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Dure geneesmiddelen in perspectief
ziekenhuis (professional) perspectief

- Uitgaven gezondheidszorg

< Geneesmiddel uitgaven

< Innovation/new drugs/trends

= Toegankelijkheid voor de patiént

- Betaalbaarheid/duurzaamheid

< Initiatieven ziekenhuis (professionals)
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Healthcare spending

The world is on a health kick (USS% billions)

15.000 Aggregate healthcare spending
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Global Spending

Pharmaceuticals (2010-2020)
US$ billions

Exhibit 7: Global Spending and Growth, 2010-2020

Il Srending Growth
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2018-2020 4-T%

Constant US$% CAGR
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EU Spending Pharmaceuticals
(2015-2020)

Exhibit 14: Top 5 European Countries Spending USSBn, 2015 and 2020
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« Increase over 2015:
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Total expenditures/costs health care
The Netherlands (source CBS)
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Total expenditures/costs health care

The Netherlands (source CBS)

«96.1 billion
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Total spending pharmaceuticals
The Netherlands (in Bn €)

Total spending pharmaceuticals local pharmacies/
first line care

4.145 4.302 4652 6923 5.001 4.398 4.088 4128 L2656
5.000

Total 2015:
4000 €6.5 billion
3.000 ]

Including
2.000 Hospitals:

€ 2.2 billion
1.000
D Expensive drugs:
2005 2006 2007 2008 2009 2010 2m maz2 2013 04 2015

€1.7 billion

Uitgavenstijging van 3,3% in 2015 is meevaller voor overheid.

! “’5:"5;:. University Medical Center Groningen
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Presentation Notes
De totale uitgaven aan farmaceutische zorg zijn circa 6,5 miljard euro. Hiervan komt circa 4,3 miljard voor rekening van de eerste lijn. Dit is inclusief de apotheekvergoedingen (receptregels circa 1,3 miljard). De ziekenhuizen nemen van de 6,5 miljard circa 2,2 miljard voor hun rekening waarvan 1,7 miljard hoort tot de dure geneesmiddelen. Dit is berekend door Vektis en staat in contrast met de 1,2miljard die opgenomen is in de Rijksbegroting.
Dit waren tot 2015 geneesmiddelen die per patient per jaar meer dan 10.000 euro kosten en een nationale omzet/uitgave hebben van minimaal 2 miljoen euro. Nu kunnen dat ook geneesmiddelen zijn die minder kosten en een verstoring van de DOT/DBC-prijs geven.


= Expenditure on pharmaceuticals
per capita

10.1. Expenditure on pharmaceuticals per capita, 2013 (or nearest year)

Prescribed medicines Over-the-counter medicines I Total (no breakdown)
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Presentation Notes
We doen het weliswaar misschien niet zo goed op niveau van prijs maar wel als het gaat om doelmatig en zinnig voorschrijven en gebruik


MSZ geneesmiddelen

2.1.1 Totale omzet msz-geneesmiddelen

Figuur 1. Totale omzet msz-geneesmiddelen 2012 - 2015
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Presentation Notes
25 geneesmiddelen zijn verantwoordelijk voor circa 80% van de intramurale dure geneesmiddel kosten. Geldt nationaal maar ook voor UMCG.


