 84
8.7 Type of Studies Requested by HTA Bodies/Payers to Reduce the Uncertainty.........c.ccooevevveiereneiennnne 85
8.8 Case Studies of Gaps between Regulatoryand HTA/Payer Approval........cccoeeiiiiniiciniicene e, 86
8.8.1 Drugs General Characteristics and Approval HiStOry ... 86
8.8.2 Regulatory versus Payers’ EValUAtIONS. ... iiiiieiiicrce s 86
8.8.3 DiSCUSSION OF CASE STUIES. ...eiuieeiieiieiire ettt sn et e e e naes e e s reerenns 89
8.9 CONCIUSIONS. ...ttt etttk b bbb bbb et e h e b e Rt e b e e b £ e bt e bt e b e e b s b e b et e e e e e nb e s e e st ent et e ebe e 90
L (=] =] (Lot TSP RPRIPRURPN 90
Chapter 9 Early ACCESS PIOGIAIMS. ..o iuiiueiiitetirteiesteitatetet ettt ettt e st b s es e b st eb e st eb e s e eb e e e bt e e b e e b eb £ s b b e nbes e e b e s b ek es bbb bt e b a
9.1 L@ LY 1= -1 SR 91
9.2 Types of EAPS: NOmMINative and CONOIT........oiiiiiiiiiiee e s e 92
9.3 (C] To] o L N e I =T o o OO RTRT 92
94 Key Success Factors and EAP Management..... ..ot 92
T (=] =TSSR 96
Chapter 10 Market ACCESS OF OFPRAN DIUGS.....coeiueriiieieiei ettt sttt e st tesresaesbesbeseesaesbesaesaenteseeseeneenennes 97
10.1  Definitions Of OrPNan D IUGS.....coeiiieiieiiee et stese et se e e e te e testestestestestesaeseensesaesaeneeseesesneaneas 97
0 R U ST B 1= V1 o PO SO 97
10.1.2  EU DEFINIION ..ottt bbb bt 97
L0.1.3  JAPAN ittt Rt r s 97
0 o TH 11 T 1 T VOO OO 97

10.2  The Legal Frameworks for Licensing and Assessment of Orphan Drugs and Development
L To=T o A V2T ORI 97
10.2.1  THe EUFOPEAN UNTON ..ottt bbbt 97
L0.2.2  FTaNCR ittt ettt bbbtk e bt e R bt b e R e et Re R e Re e Re R e e Re R e e bt eR e e R e R e e neenrenas 98
10.2.2.1  COMPASSIONALE USE..euiiieiieiierieiieriisiesiesieseeees e e e ere e srestesreseeste e saeseesseseesaensenansesneasens 98
10.2.2.2  DeVelopment INCENTIVES. .......cociiiiieireereesie ettt 98
10.2.3  GBIMANY ..ttt r e r et h bt e bR Rt R Rt R e R n e n e et e e ene 99
10.2.3.1  COMPASSIONALE U SE....uiiuiiiitiiteiie ittt ettt see b besee st b e e e e e eneeneeneaneas 99
10.2.3.2 DeVEloPMENE INCENTIVES.....ccviiiie ettt sttt sre e e 99
10.2.4  SPAIN ettt E R bbb bbbt 99
10.2.4.1 COMPASSIONALE USE...ccuiiiiieiiiiiiiiesieieeieeie e ee e etes e esre e steste st sre st e te et enaesee e eneesennes 99
10.2.4.2 Development INCENTIVES.......ooiiiiiiiiiir et 99
L0.2.5 ALY ottt b bbb bttt 100
10.25.1  COMPASSIONGLIE USE ..ottt 100
10.2.5.2  Development INCENTIVES. ......coiii it 100
10.2.6  The United KINGUOM.....cooiiiiiiiiiiiieie sttt 100
10.2.6. 1 SCOLIANM.....eieiiiie ettt ettt eb et e et sbesbe st e 100
10.2.6.2  ENQland and WaAIES.........cooiiiiiiiie et 100
2 A N - TSSO SRS 101
O 0 R - - o OSSR 101
10.2.7.2  SOULN KOFBA. ....eitiiiiitiiie ittt ettt be bbb b b e et e et e e eneeseaneeneas 101
10.3  The Pricing Process 0f Orphan DIUQS......cccciiieiieiiiiiieieiesestesiee st e e te st sre et sresre st sae s enseseeneens 101
O 5 R o -V (o] TSRO PR RUP TR 101
O CT-1 11 T U YOS PT P UPP PRSP 102
10.3.3 ALY e bbbt bt e et bttt 102
O A o - U o PO OO RSS 102
10.3.5  The UNited KINGUOM.......oiiiiiiiiieee sttt bbb 102
O TN -V o - TSP P PSSP USRI 102

O T A Yo 111 o [ 10 (=T VOO 103



Chapter 11

Chapter 12

Contents

10.4 Comparison 0f Prices 0f Orphan DIrUQS. ..ottt bbb e s 103
10.5 The HTA Framework for Orphan Drugs and Ultra-Orphan DrUgS.......cocoeierineneneieeeeeeesese e 103
10.6 The Concept of Ethics and Equity for Orphan DIUGS. ...t 103
10.7 Potential Alternative Methods for HTA and Pricing of Orphan Drugs........cccecvevneiniiiennienenene 103
10.8 The Issues With Prices 0f Orphan DrUgS. ... 104
10.9 FULUTE PISPECTIVES. ...t ettt etttk et bbb bbbt bbbt ettt et e et nree 104
10,20 CONCIUSTON. ...ttt e Rttt R et n e 105
R BT EINICES . .. ettt R Rt 105
Market Access of Vaccines in Developed COUNTIIES.....ccii it 107
111 INEFOAUCTION ..ot 107
1111 Definition and ClasSifiCAtiONS..........coviiiiiiiiiiees e 107

