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-¿Ðr Introduction for ISpOR lssue
==ffS Panel

E McDA: A Gommon Road Map
From Drug Development to

Regulatory & Reimbursement
Decisions?

on"",". rÄi f"""i"tåh rnsritute
Associate professor, McMaster Univers¡ty

St Joseph's McÀ{asrcr
r-tlrtrÆtfi'n'iri, lllil:fil,i$

I Traditional Deciiion fMafing Cr¡t"r¡a

> Often talk about'traditional' D-M criteria
> Reality, hard to define'traditional, D-M criteria
> Varies across jurisdictions, across technologies

(e.9. drugs, devices, procedures), D-M level
(national, provincial, local authority, hospital), time

> For the most part, D-M for both drug & non-drug
technologies have been based largely on 4 criteria:
. Safety
. Efficacy, effectiveness
. Cost-effectiveness
. Budgetary impacUaffordabìlity 
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I Multi-Criteria Decision lVlaking Methods
> Broad set of methods which help make decisions

on alternative approaches/treatments using
multiple D-M criteria and levels of information

> Some argue 'traditional' D-M processes are
already based on multiple criteria (safety,
effectiveness, length of life, quality of life, cost)
. MCDM methods is just an expansion of the risks and

benefits explicitly considered as important criter¡a

> MCDM is a different D-M framework
. More formal, transparent and explicit approach
. More comprehensive, structured, predictable 
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I Vtulti-Criteria Decision An-¡Vs¡" tfV¡COel

> Calculate an overall numerical score
. ldentifi/ all criteria relevant (valued) by D-Mers
. Define levels (scoring) forevidence around each criteria
. Collect evidence (scientific, colloquial, surveys, opinions)
. Obtain weights for each c¡iteria
. Calculate total score - I (criteria weights x level scores)
. Prioritize for D-M based on score

> Advantages: Already discussed, panel to elaborate
> Challenges: Will briefly mention 2 __^a¡
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I l-landling of Other lmportant Criteria?

OtherfactoE of
value to D-M

(ethical issues,
social values,
feasibil¡ty of

ímplementat¡on,
unmet needs,

¡nnovat¡on value,
legal issues,...)
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ãrue for 
(BlA)

{ n Efficacy, money (CE)
Safety effêct¡veness

Classification of MGDM Methods
> Value function or measurement methods

. Crite¡ia weighting, level scores, rank¡ng (e.g. MCDA)

> Goal programming or reference point methods
. Closest to pre-defined levels (e.g. <$/eALy)

> Dominance or Outranking methods
. Overall super¡ority, pair-wise comparisons

> Holistic deliberative methods
. No formal weighting of criteria, consider all together

> Other methods (fuzzy sets, soft systemmetnociotogy,..) =ffi



Its wICOn Too Prescriptive tor O¡ne¡.s?

Decision Determinants
Guídance Document

The Ontâ¡io.Heâlth Technology Adviæry Committ€e (OHTAC)
Deds¡orl.îal¡n9 prcæss for the O€velopnEnt of Evldence€ásecl
Keccmmcndtùons

RÈvisql SeÞrnlJ€ 2010

11,.-_.l¡-ontarao ilf,li"J å?i'":if^t"ïi"ll',ì"nlr*- o*

l9 Criteria Holistic Deliberative process

s/pþgram/mas/pub/guide_decision,pdf

Griteria vs Ovenall D-M Frarnework?

Criteria: broader def¡nition of value

legal issues,...)
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Overall

IOFITAC's DD $coring System
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I Panel Speakers

> Dr. Bruno Flamion
. Pharmacological and Medical Expert. Federal Agency for Medicines and Health products
. Brussels, Belgium

> Dr. Meindert Boysen
' Program Director, Technology Appraisals. Centre for Health Technology Evaluation. National Inst¡tute for Health & Clinicat Excellence (NtCE). Manchester, United Kingdom

> Dr. Mireille Goetghebeur
. Vice President, OÞerations. BioMed0om Consultants lnc.. Dorval, Quebec, Canada 
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lssue Panel 1

MCDA: ACOMMON ROAD MAP FROM
DRUG DEVELOPMENT ÍO REGULATORY
AN D RHM B U RS EMEN T D EC I SIO N S?

Bruno FLAMION, MD, PhD
2005-2010 Chair, Sc¡entifcAdvice Working Party (SAWP) ofthe CHMP (EMA)

Member of the Benefit-Risk Methodology Prcject Steering Group (EMA)

Expert, Federal Agency for Medicines and Health Products (FAMHP), Belgium

Chair, Belg¡an Comm¡ttee for Reimbursement of l\4edicines (CTG-CRM, INAMI-R|Z|V)
Professorof Physiology & Phama@logy, Univers¡ty of Namur, Belgium
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MCDA at
the EMA:

the benefit-risk (B/R)
assessment

Disclaimer

My presentation might not be the view of the
organisations I am working for,

My presentation is a personal viewpoint and binds in
no way the organisations mentioned above.