EXxpensive Drugs Top 25

Rang 2014 (2013) Stofraam "::'c': :ﬁ;‘
1{1) Adalimumak THF-alfarermer (anti-reumatica) | 223.053
(2 Etanercept THNF-alfarernmer (anti-reumatica) | 155.197
I} Infliximak THF-alfarernmer (anti-reumatica) | 154.007
4(4) Trastuzumab Dnealytica 79.530
5(5) Rituxirmak Dnealytica 62.021
&(6) AMgleeosidase aifa Stefwlisselingszlekten 53.796
7 Bevacizumab Dnealytica 40,541
B (10) Lenalidemide Dnealytica 47.080
o8 Immuneglobuline Ly. Immuneglobuline 45936
10(7) Somatregine Greelhormenen 43.165
11 (12) Advate Srellingsfactoren 37.872
12 (11) Trnatinits Dnealytica 36.702
13 (15) Pemetrexed Dnealytica 34.013
14 (18) Bertezomils Dnealytica 33.495
15(13) Kogenate Bayer Srellingsfactoren 30.248
16 (17) Abirateronacetazlt Dnealytica 20.442
17 (19) Ustekinumab Overlg anti-reumatica 20221
1B (-} Tpilirmermal Dnealytica 26.339
19 (20) Eculizurmal Overlg 24.B56
20 (24) Golimumab THF-alfarernmer (anti-reumatica) | 23.369
21(18) Everolimus Oncolytica 22.659 Sou rce: NZa
22 (14) Docetaxel Dnealytica 20.827
23 (23) Paclitaxel Dnealytica 20.428

university of 24 (25) Todlizumat Owverlg anti-reumatica 19.328
/ groningen 25 (21) Hetalizumal MS rriddeden 16.749

SR AR ol this

Bronnen: Omzet intramuraal 2013-2014: Zorgprisma 2013-2014, Vektis

* Exclusief {eaﬂramumle} omzet overgehevelde middelen voor overheveling
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Total spending Pharmaceuticals UMCG

€ 90.000.000

B UMCG Total
€ 80.000.000
M Others
€ 70.000.000
m Coagulation factors
€ 60.000.000
€ 50.000.000 M Expensive drugs
(intramural use)
€ 40.000.000 m Fertility hormones
(outpatient)
€ 30.000.000 m Growth hormones
€ 20.000.000 (outpatl.ent)
m Oncolytics
€ 10.000.000 (outpatient)
wy , uni = TNF-alpha blockers
& €0 . iter Groningen
99’35 / g 2011 2012 2013 2014 (GUtpatlent)
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Total spending Pharmaceuticals UMCG

% % Healthwi
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W Extramurale levering Groeihormen
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m Owverige Geneesmiddelen
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Spending Pharmaceuticals UMCG (¥£)

2. Grafiek Gemid.Kosten per patiént
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|lNnnovation

 Academia
« Pharma
e For the benefit of the patient?
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Specialty Medicines and leading
therapy areas (Global)

Exhibit 8: Specialty Medicines and Leading Therapy Areas in 2020

*Sales in CACR
Specialty Share of Spending 2020 US$ Leading Specialty Therapy Areas 2020 2016-2020
oncology [ $100-1208n o-12%
autommune [N $55-55Bn 11-14%
wiral Hepatiis [N $4555Bn F-0%
immunasuppressants [ $20-30Bn 1-14%
N . Hiv Antrrals [ $20-30Bn 14%
Immunostimulants . £15-12Bn 2-5%
36% 12% oterterans S .
Enythropoietins I £7-9Bn 0-3%
émngaegn Egaar&n%%ragn Macular Degeneration I $6-88n 5o,
*Saies represanted in oonstant 1S doliars. Infirmatics, Doiober 205

S0UncE: IS Health, IMS Therapry Prognosts, Sept 2005 M5 Insthee for Heathcare
MNoda: Leading tradiional herapy areas shown for B developad couninies and & phamaiging oouninas jsee Definkions & Mathoooiogles sadtion)
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Worldwide pharmaceutical R&D
spending

$165 Largest 25 sellers in 2013:

| ?gﬁgidw]ide pharmaceutical R&D spending Drug sales grouped by disease (billions)
Hions

155

+2.4% compound
annual growth rate
(2013-2020)

Other -

4 - Cancer
{10 drugs)

(5 drugs)

Psychiatric -Inflammation
(2 drugs) (3 drugs)
Asthma, COPD 5 -Diabetes
(2 drugs) (3 drugs)
2013 2014 2015 2016 2017 2018 2019 2020
university of - University Medical Conter Gron
groningen niversity Medical Center Groningen
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Global New Active Substances