11,12 PreVeNtiVE VACCINES. ....cviiieeiiiiristetee sttt bbbttt 107

11.1.3 THEIAPEULIC VACCINES. ...ttt bbb bbbttt ettt ebeeb e e 107

11.2 VACCINES” SPECITICS .ttt bbb bbbt b e e bt bt bt bbbttt nes 108
1121 DAV 7=] [T o] 1 4 T=1 o SO P U 108

11.2.2 ST 1 -1 OSSPSR 108

11.2.3  Benefits and CoSt-EffeCtiIVENESS. ..cc.iiiiieie e 108

11.2.3.1  HUMANIStIC BENEFILS....ciiieiiiicicicese et 108

11.2.3.2 Economic Benefit.......c..cocoen.... 108

11.2.3.3  COSt-Eff@CHIVENESS....eiieieiciceeee et nee e 109

N S |V - T A 14010 oo 2RSSR 109

11.3 Overview of Vaccines’ Market Access in Developed COUNTIIES......ccovvvvereverereiereceeee e 109
11.31 OVErVIEW OF NITAGS” PrOCESSES. ..cuvvivereiirirrireieesisre et 109

11.3.1.1  NITAGS MEMDEIS....ciiiiiiiiccers e 109

11,312 OPEIALIONS. ..ceiieiiteieeiteite ettt b et b e bbb b e b bttt eb e et e beebeebesbesre s 109

11.3.1.3  DECISION CrITBIIA ..evitiieririeririeie sttt enes 109
11.3.2  Implementation of NITAGS” RecOmMMENdations..........cccouieieiiniienenee e 110

11.3.3  TIME 10 IMIATKET ...ttt bbb b et e e et et e e eneereenas 110
114 Overview ofVaccines’ Market Access in a Selection of European Countries and the United States.... 110
1141 N U] {1 - VSRS 110
1142 D LT 11 - PRSPPI 110

11.4.3 L -1 Lo SRRSO i

O - g = o S 111

1145 FEAIY oo I

1146 The NetherTands. ... 112

11.4.7 S AN ettt R E e bRt R et b s 112

11.4.8 SWVBUEN .ttt b bbb E R Rt Rt 112

11.4.9  The United KiNQUOM ....ooiiiiiiiiie ettt sb e b b nne 113
11,410 THE UNITEA STAIES....ciiiitiiiieieeterete ettt ekttt ar e an e ar e are e 114
T =] €] (ot SO USRS 115
T AN G et 117
12.1 Y L] g0 [0 =T £ J OSSPSR 117
1211 Names of National Pricing and Reimbursement Decision Makers..........cccoovvvvineincnnnnn 117

12.1.2 Names of National Health Technology Assessment AQENCIeS........ccooverrercieneieneicnieennene 117

12.1.3  Names of Other Key Stakeholders(Regional/Local LeVel).....ccccoveiiiiniiiiiicnieee, 117

12.2 Pricing and ReimbursemMent POLICIES. ..ot 117
1221 OVEIVIEW OF tNE SYSTEM . .oiiiiiiiiic e 117

12.2.2 REIMDUISEMENT PrOCESS. ....viiiirercies et 118

12.2.3 o Tod o T = (o7 S 118

12.3 THME 10 MAIKEL ..ttt n e 118
12.4 o=l =T o [ o] LSRR 119
1241 Pricing Policy Following the Marketing Authorization............c.ccoceioiiineneiencceee, 119

12.4.2 External REfEreNCEe PriCING......ccooi it et 119



Contents Xi
12.4.3 Internal RefErenCe PriCiNg . ..ot 119

12.4.4 Price Control at EX-Factory PriCe LEVEL.......cccovcviiii e 119

1245 Price Control at Wholesale LEVEL.........ccuoiiiiiiiiiicee s 119

12.4.6 Price Control at Pharmacy Retail LEVEL........ccccoviiciiiiiccc e 119

12.4.7 Mandatory Price Reduction on Brand Priceafter Generic/Biosimilar Entry...........c.cccccoeeneene. 119

125  ReiMbDUISEMENT SPECITICITIES. .. ccuiitiiiiiiiie ittt b bbb e b e 119
12.6  Characteristics Of PUDIC TENAEIING....ccuiiiiiiiieeee et 119
12.7  Expenditure Controls (SUPPIY STAG) ..ot e e 120
1271 DiISCOUNTS/REDALES. ...ttt ettt sttt bbb et e e st e b e ebesbesbenbe e 120

12.7.2 (O3 I 1T o= ol SR 120

12.7.3 PAYDACK. ...ttt bbb 120

12.7.4 PrICE-VOIUME AGIEEMENTS. ..cuiietiieeiiriet sttt b ettt b et 120

12.7.5 Other Market ACCESS AQIEEMENTS......cciiiierierieieeee e es e sesre e sre st e seeseesseseeseeeeseeressessesresresnens 120

12.7.6 PriCe FreBZES AN CULS...uiiiiiiiiiiiiieie ettt 120

12.8  Policies Targeted at Wholesalers, Pharmacists, Physicians, and Patients...........ccccoceveeveveierecvicievnennn, 120
12.8.1 Wholesaler and Pharmacy Mark-Up........cccoovoiiiiiiriiiiinne e sre e sne s 120

12.8.2 GeNEIIC SUDSTITULION ..ottt ettt 121

12.8.3 ININ PIESCIIDING ettt bbb ettt b et eb et be b e 121

1284 Prescription GUILEIINES. .......ooviiiiecee bbb bbb e 121

12.85 Monitoring of Prescribing Behavior ... 121

12.8.6 Pharmaceutical Budgets Defined for PhySICIaNS........cccoviiiiniiniiiscec s 121

12.8.7 PresCription QUOTAS. .....c.uiuiiiieiete ettt ettt ettt bbbt b et b e b ebe e 121

12.8.8 Financial Incentives for PRYSICIANS. ... e 121

12.8.9 Financial Incentives for PharmMacCistS.......cvvieiiieieieicecc s 121
12.8.10  CopaymMENt fOr PAtiENTS.....c..covcieeieceice st neeneerenne e 121
REFEIENCES. ..ot 121
1T =T To [T T T OSSOSO 122
CNAPTET 13 GRIMANY ...tiiitiieeti ettt ettt ettt b bt b et b et b e b h b £ a8 o8t h e R e e H e e e H e e e h £ e e b £ 8 eE €8 e b £ 8 e R £ b e s £ e b e R e b e s b b et b et bt n b bbb e b st e 123
TN 1 - 1= 1[0 o T SO R S SRPSR 123
13.11 Names of National Pricing and Reimbursement Decision MaKers.......cccocvvvrevierveivevennenn, 123