I have no financial interest to disctose.

The EM,A report on Work Package | {2)

F¡lurc ¡. ì. EU f foußbld mdd of hneûB' ¡nd Hsb'

Preamble - the regulators'task

Benet¡ts Harms & r¡sks

ffiffiffiffiffi@ffiffiffi@ / /"v

The 2008 CHMP Reflect¡on

ëffi¿W4 Eu@r Lrdhirel ¡oe^q
2008
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Start of the BR Methodology Prcject (EMA sponsor Xav¡er Luria):

> London School of Econom¡cs (Prof. La¡ry Phillips) & Un¡versity
of Groningen (Prof. Andrea Beyer)

> CHMP/EMASteering Group

The EM,{ report on Work Package ¡ (¡)
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30 ¡Þrd2010

European Merllc¡nes Agency Benefit-R¡sk methodology
projecr
Dcscript¡on ofthe curcnt prðctlcc of bcnefit-risk asessment for cent¡¿liæd
Froccdurc pÞducts in the É., rêgul¡tory ñctgrork



The EMA report on Work Package 2 (l]

August 2010 [-wPr-l

EU¡IOPEAN MEDICINES ÀGENCY
$ctiNc$ Àrrit)fclNEs Hb^t.In

3l Àugud ¡tlÔ
EH¡y'549684ælO. reUgon 1

Hcm¡n Hedklrês 0evêlomnt àñd Ev¡luàllo¡

The EMA report on Work Package 2 12)

/4ñy quontitotive rnethod requires a quolitst¡ve fronework
within which th¿ tnodel conbe effectively developed. The
qualitotive opprooch moy be sufficient for sirnpler B/R
õectstohs.

The ElttÁ fovours The 8-step PI9¿{CT-URL fronework
(Hannond ef ol., 1999; Hunink et ol., 2001)

ïhe EMA report on Work Package 2 {3J

3- 18 quqntiTqlive opprooches were onolysed.

Only 3 ore sufficiently conprehensive for q nuhericql
repr¿sentqt¡oh of the B/R (os o difference or os a rotio)
qlong with ¡ts uncertainties'.
. Bûy¿sidn sfdt¡stics
. Dec¡sion trees ond influence/relevance diogroms
. Multi-criteriq decision onolysis (IÂCDA)

ïhe EMA report on Work Package 2 {4J

4. Five other opprooches, while hore restricted ¡h scope, moy
well prove useful for particulor cæes;
. Probqbilisticsihulotioh
. Àlorkov processes
. Koplon-Àleier est¡mqtes

(both fo¡ est¡hoting chonges in heolfh sfotes owr tihe)

' QALYs (for tnodelling multiple heolth outcomes)

' Co4ioint onalysis
(lo aplicote trode-ofts among effecls, especiolly for eliciting
polient preferences)

5. Combinotionof approoches w¡ll ppove useful ¡n sohe
situûtions

The PTOACT-URL framework

l, PTOBLEM fomulation
2. OBJECTIVES (establish criteria)
3. ALTERNAT¡VES (oplions lo be evaluated)

CONSEQUENCES (of all effects)
5. TRADE-OFFS (= balance)

UNCERTAINTY (of all etfects)
7. RISKATTITUDE (ofthe pãrt¡cipants orthe

dec¡s¡on makers)
8. LINKED DECISIONS

+ S¡milar frameworks presented by, e.9., Felli et al. (Eli Lilly, 2009),
Pfof, stuart walker (cMR/clRs cAss study, 2010), FDA BRF (2010),
PhRMAS BRAï group (2011)...

I

The EMA report on Work Package 3 {l)
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l5 q@nt¡t¿t¡ve bcrcfit-rid< modclling of
druç dcrinblc or posiblc?q

ð€n{ft.d* mètudrlogy prt€ú cñv. ñ ads,{ehs bM,r41@rtr6 e¡#'

. 5 agencies + €ach chose a drug undêr rev¡ew by the CHMP, at
different stãges

. Sessions were conducted as a 1-dav ( decision ænference D

(facil¡tated workshop)

2



The EMA report on Work Package 3 {2}
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Avalue tree for r¡monabant (Acompl¡a@)

The ongoing Work P¿ckage 4

WP 4 deliverobles:

. Operofionol decision oid / frqmework opproved by the CHMP
(end 2011 or loter). This frornework should be flexible to
qccornmodole increosing degrees oÍ B/R modelling

. Droft CHMP refleclion poper

. Public cohsultct¡on ond workshop (eorly 2012)

The EMA report on Work Package 3 {31

Added Valu€ bar graph based on
the orig¡nal clinical trial dale

Difference D¡splay¡f weightreducing
effectof rimonabantwas halved 

I/
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Graphical r€presentations of the B/R balance for 
14

rimonabant (Acomplia@)

The future of MCDA aTEMA/CHMP

1. The ongoing B/R Methodology ProjecT shows fhot quontitotive
B/R modelling of (new) drugs for lhe purpose of l4orketing
Aufhor¡sof¡oh ¡s Þossible

2. Is it desiroble 2

The qdded volue of th¡s exercise (esgciolly rl/tCDA) for the
nqtionql ossessors qnd for the CHMP dec¡sion hqkefs retnqins
to be demonsfroted

3. A flexible franework ollowing increosingly complex opproochøs
rnoy be an efficient wûy forwqrd

3



Structured decision making at
NICE; is there a role for'MCDA'?

tsPoR 2011

lssue Panel 4

Sunday 6 November 201 1 (14:45-15:45)

Meindert Boysen

Programme Director Technology Appraisals

6ú

CURRENT AFPR.OACI{ TO
DECISION MAKING

m

Appraisi n g Cost-Effectiveness

. Below Ê20,000/OALY - CE

. Above €20,000/QALY - CE and other factors

- The degree of certainty surrounding the calculation
of ICERs

- Change in HRQoL inadequately captured

- ïhe innovative nature of the technology
. AboveE30,000/QALY as above but much sironger (l)
. Always give reasons
. ADDENDUM 2009: 'Appraising life-extending, end of

life treatments'

This is what we do

Procedural Principles

Application of 'special c¡rcumstances'

.l#&#jw rth.&rdFtúùE¡útuf ,æ ú*MJ5tubei6tuEJ
f¡r |@ìI.ffid(6dddqún
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Targeted approach depending on
guidance product ...

. Cl¡nical guidelines

- Consensus (+/- fomal)

- Strenglh of rêæmmendation (-cRADE / LETR)
. Diagnost¡cs

- ... (scope & ev¡dence)
. l\redical devices

- 'Cost min¡misation' & cost effect¡veness

- Researchrecommendalions
. ¡nteNenlionãlprocedures

- ... (effiæcy & safety)

- SpeÇ¡alarangemenfs consenuaudilresearch
. PublicHealth

- Melhodolog¡cal protocols for committees on how to inteDret exped
test¡mony lo develop gu¡dance

Cosl ulil¡ty ãnalysis (ref €se) & @st consequences analysis'sis (refcaEñÀ

A(N) (EVEN) MORE
STRUCTURED APPROACI.I TO
DEC¡S¡ON MAK¡NG? 

üõj

Pstienl.Ac6s
Schems

Methods 2008-1 1 ... 2012-15

,'h

NICE Methods Guide review
Workshop (ll)

1. Which criteria might be included and how
could performance be measured and scored?

2. How can weights be assigned to performance
on each of the criteria?

3. How should the costs and opportunity costs of
achieving an improvement in a composite
measure of benefit be considered?

4. How could the transparency of the deliberative
process be improved?

NICE Methods Guide review
Workshop (l)

¿ PotEûlal bc¡cflb of ¡ morctrudurÈd ðpproach
. lilp@èlhe H3p¡f.nryol thededsþr masiS Êo@ând
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Êwk¿hiclef $¿ndl l¡ê My the NHJ tulds ro ¡llMÞ lrr

. Mdi¡ñômonunfiyhNlcFÌ6drFgÞttêprhlt.q õnlhÀ
sÞdåà¡dwSltr-lÈadt€torErú'b!) tJ tailË dtfirú!
édsþnsNlG hulnÐÞ

. shèÌFn JFülsrolnùrr/ ¡bruiwhrt¿raft rrd,nrtrdtotr
NlGlashi É¡nrÐtlór rlßNHsi Elr€i¡d rfieÌêrcD

N. DevlinrtNlcEwo¡kshop(3l Oct2oll) 
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(BUT) Wt¡-L ,¡T' MAKE A
DIFFERENCE?