Exhibit 18: Global New Active Substances (NAS) Available Since 1996

I Cumulative Total Since 1996 [JJJj 5 year NAS [ Eariier Nas ] infection B Sr=cisity Biciogics
[l Crcolegy Il Specislty Small Molecules
043 Meurclogy ) Traditional Biologics
Cardiovascular Il Traditional Small Molecules

Il Elood & related disorders
Il Cizbetes

Ti18 Orphan
B Others

534
288 . %
- E

1996-2000 2001-2006 2006-2010 2012006 2006-2020 100e-20200

Mote: Disease cateqories hased on therapy areas and expecied Bunches 2006-70. Orphan dnigs ae those to neat smal populations with rane dsegses, and ane defined separatety »r Groningen
Iy LIS, 0w, and the: Elrppaan Medicines Agency {EMAY. Ay medicine with an aphan designation for an approved use within the firt year afier giobal launch ane caieqorzed 5

% Soarce: IMS Haalh, IMS Instiute for Healhcare Informatics, Ociober 2015
/ {Cphan. Half of designated orphan Indicalions are granied more then a year afler onginal approval,
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Echte innovaties?

e Veel me-too
e Echte doorbraken komen zelden voor

university of
groningen

University Medical Center Groningen
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NATIONAL CANCER INSTITUTE

PRECISION MEDICINE
IN CANCER TREATMENT

Discowering unique therapies that treat an indvidual s cancer based on the
specific genetic abnormalities of that person’s tumaor



https://www.google.nl/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiE3Pfjo__OAhWCWRQKHbTcAdEQjRwIBw&url=https://www.foxchase.org/blog/2015-09-10-what-value-treatment-options-precision-oncology&psig=AFQjCNFzg_4hSnw0jfzINlxQv8ByAESKGg&ust=1473407190853285

Precision medicine

Definition:

“An emerging approach for therapy and
prevention, taking into account individual
variability in genes, environment, and
lifestyle for each person.”

University Medical Center Groningen
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Use and effectiveness of drugs

57 %

[T
T 2 =

R

Depression Asthma  Diabetes  Arihwitis  Alzheimer's Oncology

* Facts and Figures &
- $800-1000 billion T

- 90% drugs are only effective %

In 40% of population

oo e 1

= $350 bl”lOn |neffeCtlve Figure 1. Inafficacy of the one-dose-fits-all approach. This figure da-
picts the percentage of patients for whom a major drug is effective on

. . average. With the high variabiity across dissases, 38% to 75% of pa-

preSCrl ptIOn tients fail to respond to a treatment. The average response rate of a

cancer drug is the lowest at 25%, suggesting that 75% of patients with
cancer are over-dosad and will potentially suffer from an adversa drug
. : reaction. From Spear BE, et al. Trends Mol Med 2001;7:201-4 [1].
university of o

groningen University Medical Center Groningen
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New classes of drugs

Targeted therapy Immunotherapy

L ‘——| Tumor cell

university of
groningen
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Patient access
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Differences In access to relevant new

anticancer drugs in Europe

e Differences between countries in:
— drug related health care expenditures

— drug prices
— access time to drugs after approval by EMA

e Sometimes lack of drug supply in “countries with cheaper
drugs” due to parallel import to “countries where the drug

IS more expensive”

e Unequal access within some countries:

— sometimes (co)-payment of the drug costs by patients
required ;

university of
groningen

versity Medical Center Groningen
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Regional differences in use of EGFR

Inhibitors for lung cancer in NL

lowest regions.

highest and second

|
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Betaalbaarheid/duurzaamheid
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Spending expensive anti-cancer drugs
The Netherlands

Table 1: Total cost of inpatient use of expensive anti-cancer drugs based on data from the GIP Drug Information System, dated
June 2095 {d rugs from the Dutch Healthcare Authority's add-on list)

Total costs 376 455 | 675
{in € million)

Increase compared to 2om + 1% +47% +80%

*The 2004 figurewas derived from sales data, based on the pharmaceutical industry’s list price (exclusive of VAT).
Source: Farminform

University Medical Center Groningen
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CancerDrugs Hit Market at Ever-Higher Prices

The median monthly cost for new cancer drugs in the U.S. has soared
since the 1970s despite an increasing number of available brands.