13.1.2 Names of National Health Technology Assessment AQENCIES......coovevrerieeneiennenee e 123

13.1.3 Names of Other Key Stakeholders (Regional/Local Level)......cccvvveveviievece e 123

13.2  Pricing and ReimbursemMENt POLICIES. ....ccciviiiiiiiiie sttt re e e en 123
1321 OVEIVIEW OF the SYSTEM ..uiiuiiiiicicese e st e e e eneeresneeneas 123

13.2.2 REIMDUISEMENT PrOCESS. ... iviitiiiiteiiteisteiet ettt sttt sttt benes 123

13.2.3 PIICING PrOCESS. ... ittt b et bbb bbbt e et b ettt e b eb et e 124

13.3  THME 10 IMTAIKEL. .ttt bttt b et e b ekt b e bt e b e b sb e b et e e e eneese e st enesbeabeeneas 124
1314 PriCE REGUIATIONS ..ttt ettt b bt b e bt bt bt sb e b et ne e e e se e e e seeneebeabeanens 124
13.4.1 Pricing Policy Following the Marketing Authorization...........cocccveiiiinenninseeeeeee 124

13.4.2 External REfErence PriCiNg.. ..o 124

13.4.3 Internal RETErENCE PriCING . .coiiiiiiiiiiee et 124

13.4.4 Price Control at EX-Factory Price LEVEL........coooiiiiiiiiiiieee s 124

13.4.5 Price Control at Wholesale LeVEL........cccveioieieicece e 124

13.4.6 Price Control at Pharmacy Retail LeVel.........ccoevoieiciie e 124

13.4.7 Mandatory Price Reduction on Brand Priceafter Generic/Biosimilar Entry..........ccccccvevvne.e. 125

135  REIMBDUISEMENT SPECITICS. . .iiiicieiii ettt st e et et e e e e e e ebesresreareas 125
13.6  CharacteristicsS Of PUDIIC TENAEIING....cc.ciiiiiieee ettt nre s 125
136.1 Expenditure Controls DiSCOUNtS/REDALES. .......ccueiiiiiiiiiie e 125

13.6.2 (O 1= 11 o - ol OO 125

13.6.3 PAYDACK ...ttt e bbb bR R b et et n et et eneets 125

13.6.4 PriCe-VOlIUME AQIEeMENTS... .ottt 125

13.6.5 Other Market ACCESS AQIEEMENTS. ......iuiiiiiitiiettriete ettt sb ettt nn et seenes 125

13.6.6 PriCe FrEEZES ANA CULS....ciieiiiitiie ettt ettt ettt e st e e st e e s et et s e st e e s st e e e sbeesesabeessabesesbessssnees 125



Xii

Chapter 14

Chapter 15

Contents

13.7  Policies Targeted at Wholesalers, Pharmacists,Physicians, and Patients........c.ccccooevvvneineniiennencnnen, 125
13.7.1 QT aTo] ET LT Y =V S 125

13.7.2 Pharmacy Mark-Up ..ottt sttt e 125

13.7.3 GENEIIC SUDSTITULION......uiviitiicie ettt enes 125

13.7.4 International Nonproprietary-Name Prescribing.......ccocoeveiiicieieiicsie s 125

13.75 PresCription GUIETINES. ......ciiiiiiiiiie ettt 126

13.7.6 Monitoring of Prescribing BENAVIOT . ........ccciiiiiiiiiie e s 126

13.7.7 Pharmaceutical Budgets Defined for PhySiCIans. ... 126

13.7.8 PreSCription QUOTAS. ..o ettt ettt ettt s et e e be b et e sbe e ebesbesbe s e be e s 126

13.7.9 Financial Incentives for PRYSICIANS. .......ooiiiiiiiiie e 126

13.7.10  Financial Incentives for PharmaciStS.........ccooviiiiiiiriine e 126

13.7.11  Copayment fOr PatiENTS.... ..ottt 126

R T (=2 (= LRSS 126
| SRR 127
RS = 1= o] o [ S 127
1411 Names of National Pricing and Reimbursement DeciSionMakers...........cccveevrenneincrenenens 127

14.1.2 Names of National Flealth Technology AssessSment AQENCIES......ccccvvvreriereereereereeieeiesieseneens 127

14.1.3 Other Key Stakeholders at National LeVel.........cccccovviiiiiiicincc e 127

14.1.4 Regional and Local StakehoIders.........cccoviiiiiiiiiiicrece e 127

14.2  Pricing and Reimbursement of Pharmaceuticals in Italy........c.cccoooiiiiiiiiii i 127
1421 OVErVIEW OF the SYSTEIM ..o bbb e e 127

14.2.2 B PrOCESS ..ttt ettt ettt b ekttt b bbb e e e et e h e e bt e R e e bt e bt e b e eb e e b e bbbt e e ns 128

14.2.3 REIMBDUISEMENT ClaSSES. ..ttt ittt sttt bbb e ettt be b e e 128

143  Time t0 Market ACCESS TOI DIUGS . iueiieiiteiiteieete ettt bbbt et nr et sn e sb e ane e 128
144 PriCE REQUIALION. ..ottt bbbt bt b e e bt b e ekttt bt e n b e bt ane e 129
1441 Pricing Policy Following the Marketing Authorization..........c.ccccoeviiiinienie 129

14.4.2 External ReferenCe PriCing. ..ot 129

14.4.3 Internal REfEreNCE PriCiNg....cccoviiiiiiie ettt ns 129

14.4.4 Price Control (at Ex-Factory, Wholesale, and PharmacyRetail).........c.ccccovvverieivivrcinninnesnnn, 129

14.4.5 Mandatory Price Reduction on Brand Price after Generic/Biosimilar Entry............ccccocvni. 129

145  CoOSt-CONtAINMENT POIICIES. ..cvitiiieiiiieieiiee ettt b ettt ettt e et et et 129
1451 PresCription GUIOEIINES. ......ooiiiiiiiie e ettt sne 129