ûE

Transparency &'innovation'@.@
=-mÉ*effff) Æ!4l.ì\-,-
1¡UgúF I aweexs *àtr19/ Qei

NICE Methods Guide review
Workshop (lll)

a¿ OÞrlon¡ fôr lñprôvinÊ rhe trâÀ!Þ¡renq ôf t¡e
dcltbeEtlvc proærs

r A4Eþ|S50n€elen€nl of jud8Èmat {Ít¡ffitsbe fquied/d6ìBÞre
. MsldÞÞrrtc.¡àolGd/úGdìñllA#.io¡ñrkiñ6jylp!&rtrthÈ

Dr€ssur€ro be nod GrÞlilt &oû wh¡t thore olh€¡ crlÉrh ¡¡e ¡nd ùe
w.iEhtrbcbd tohñ.

' G¡vehth¡l&dilonnàlk4irndbs€droldydlhetCR,ùerÈcn
!h. #d.w d qvtdløt¡ol w,ÈolhG¡cdtr.b!hr!ld N@ddrþr
ñ¡¡h^Fe6les bel

- Nda.!.q¡þruñt ro lrøq dÈ¡ÞdhE ÞftÉF¡ (.td¿úd.
6tGfd4!þÈddto údñh¡ ùGurtñ¡rtRtu! t.s,: iu hõr.rÞ¡.4.@4.1ñr lñto.E. ddhr¡.;r.{¡ilrr¡.d ãþr hr Êry.

- ¡ulþd&ùmr'M:dÞr@EEh@d@ù;ûûbùùdÞrrud
Édthü t{ b¡qd oi r.ud Fhr.ñd rNdbùrh ù. ¡ci.nt p¡ÞE} b
Àúh¡ aDúdn!cG'. È14Éoðroih¡ry.fi r¡dùÉrb&U ri r¿rñ
dÉ¡rbhtr êd.

K C¡ûxtonût MCE Wo¡kshop(31 Ocr 20t l) @

Proposed New Value Based Prioing Appraisal Process
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An opeh source 
^ÂCD,4-bqsed 

fromework qdoptable to
the cohtinuum of heqlthcare dec¡sionmok¡no

ó Novenber 2011

Àlodrid, Spoin

E\¡IÞEll Collobo¡otion - Eoord of Þirecrors

Rob Bûllus.ñ PhD, Rodboud Urie¿.srt, N¿rh¿rldds (fom.rt WHo)
Rc¡oldo Sofrilo AD, Un¡v¿rsityof Moñî..ol,Hosp¡iol Uñiv¿.sityC!¡1.¡ (CHU)Sr¿ Jusr¡n¿,Cød¿a
arr¿rrl¿ a â.feh¿þF PhD, Bioacdcoñ 6¡5llrdnrs í¡c,cHU stc Jùdtñ?,c.ñodo
Poúl Klñd PhD, uñiv¿rs¡ryofYo*, UK
shõ.on Kl¿tchko AD, N¿lsonMdlborugh Dirr¡d Hcolrh Bod, N"w Zcqlôñd
Àdk L4oulr M^, Pfi¿lr¿ônodo
ftcqul Alot PhD. Unìv¿.i¡tyôf Pr¿rôrlo, Sourh Áf¡¡@
Dônm Rrdf6s PhD, B¡oA.dCoó Consuliùrs lñc.Cúoda

È Common rood moÞ: Wh¡ch ¡nterventions
cohtribufe the most to þqtieht heûlth
and to qn eguitoble ,efÍicient and
sustoihqbl¿ heolthcqre system?

)Find the evidence
(scientif ic ond colloguiol)

h àStructure the nolurol
y thinking process
' (criteria, relotiv¿ importonce)
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Efficocy sqfety 
tv*qtry

Hrrori-t sñrd u¡ßtEdi Quoìityof ¿vldence,:
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EVIDEM fromework
Provide o loolkit
)Ident¡fy cr¡teriq

+Synlhes¡ze dqlo "by c.iter¡on'
+Quonf itotive ond quolitdt¡ve tools

Pdiât.eFd¿d oúcôn¿s ¡ '*'"""tr
tr¿m(ú

Efficocy Sofety
Hisori6t @niú u,.,r*, Quol¡'Yof

Á nof-for-profit colloborotive plotform

Objeclr p¡omote publ¡c h?olth by developing eff¡c¡ent hult¡criter¡o-bqsed
solut¡ons to heolthcore decisio¡mok¡ho

Coñoúlty d ñuhldr.do

t Rq.oEh.r/urq:
ÞEhphqr, ddpruìon
6dppliøùo¡ ôf lþok

phllorottry: tung,

Adñthl@lkkrhqhædhdeddturdoødErc ik6.Edt¿ñkh J6ry2@
LordfudqEE&dl4 EU04ûMôrhÉ:âEdhntdrtua.f khhR.¡td{dþ)