$10,059
$10,000
8,000
$7,000
6,000
$4,716
4,000
$1,770
Enne $1,007 $1,199
— m B
]
o $ ]
1975 - T2 ‘80 - ‘84 ‘85 - ‘89 ‘90 - ‘94 ‘a5 - ‘99 ‘00 - ‘04 ‘05 - ‘09 “10 - 14
Number of
new drugs 5 3 6 14 30 18 21 34

introduced

Mote: Costs are monthly Medicare prices for each drug the year it was introduced,
adjusted for inflation; drugs approved through early December 2014 are included.

Sowurce: Peter Bach and Geoffrey Schnorr at Memorial Sloan Kettering Cancer Centar IniversityMedICBICenter Groningen
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Spending Pharmaceuticals UMCG (¥£)

2. Grafiek Gemid.Kosten per patiént
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Effective new anti-cancer drugs,
But the funding system is creaking
at the seams

i ke it L e 74
Ea— V)

0
LI !

TR | .
KWF
KANKER
1 July zo1s5, Dutch Cancer Society BESTR“DIHG
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Uitdagingen

e Meer en complexere ziektes cq patiénten
e Meer geneesmiddelen
e Toename van de kosten

university of
groningen

i University Medical Center Groningen
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Veel stakeholders

en de interactie met de zorgprofessional
e Pharma (en andere shareholders)

e Min. VWS / Zorginstituut NL

e \Wetenschappelijke verenigingen
e Zorgverzekeraars

e Ziekenhuisbestuur

e Dokters (geneesmiddelkeuze en voorschrijven)
e Apothekers: geneesmiddelkeuze en inkoop

e Patienten / patienten belangen verenigingen

Y7 university of
/ groningen

% W % Héalthwise Du

. University Medical Center Groningen
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National level

e Specifiek budget voor dure geneesmiddelen

e ZINI

e Horizon scans toekomstig dure geneesmiddelen
e Sluis; Prijsonderhandelingen door de minister/EU
e NO cure no pay

e Value Bases Pricing

i

Schippers verwacht miljoenenbesparing op
durc geneesmlddelen

e Nationale coordinator

1o o
lea 74 university of
% / groningen
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Sluis nivolumab en pembrolizumab
niet-kleincellig longcarcinoom

< ZINI boordeling: farmacotherapeutisch rapport,
kosten-effectiviteit, budget impact

= Niet kosten-effectief: circa €140.000,- per QALY
= Onderhandeling Min. VWS met Pharma
= Prijsafspraak: prijs??

university of
groningen

. University Medical Center Groningen
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Rapport FMS ‘Q‘pl‘i}':ﬁ‘m

INHDUD Visiedocument

Dure Geneesmiddelen

IMNLEIDING &

0. DOELMATIGHEID VAN Z0RG 9

02 DE MEDISCH SPECIALIST EN WETENSCHAPPELLIKE VERENIGING ALS
BEWAKERS WAMN KWALITEIT EM DDOELMATHEHEID 11

02 DE MEDISCH SPECIALIST ALS EXPERT EM MEDNSCH ADWISEUR BINMEM DE
ZIEEKENHUIZORGAMISATIE 21

04 DE MEDISICH SPECIALIST ALS EXPERT EM ADWISEUR RICHTIMG DE OWERHEID 25

(5. DE MEDISCH SPECIALIST ALS OMDERZCEKER EM EXPERT

RICHTIMG DE RARMACEUTISCHE INDIUSTRIE 29
0f. SAMEMVATTIMG, COMNCLUSIES EM AAMBEVELINGEMN a1
07 ALLE AANBEVELIMGEM OF EEN RL b

‘ BIJLAGE 1: SAMENSTELLIMG EN 'WERKCWLITE TAAKGROEP
DURE GEMEESMIDDELEN aj
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NVMO Cie BOM
PASKWIL 2016 superioriteit

Palliatief, effectiviteit
. winst totale overleving >12 weken of HR < 0,7 +
*  winst progressievrije overleving >12 weken of HR < 0,7