14.5.2 DiSCOUNTS/REDALES. ... .ttt bbb ettt b bbb b nae s 129

1453 PAYDACK ...ttt bbbkttt 129

1454 PriCe-VOIUME AGIEEIMENTS. .. .ottt sttt ettt st sbesbesbeseesbeee e nens 129

1455 Other Market ACCESS AQIEEIMENTS. .....cviuiiiieieteieterie ettt bbbttt 129

14.5.6 Monitoring of Prescribing BENAVIOr........cocviiiiiiiiiiiee e 130

145.7 Lo Lol =T T 1= T 130

145.8 GENEIIC SUDSTITULION.....ciuiiiiece et s e e neere e srenee e es 130

1459 CopayMENt TOr PAIENTS.......ciiiiici ettt ane e 130

14.6  Policies Targeted at Wholesalers, PharmaciStS........cccoviiviiiiriiiiniennne e 130
14.6.1 WHOIESAIEr MArK-UP.....eiiiiiiie it se s r e e nesresrenneas 130

14.6.2 Pharmacy Mark-Up ...ttt sttt naebe e neebestestesrens 130
RETEIBICES. ...ttt bbbt b bt et h st eh e e bt e b bt b e eh e e E e e R e AR e b e E e e R e A b e b et e R e e b e e Rt Rt e bt b e be b e 130
S o - 11 S RSTRSIN 131
151 SEAKENOIARIS ... bbbt bbb e e et et bbbt bt b e be st b nes 131
1511 Names of National Pricing and Reimbursement DeciSionMakers............ccccevvenvininennnnnnn. 131

15.1.2  Names of National Health Technology Assessment AQENCIES........ccoervererieirerienesenenesieees 131

15.1.3  Names of Other Key Stakeholders (Regional/Local Level)........cccoiiiiiiniiieniiiie e 131

15.2  Pricing and ReimBUrsemMent POTICIES. .....c.ciiiiiiiieieee e 131
1521 OVErview 0T the SYSTEM ..o 131

15.2.2 REIMBDUISEIMENT PrOCESS. . c.tiiieieiieiieicetiee sttt sttt testesbesbe st seesteneeneeneeneas 131

15.2.3 PIICING PrOCESS. . .tiutiteeiit ettt bbbt bbb bbbt b et b et n et 132



Contents

X1

15.3  THME 10 IMTAIKET. ...ttt bttt b et e s e st e st et e et e beebesbesbesbe st e neese e s eneeseeneeneas 132
154 PriCe REGUIALIONS. ....cviuiieiiiieiiitetete ettt bbb bbbttt bbb bbbt b et n b 132
15.4.1  Pricing Policy Following the Marketing Authorization...........cccoceiviivniienisi s 132

15.4.2  External ReferenCe PriCiNg. ...ttt be st re b e 132

15.4.3 INternal REfEreNCE PriCiNG......ccooi ittt 132

15.4.4  Price Control at EX-Factory Price LeVel.........cooiiiiiniiie e 132

15.45  Price Control at Wholesale LeVel..........cccooiiiiiiiiii e 132

15.4.6  Price Control at Pharmacy Retail LEVEl........cccoi i 132

15.4.7  Mandatory Price Reduction on Brand Price after Generic/Biosimilar Entry...........cc.ccceevvnene. 132

155  Reimbursement SPeCITICITIES. . ..cov i e 132
15.6  Characteristics 0f PUDIC TENAEIING.......cciiieiieiei ettt s st sreneneas 132
157 EXPENAITUIE CONTIOIS. ... ittt bbb e bbb e e e s e e st e e ebe et e s besbesbenbesaen 133
15.7.1 DiSCOUNTS/REDALES. .....eeeieeiieie ettt sttt st bt st se ettt e e eneeseaneaneas 133

ST A O 1= 111V o T o] < 133

ST A T = Y/ o U] SRS 133

15.7.4  Price-VolUme AQrEEMENTS. ..ccui ittt sttt sa bt se e et s b et b et e besbe b b e 133

15.7.5  Other Market ACCESS AQIEEMENTS. .....cuieiiiirieirteeete ettt ettt sb et sb e eb e sbe e b 133

15.7.6  PriCe FIEEZES QNG CULS...ciiuiiriiiriiiiteiieste ettt sttt et 133

15.8  Policies Targeted at Wholesalers, Pharmacists, Physicians, and Patients.........ccccoceveveveeivniviiesiesinsnnnns 133
15.8. 1  WhOIESAIEr MArK-UP...ciiiiiiiiie ittt bbb bbb 133

15.8.2  PharmacCy MaArk-Up......coocooiiiiiiiiieiies ettt b et eb e nn et 133

15.8.3  GENEIIC SUDSTIULION....ciiiceicice ettt s eneereene e 133

15.8.4 International Nonproprietary Name (INN) Prescribing.......cccccooovvviiieiienini s, 133

15.8.5  Prescription GUILEIINES. ..ottt bbb bbb e 133

15.8.6  Monitoring of Prescribing BENAVIOF........ccciiiiiiiiii it 133

15.8.7  Pharmaceutical Budgets Defined for PhYSICIaNS........cccccveviireiinieic e 133

15.8.8  PresCription QUOTAS.....ccciiueiiiiieieieetetiee sttt st sttt e et e e b e bestesbe st e besae st e be e e e enseraeneans 134

15.8.9  Financial InCentives fOr PRYSICIANS.......ccciiiiiiicieieece et re s 134
15.8.10 Financial Incentives for PharmacCiStS.......ocuviriieiiriieieieces e 134

15.8.11  Copayment fOr PAtiBNTS........ccciiiiiiiieiie ittt st ss e te s besbesbe s besre st e ee e e e e 134

R B BNCES ... ettt bbbt bbbt bbb R R e oA £ oA £ R £ R e R b e R e R bR bbbt eene s e ne e 134
O T VoL (=] ST Y=o [ o S SR 135
O RS £ 1T 10 [0 [ OO USRS USURUROR 135
16.1.1 National Pricing and Reimbursement DeciSion MakKers...........cocooviriinnieneiennieneseseeene 135

16.1.2  National Health Technology AsSSeSSMENt AQENCIES......cucrveieiviiirererieseseseseeneeereeseeeseseaneas 135

16.1.3 Other Key StaKeNOIABIS. ......c.viiiicecce et 135

16.2  Pricing and ReimbUIrSEMENT POTICIES . ...cuiiiiiiiiicie e 135
16.2.1  OVErVIEW OF the SYSTEIM ...iiiiiiiie bbb 135

16.2.2  REIMDUISEMENT PrOCESS. ...ivitiieierieiesieiesiee sttt sttt sttt sb bbb b ettt et st es 136

16.2.3  PrICING PrOCESS ... cuiiieitietieteie ettt sttt sttt h bttt b e b besb e s b e bt e e e e e e e st et e et e abeebeneas 136

16.2.4  Pharmaco-ECONOMIC ASSESSMENT.......ciiiiiieieierierieeee e e sesreseeseesee st see e ee e see e eseesee e eneeresreens 136

TS T 14 T= R (o TN Y, - 3 SRS 137
T S o (ot =T o U -1 o] oS 137
16.4.1  Pricing Policy Following the Marketing Authorization............c.ccoocvivvevie i 137

16.4.2  EXxternal ReferenCe PriCiNG. ... .ottt 137

16.4.3 INternal RETErENCE PriCINGg....ooiiiiiiie bbb 137

16.4.4  Price Control at EX-Factory Price LEVEL.......cccccciciiiiiiice e 137

16.4.5  Price Control at Wholesale LEVEL.........cooiiiicee e 137

16.4.6  Price Control at Pharmacy Retail LeVEel........ccooiiiiiiiiiee e 137

16.4.7  Mandatory Price Reduction on Brand Price after Generic/Biosimilar Entry........ccccoceveenns 137

16.5  ReimMbUrSEmMeNt SPECITICITIES. . iiiiiiiiiieieiece et b ettt e st e ee e et e e e e eneeneas 138
16.6  Characteristics Of PUDIC T@NAEIING.......ciiiirieiiiee et 138
16.7  EXPENAITUIE CONIIOIS. ..ottt bbb et e et e et b et eb et b e eb e b 138

16.7.1  DiISCOUNTS/REDALES . ...cviiieeiitii ittt ettt ettt e s b s st e e sb e e sab e e sb e s e bessbeesbeesbeseabessbessnbessreseans 138



Xiv

Chapter 17

Contents

16.7.2 (O T 111V o - U] SO S PSR 138

16.7.3 PAYDACK .. ettt bbbttt b et e e 138

16.7.4  PriCe-VOIUME AQrEEMENTS. ..ottt b bbbttt bbbt e 138

16.7.5 Other Market ACCESS AQIEEMENTS. .....iiui ettt sttt e b e ettt sbesbesbesbesbeseens 138

16.7.6 PriCe Fre@ZeS an0 CULS....cciieirieiiieeiieeste ettt sttt sttt ettt 138

16.8  Policies Targeted at Wholesalers, Pharmacists, Physicians, and Patients........c.ccocooereiiiiiniiinincncne 138
16.8.1 WhOIESAIEr MArK-UP ..o ciieiiiiie ettt e st e neeneerenre e 138

16.8.2 Pharmacy Mark-Up......cccocoeviiniiniienceee 138

16.8.3 GENEIIC SUDSTITULION .ttt bbbttt sttt et 138

16.8.4 International Nonproprietary Name (INN) Prescribing........ccocooveoniniiiniinnrncie s 138

16.8.5 PresCription GUIETINES. ......ooiiii e ettt ettt sbe e e 138

16.8.6 Monitoring of Prescribing BehaVior.........cooviiiiiiiiieee e 138

16.8.7 Pharmaceutical Budgets Defined for PhySICIaNS.......cocooe i 139

16.8.8 PresCription QUOTAS.....ciiieieieieieeee ettt sttt te e ae et be s tesa et e sae st ene e e eneeneereerenns 139

16.8.9 Financial Incentives for PRYSICIANS. ... e 139

16.8.10  Financial Incentives fOr PRarmacCiStS.. ... 139

16.8.11  CopaymMent fOr PatiENTS.....ocoiiiiiiiiieie bbbttt 139
oY 1=T £ (o] =T SO USRS UPRUSUR 139
UNITEA KINGUOM ...ttt e bbbt b et b e ekt ekt ne ek eb b e e b b e eb bt e b e e eb e e e bt eb e e et e nreb e e 41
I R =L q=] 1[0 o =T OSSPSR 141
1711 National Pricing and Reimbursement Decision Makers........ccccoviireieiiieneineeee e 141

17.1.2 National Health Technology Assessment (HTA) AGENCIES...ccovovriireiineieneienee e 141

17.2  Pricing and ReimbursemMENt POLICIES. ....cucviiiiie ettt nne e 41
17.21 OVErVIEW OF the SYSIEM ..ot 141

17.2.2 TN LU =T =T ) o 0T TSRS 141

17.2.3 PrICING PrOCESS .. uitiiteiteite ettt e bbb e bbbt bt s b e e bt e be b sbenbebene e e eneeseaneaneas 142

17.3  THME L0 MAIKET. .ottt bbbt bbbt bttt ettt e et e 142
174 PriCE REGUIAIIONS. . ettt sttt st e et et es e st e s e e bt et e s b e st e et e s besbe st e beste e eneeneens 142
17.4.1  Pricing Policy Following the Marketing Authorization...........ccooovvinnineinee e 142

17.4.2 RETEIENCE PIICING ..itiitiitiieie ettt b ettt sttt e et eneereene e 142

17.4.3 PrICE CONTIOL... ittt et st b e bbbttt ettt 142

17.4.4 Mandatory Price Reduction on Brand Price after Generic/Biosimilar Entry........c.ccccoevvvnnnne 142

175 REIMDUISEMENT SPECITICS .ouiiiiiiiiie et bbb bbb bbb et seene e 143
17.6  Characteristics 0f PUDIC TENAEIING......cciiiiiieiieere ettt b e ebe e 143
176.1 ApPPlied t0 HOSPITAL Car@ ..ottt ettt eneas 143