Gradering volgens ESMO-MCBS (inclusief bijdrage door QolL-analyse)

Bijwerkingen (verschil tussen de behandelarmen)

. lethaal (absoluut) < 5%
. acuut, ernstig < 25%
. chronisch beperkend

Kwaliteit van leven
. Qol-analyse gevalideerde test(s) verricht +

Impact van behandeling

. acceptabele behandellast +

Medicijnkosten mediane behandelduur

per 28 dagen {ical Center Groningen
prijsverschil in vergelijking met standaardbehandeling
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HOVON

e Pomalidomide bij Multipel Myeloom

e Strikte toepassing conform richtlijn; pay for
benefit

e Consulatie centra

e Afspraak zorgverzekeraar, pharma en
behandelaren
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Biosimilars FMS/NVZA

NVZA Toolbox Biosimilars

Een praktische handleiding voor succesvolle implementatie

van biosimilars in de medisch specialistische zorg

ll\ april 2017
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Ziekenhuisbestuur /Zzorgverzekeraar

e Transparantie financiele arrangementen dure
geneesmiddelen

e Formularium; preferentiebeleid; richtlijnen
e Incentives/shared saving
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Zorgprofessionals

e De spreekkamer is niet de plek om over geld te
spreken. Daar geldt het belang van de patient.

e Zinnig en doelmatig gebruik van (dure)
geneesmiddelen wordt besproken tussen patiént
en dokter/andere zorgprofessionals

e Maatschappelijke verantwoordelijkheid: advies
overheid, WV, ziekenhuisbestuur, werkgroepen
nationaal en lokaal
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Doelmatige inkoop

- Bundelen van inkoopkracht
NFU/ZI1ZAAZ/Zorgverzekeraars

- UMCG Initiatieven:

e stollingsfactoren; biosimilars; TNF-alfa remmer

e preferent rec factor VIII: €2,5 milj

e infliximab biosimilar: €1-2,5milj

e preferent TNF-alfa remmer bij RA: etanercept
oplopend naar € 2 milj
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Doelmatig gebruik en toepassen
vb Reumatologie en MDL
De Poeet-studie( ZonMw): reumatoide artritis(RA) in remissie; de TNF-
blokker wordt gestopt.

Binnen het GLAS- cohort: groot cohort patiénten met
spondylarthropathie(M.Bechterew) in UMCG en MCL, : Patient-Tailored
Dose Reduction Of Tumor Necrosis Factor-Alpha Blocking Agents.

Astep studie, waarbij bij patiénten met RA en Bechterew spiegels van
biologicals worden bepaald. Afhankelijk van de spiegels, wordt dan de
dosis aangepast (verlaagd en soms misschien verhoogd)

MDL: TNF care project bij ziekte Crohn en colitis ulcerosa

Protocollair voorschrijven/landelijke richtlijnen

university of
groningen
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Barrieres en hobbels

Maken van keuzes over disciplines of instituten heen
inclusief het wegen van de belangen van de individuele
patiént

Vemenging van “(onderzoek) belangen” tussen
professionals/instituten en pharma

Wisselende afspraken tussen ziekenhuizen en
zorgverzekeraars

Onduidelijke governance
Onvoldoende incentives; whats in it for me???

university of
groningen

L O

ACATEEE A LR ) | L AR L )

stiddelen 31 meéi 2017

y S &)
Seae

. University Medical Center Groningen

AN\ N



Conclusies en Aanbevelingen (1)

Inkoopafspraken zo veel mogelijk scheiden van andere relaties
met firma’s

Speelveld voor doelmatige inkoop en toepassing creéren. Rol voor
ziekenhuizen/professionals/zorgverzekeraars

Initiatief NFU en ZN

Doelmatigheidsprojecten continueren en uitbouwen ook in
afstemming met zorgverzekeraars

Gaan voor eigen Preferentiebeleid
Intensievere monitoring/uitkomstenonderzoek (registries).