17.6.2 Applied to AMDBUIAtOrY Care....ccoococieieiicecece e eneas 143

17.7  Expenditure Controls (SUPPIY STUB) ..ot 143
17.7.1 Discounts/REDALeS........ccvviriririrseneeeeee 143

17.7.2 CHAWDACK .1ttt et b e et e b e et esae e beehe e e be s aeesbeereesbeesbesbeenbeebeenbeereenns 143

17.7.3 PAYDACK. ...ttt bbb rens 143

17.7.4  Price-VOlUmE AQIrEEMENTS...cuci et ste st s sttt et e e re st ste et e beste st e tesee e e esaeneeneenennes 143

17.75  Other Market ACCESS AQIEEMENTS......ci ettt rte ettt e ettt esbesbesbeseesbesbesee e eneeneenes 143

17.7.6 PriCe FrEEZES ANU CULS...iiiiiieicie ettt sttt ettt sttt sb et bbb 144

17.8  Policies Targeted at Wholesalers, Pharmacists, Physicians, and Patients.........ccocoe v, 144
17.8.1 WOIESAIEr MAIK=U P ..cuiiiiiiiiii e bbb bbb e ne et 144

17.8.2 Pharmacy Mark=Up ..ottt b et st e sttt e st e e e e s e s e eneeneans 144

17.8.3 GENEIIC SUDSTITULION ... cuieiiicei ettt sttt e e e e e e enenrenresnens 144

17.8.4 International Nonproprietary Name (INN) Prescribing.......ccccovvevvieviicisisie e, 144

17.85 PresCription GUITEIINES. ...c..oeieeee ettt bbbttt neens 144

17.8.6 Monitoring of Prescribing BeNaVIOr. ..o 144

17.8.7 Pharmaceutical Budgets Defined for PRYSICIANS..... oo 144

17.8.8 Financial Incentives fOr PRYSICIANS ..ot 144

17.8.9 CopayMENt FOr PatIENTS. ..o bbbttt e 144
RECY (1 €T (ol T O U TSNP RURURURPRRTIN 145



Contents

XV

CaPLEr 18 BBIGIUM ..ottt bbbt bt bt b e bt eb e S b ek AR e eE oAb e s e e e eateh e eh £ e Rt eh e e b e e bt e b e e b e e b e eb e e b e sbesb et en b e e ene e 147
S =1 G Yo [0 =] o F OSSR 147
18.1.1 Names of National Pricing and Reimbursement DecisSionMakKers.........ccccooeveiiieienenicieenen. 147

18.1.2 Names of National Health Technology Assessment AQENCIES.....ccvviveireieierenereie e 147

18.1.3 Names of Other Key Stakeholders (Regional/Local Level)......cccoiiiiiiiiiiciiiiiccies 147

18.2  Pricing and Reimbursement POLICIES OVEIVIBW......cccvieiuiriiieeeieeeiees sttt enaenenne e 147
18.2.1 OVEIVIEW OF the SYSTEIM ....uiiiiiiii ittt e et e et se bbb 147

18.2.2 REIMDUISEMENT PrOCESS.....iiiieiiiisieiee s 148

18.2.3 PIICING PrOCESS .. ittt bbb bt bbb bbbt b bbbt n et e 148

18.3  THME 10 IMAIKEL ..ot b et r bttt nen e enas 148
184 PriCe REGUIALTIONS. ..ottt bbb bbb bbbt b et bbbttt et 149
18.4.1 Pricing Policy Following the Marketing AUthorization............ccooiiriniiin e 149

18.4.2 External RefErenCe PriCING ..o re s 149

18.4.3 Internal REFEIENCE PriCiNQ ..ottt bbbt 149

18.4.4  Price Control at EX-Factory PriCe LEVEel.....ccco oo 149

18.4.5 Price Control at Wholesale LeVel........o e 149

18.4.6 Price Control at Pharmacy Retail LeVEl......ccccoviiiiiiiiecccccs e 149

18.4.7 Mandatory Price Reduction on Brand Price after Generic/Biosimilar Entry........cccccoevnen. 149

18.5  REIMDUISEMENT SPECITICS. ... ittt ettt b e bt bbb bbb e 149
18.5.1 Characteristics 0f PUDIIC TENUEIING.....cvcieieieecir e 149

18.5.2 Expenditure Controls DiSCOUNTS/REDALES........ccviiiiiiiiieie e 149

18.5.3 CHAWDACK ...ttt 149

185.4 PAYDACK. ...t 149

18.5.5 PriCe-VOIUME AQIEEMENTS. ....iiiiciceee ettt e e te s besresbesreseesrenbeeesneneens 149

18.5.6  Other Market ACCESS AQIEEMENTS. ......cui ittt ettt ettt sttt sr et an e anes 149

18.5.7 PriCe FreBZeS AN CULS.....oiiiecieiiisicteiis et 150

18.6  Policies Targeted at Wholesalers,Pharmacists, Physicians, and Patients...........c.ccccoevvninninnincnienne. 150
18.6.1  WhOIESAIEr MATK-U P ..ottt bbb bbbt e e ebesbesbeene 150

18.6.2 Pharmacy IMark-Up. ..ot ae st st se et e sn e e eneeseeneenens 150

18.6.3 GENEIIC SUDSTITULION ...ttt ettt b e 150

18.6.4 International Nonproprietary Name Prescribing.....ccccocooiiviiiiiiiiienine e 150

18.6.5 PresCription GUILETINES. ....c.ciiie e bbbttt 150

18.6.6  Monitoring of Prescribing Behavior ... e 150

18.6.7 Pharmaceutical Budgets Defined for PRYSICIANS. ..o 150

18.6.8 PreSCription QUOTAS. ...c.ieeeeeeieii ettt etttk e bt b e bt s b e b e bbb e b e e e e e neeneens 150

18.6.9 Financial Incentives for PRYSICIANS. ... 151
18.6.10 Financial Incentives fOr PRarmMacCiStS.......coooiiiiiiiiiie e 151

18.6.11  CopaymMeNt fOr PatiBNLS....ccciiiiieieieeeeis st a et e e e e neereene e 151
18.6.12  Special Funding Procedure for Individual Patients...........ccccooeoiiniinninienceee e 151

R T N CES . E R R R R Rt R 151
Chapter 19 The United T (=T TSP U ST TSP PRTRPR PPN 153
A - 1= 0] o =T S P 153
19.1.1 Names of National Pricing and Reimbursement DeciSionM aKers.........cocooereicniiiiincnen 153

19.1.2  Names of National Health Technology AssessSment AQENCIES......cccvvvirririiireieneneseeeens 153

19.1.3 Names of Other Key Stakeholders (Regional/Local Level)........ccccoiiiiiiiiniiiiiccee 153

19.2  Overview of Pricing and ReimbursemMent POTICIES....cviiv it 153
19.21 OVEIVIEW OF the SYSTEIM ... bbbt b se et e enea 153

19.2.2 REIMBDUISEMENT PrOCESS. ..ottt 154

19.2.3 PIICING PrOCESS ottt bbbt b e ekt ekt bbbt e nb bbb 154

19.3  THME 10 IMATKET ..ottt bbb e bbbt b b e bt e et 154
194 PriCe REGUIBLIONS. ..cviiiieiiciit bbbttt bbbt bbbt bt bttt 154
19.4.1  Pricing Policy Following the Marketing Authorization...........cccocoeiiiininceee e 154

19.4.2 EXternal ReferenCe PriCiNg . ..ottt a e ene s 154



Chapter 20

Contents

19.4.3 Internal REfErENCE PTiCING...ccciiiiiiiiciee ettt sttt seeneeteere e 154

19.4.4 Price Control at EX-Factory Price LeVEl ... 154

1945 Price Control at WhoIeSale LEVEL......cci i 154

19.4.6 Price Control at Pharmacy Retail Level..........ooi e 154

19.4.7 Mandatory Price Reduction on Brand Price after Generic/Biosimilar Entry..........cccoccenee. 154

195  ReimbUrSEmMENt SPECITICITIES . iiiiiiiiieie e ettt tesr et e seese et e e e e eneeneas 154
19.6  Characteristics 0f PUDIC TENAEIING......coiiiiiiiiiee e et 154
19.7  EXPENUITUIE CONTIOIS. ..ottt bbbt bbbt b et b et et sn bbb 155
19.7.1 DiSCOUNTS/REDALES. ... .ottt e ettt sb bbb 155

19.7.2 CHAWDACK. ...ttt bbbttt 155

19.7.3 PAYDACK. ...ttt 155

19.7.4 PrICE-VOIUME AGIEEIMENTS. ...ttt ettt ettt et b e be b e e b e besee e eneeseaneaneas 155

19.7.5 Other Market ACCESS AQIEEMENTS. .....ccuiiiiie et ee e te et ste et e e e e s e e teesaesreesaenreens 155

19.7.6 PriCe FrEEZES ANU CULS ..ottt ettt ettt 155

19.8  Policies Targeted at Wholesalers, Pharmacists, Physicians, and Patients...........ccccooeoveriiennennennennen, 155
19.8.1 WhOIESAIEr IMIAIK=U P .. e ettt ettt se e se et e e eneens 155

19.8.2 Pharmacy MarK-UpP. ..ottt s be st et s ae b et e b et e e e enaeneens 155

19.8.3 GENEIIC SUDSTITULION ..etitiiteiici bbbttt 155

19.8.4 International Nonproprietary Name (INN) Prescribing......ccccoeininnennecnceneeeee 155

19.8.5 PreSCription GUILEIINES. ......oiiiiiiieieee ettt bbb bbb e ee et 155

19.8.6 Monitoring of Prescribing BENaVIOr .. ... 155

19.8.7 Pharmaceutical Budgets Defined for PhySIiCIanS......ccocvovviviie e 155

19.8.8 PreSCription QUOTAS.......cieiiuiiiete ettt ettt b ettt sttt b et b 156

19.8.9 Financial Incentives fOr PRYSICIANS . ....cooiiiiiicc e 156

19.8.10  Financial INcentives fOor PRarmaciStS......coiiiiiiiiiiieiesiei e 156

19.8.11  CopaymMeNt FOr PAtiBNTS.......ccvciieie ettt st se e e e e e enenrearennens 156

= (=T (T o] -SSRSO 156
BT o F- 1 DT T TSSOSO R T T UT PRSPPI 159
20.1  SEAKENOIUBIS ..ttt ettt bbb bR Rt bR Rt R bRttt b b e s 159
20.1.1  National Pricing and Reimbursement DeciSion MaKersS........ccocccevviriiinniiniineiesenese e 159

20.1.2  National Health Technology ASSESSMENT AGENCIES.....cceiiriiiiiriireee e 159

20.1.3 Other Key Stakeholders (Regional/Local LeVel).....cciiiiiiii e 159

20.2  Overview of Pricing and ReimbursemMent POLICIES.....ccivvviiiiiiriieie e 159
20.2.1 OVEIVIEW OF the SYSTEM ..o 159

20.2.2 REIMDUISEMENT PrOCESS...ctiitiitiiie ittt sttt st b et sttt seene et e e beenesbe e ee 159

20.2.3 PIICING P rOCESS ittt bbb bbbt e st h bRt h e bt e bt bt e bt e bt s bt sb e b e b e et et e e e 159

20.3  THME 10 IMAIKEL v ittt bbb bbbt bbb bt s ettt e s b et n bttt 159
20.4  PriCE REGUIATIONS. ..ottt bbb bbbt b et b et etk b bbb bbbt 159
20.4.1  Pricing Policy Following the Marketing Authorization..........ccocooeiiiiiiii e, 159

20.4.2 EXternal ReferenCe PriCiNg. ...ttt re e e sre e 160

20.4.3 Internal REfErENCE PriCiNG....cciiiiiiiieieieeeee sttt sn e ens 160

20.4.4 Price Control at EX-Factory Price LEVEL......cooiiiiiieeee e 160

20.4.5 Price Control at WholeSale LEVE......ccoiiiieeeee e 160

20.4.6 Price Control at Pharmacy Retail LeVel.........coooiii e 160

20.4.7 Mandatory Price Reduction on Brand Price after Generic/Biosimilar Entry..........ccccceevnees 160

20.5  ReEIMbDUISEMENT SPECITICS . .iiiiiiiiiiee et a et et e s re st e eeseese et e ee s eneeneens 160
20.6  Characteristics Of PUDIC TENAEIING ..ottt 160
20.7  EXPENAITUIE CONTIOIS. ..ottt bbbt e bt et e e st et e eeb et e st e sb e s b e st sbe et e be e s 160
20.7.1 DiSCOUNTS/REDALES. ...cveviiicieieti bbbttt e b n e e ens 160