Declaratie op basis van nacalculatie en netto “ inkoopprijs”; nader
afspraken met zorgverzekeraars over daadwerkelijke kosten en
innovatiegelden (incentives/shared savings)

university of
groningen
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Conclusies en Aanbevelingen (2)

Shared savings inzetten voor zorginnovatie
Protocollair gebruik/conform landelijke richtlijnen

Pay for benefit en No cure no pay afspraken (industrie en
zorgverzekeraar)

Goede anticipatie op nieuwe ontwikkelingen: Blijven monitoren
van de ontwikkelingen in het gebruik en het op de markt komen
van nieuwe (dure) geneesmiddelen

Relatie met Pharma primair mbt nieuwe
ontwikkelingen/onderzoek

Multidisciplinaire samenwerking/werkgroepen en patiént
participatie
Heldere governance

university of
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Stelling

* A lot of expensive drugs are really too
expensive while others are relatively
cheap

* A lot of so called innovative (expensive)
drugs are not innovative at all
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~ Therefore development of an ESMO
Magnitude of Clinical Benefit Scale
(ESMO-MCBS)

ESMO
e Committed

» to promote high-quality, rational, responsible &
affordable cancer care
« Wants to
» highlight treatments which bring substantial
Improvements to the duration of survival and/or the QoL
of cancer patients

> use the scale for accelerated reimbursement evaluation

university of
groningen
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Factors taken into account for ESMO-MCBS

Overall
survival,

HR, Long term Progression

N freesurvival _«

Quality of Life
_ survival,RR

Magnitude
tirognogi'?pf of Clinically
e condition ! Benefit

—>Not analyzed in view of
significant “Heterogeneity”
across Europe
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Field testing Breast Cancer Cammmey

k=

e

Medication Trial Setting Primary PFS PFS PFSHR 0S oS OSHR QoL ESMO-

outcome control gain control gain MCBS
Chemo +/- HERA (Neo)Adjuvant HER-2 DFS 2y DFS 8.4% 0.54 A
trastuzumab positive tumors 77.4% (0.43-0.67)
T-DM1 vs EMILIA 2d line metastatic after PFS&OS 6.4m 3.2m 0.65 25m 6.8m 0.68 Later 5
capecitabine + trastuzumab failure (0.55-0.77) (0.55-0.85) deteriora
lapatinib tion
Trastuzumab +  CLEOPATRA 1stline metastatic PES 124m 6m 0.62 40.8m 15.7 0.68 ~ 4
chemo +/- (0.52-0.84) m 0.56-0.84)
pertuzumab
Lapatinib +/- EGF 31 line metastatic PFS 2m 1m 0.73 95m 45m 0.74 4
trastuzumab 104900 (0.57-0.93) (0.57-0.97)
Capecitabine +/- Geyer, 2006 2n |line metastatic after PFS 44m 4m 0.49 NS 3
lapatinib trastuzumab failure (0.34-0.71)
Eribulin vs other EMBRACE 3" line metastatic after OS 10.6m 2.5m 0.81 2
chemo anthracycline & taxane (0.66-0.99)

Paclitaxel /- Mitler, 2007 18t line metastatic PFS 59m 5.8m 0.6 NS ~ 2



Underlying Premises ESMO-MCBS

| 1. Cure takes precedence over deferral of death|

2. Direct endpoints such as survival and QoL take
precedence over surrogates such as PFS or RR

3. DFS in curative disease Is a more valid
surrogate than PFS or RR in non-curative
disease

4. Interpretation of the evidence for benefit
derived from surrogate outcomes (such as PFS)
may be influenced by secondary outcome data

Y74 university of
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'ﬁ_ 3 Rules, one of them

Check for:

* Indicators of severe toxicity or reduced grade 3-4
toxicity that bothers patients
 Quality of life advantage validated scale

quality of li :

\EOXI city

» Report final adjusted grade taken into account
toxicity and quality of life

university of
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ESMO-MCBS substantial improvements

 Curative setting A & B or non-curative setting 5 & 4

Curative Non-curative

university of
groningen
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