20.7.2 (O T 11T - V]S 160

20.7.3 PAYDACK. ...ttt 160

20.7.4 PriCe-VOIUME AGIEEIMENTS. ...iiiiiiiieeie ettt ettt ettt b e b e nbe st sae b et e e e eneas 160

20.7.5 Other Market ACCESS AQIEEMENTS...c.uiiiieieiecieese st ste et et e et e e e et e s e s e s restesresaesbesaeseeneeneas 160

20.7.6 PriCe FrEEZES AN CUTS...iviiiiitiie ittt stee sttt see e e s et e e sttt s e st ee e st et e satbesssaseeesabeeesasseessraeesstreessareeesares 160



Contents

Chapter 21 China

20.8 Policies Targeted at Wholesalers, Pharmacists, Physicians, and Patients..........ccccoceveveeiverininecnninsnnennn,
20.8.1  Wholesaler and Pharmacy Mark-Up ...
20.8.2 GENEIIC SUDSTITULION ..ttt bbb bbbt
20.8.3 International Nonproprietary Name (INN) Prescribing........cccccovveviiiiii i
20.8.4 PresCription GUIOEIINES.....oiie et se e eneas
20.8.5 Monitoring of Prescribing BERAVIOT.......c.ccoiiiiiiiiincce e
20.8.6 Pharmaceutical Budgets Defined for PhySiCIans. ...
20.8.7 L e o ] o1 Lo ] I @ RV T} 7 L
20.8.8 Financial INCentives fOr PRYSICIANS. ... ene s
20.8.9 Financial Incentives for PharmaciStS. ..o e
20.8.10  CopaymMeNnt fOr PaltiBNTS......ooiiiiii bbb bbb
=Y (] LT ool T O TS OTTOOEOSUTO TS U RS TRPR PSP

b R 1 1= a0 ] o =T OSSR USRRUSRPRRN
21.1.1 Names of National Pricing and Reimbursement Decision MakKers.........ccccooevniniiincnenenn.
21.1.2 Names of National Health Technology AsSessSmMent AQeNCIS.....ccocurerereieieiieineneeesese s
21.1.3 Names of Other Key Stakeholders (Regional/Local Level)........cccoovininiiininininccieeens
21.2  Pricing and ReimbuUrSEMENT POTICIES ..cviiiiiiiiiie ettt
21.2.1 OVEIVIEW OF N8 SYSTEM ..iiiiiiitiic bbbt sb e ar e eb e
21.2.2  ReIMBDUISEMENT PrOCESS. .. iuiiitiiciirieiire ettt bbbt
21.2.3 P ICING PrOCESS o titiiteitiitete ettt sttt et e e et e s e st e seeteeReeReebesbeste st e tesae st et e see e enseneann
e T N 0 L= (o 1Y/ - Y = SRS
214 PrICE REGUIATIONS. ..ottt ettt a ettt e bt e bt s bt se e e b e beseeee e be e e e ensaneeneeneaseabeanenneas
21.4.1  Pricing Policy Following the Marketing Authorization..........ccccoiiinnnne e
21.4.2  EXternal REfEreNCE PriCiNg . ..ottt et
21.4.3  Internal RefErenCe PriCiNg . ..o
21.4.4  Price Control at EX-FActory PriCe LEVEL. ...t
21.4.5  Price Control at Wholesale LeVel........cccoooiiiiiiiniceec s
21.4.6 Price Control at Pharmacy Retail LEVEl.......ccooiiicecccn e
21.4.7  Mandatory Price Reduction of Price of On-Patent Drugs after Generic/Biosimilar Entry............
215  ReimbursemMent SPECITICITIES. ..ot ettt
21.6  Characteristics Of PUDIIC TeNUEIING.....couiiiiieie e e
N o =g Lo L 0T =3 @0 g1 1 o] SRR
21.7.1 DiSCOUNTS/REDALES. ...ttt
21.7.2 LG8 T 11T - U OSSPSR
21.7.3 NV o= (o] USSP
21.7.4  Price-VoOlUmeE AQIEEIMENTS. ...iiiieiiiieitieiestt et sttt et este s e e s e et e s e e e sreesbesss e tesssesteaneesreeaesreeseens
21.7.5  Other Market ACCESS AQIEEMENTS.....ciiieieriereeeerieeee et s e e se et sae et e e e e e ereere e sresresresrenees
21.7.6  Price FreezZeS N0 CULS. ..ottt sttt sttt et e e se e ene e e e neeneetenreane
21.8  Policies Targeted at Wholesalers, Pharmacists, Physicians, and PatientsS.........c.ccocoiiiineiiiiicinicnces
21.8.1  Wholesaler and Pharmacy Mark-Up.......coooiiiiniieiese e
21.8.2 GENEIIC SUDSTITULION ..cuiiiicie et et et
21.8.3 International Nonproprietary Name (INN) Prescribing........ccooiiiiiiiineecceee
21.8.4 PreSCription GUIAEIINES........ciiecrci sttt e e neetestesrenne e es
21.8.,5  Monitoring of Prescribing BehavVior ...
21.8.6 Pharmaceutical Budgets Defined for PhySiCIanS.........cococoviiriiiiiiniie s
21.8.7 PreSCription QUOTAS. ... c.coeeieiieieie ettt ettt ettt et be b sb et e e e e e e e s e e e eneereebeaneeneneas
21.8.8 Financial InCentives fOr PRYSICIANS.......cciii i
21.8.9  Financial Incentives for PRarmacCiSts. ...
21.8.10  CopPaymMeENt fOr PatientS. ... .o bbbt
21.8.11 Changes in the Pricing MeChaniSM ... ..o
R (=T =T oo T TP TSP PSP PP PRPIPRIPRN
S o] ] Lo LU TSSOSO OO TSSOSO T TSRO PRTPRPRTPRPRTPIORPPPTON
I O X ettt E R R R R £ R e R R R AR R e AR R AR R AR R £ AR e E AR e £ AR £ SR e e R e R R R R AR AR R e R Rt Rt Rt bt bt n e

160
160
161
161
161
161
161
161
161
161
161
161



