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I Comprehensive Viewpoints to Consider inkboé&re

Comprehensiv¥iewpointl.:

Thereis a needfor stakeholderéo acknowledgehat HTAIs not atool to containmedicalexpensesut atool to
evaluatemedicattechnologyfairlyfor both the publicandpatients
e HTAdiscussiongend to revolvearoundcostcontainment,includingcostbenefit analysesStakeholdersieedto
re-acknowledgehe viewpointthat HTAis meantto contribute fundamentallyto the interestsof the publicand
patients

Comprehensiv¥iewpoint2:

Thereis a needto considerthe introductionof HTAfor all medicaltechnologynot just for medicaldevicesand
pharmaceuticals

- Inorderto realizevaluebasedhealthcarefor patients,stakeholdershoulddiscussmore abouthow to improve
the qualityof medicaltechnologyand medicalserviceasawhole

- Thereare caseswhere HTAresultsdo not leadto resultsthat are in the bestinterest of patients Stakeholders
should consider evaluation methods that are comprehensiveand include clinical practice viewpoints (for
example althoughon the one handsuchinnovationsasthe replacementof injectabledrugswith oral drugsare
now taking place, this innovationhas also created new problems,suchas the requirementthat patients see
multiple doctorsin differentdepartmentsheforethey canreceivea prescriptionfor oraldrugs.

Comprehensiv¥iewpoint3:

In order to evaluateinnovationfairly through the introduction of HTA, it is important that efficiencyand
productivitywithin the entire healthcaresystembe consideredalongsidehe resultsfrom HTA

- While maintainingand enhancinghe R&Denvironmentfor medicaldevicesand pharmaceuticalsvith excellent
HTAresults,stakeholdershouldalsoconsidereffectivenessand efficiencyin the entire healthcaresystemand
work to solveproblemsrelatedto unuseddrugsand polypharmacyissuesby promoting generics biosimilars
andsoon.
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Summary

In April 2017, the Centerfor Strategicand International Studies(CSISand HGPljointly convenedthe very first global expert meetingon
a wSo | f NajoAeiHgakh Systems Innovationand Sustainabilitg At this meeting, expertsagreedthat issuessuch as those related to
containingcostswhile promotinginnovationand ensuringequitableaccesgo quality health care were not uniqueto Japan put were wide-
rangingchallengedeingfacedaroundthe globe TheY S S {i kxpéttealoemphasizedhe importanceof involvingthe public(patients)in the
decisionmakingprocessgspeciallywhenevaluatinghe costsandpublichealthbenefitsof healthtechnology

In recentyears,the sustainabilityof health systemshasbecomea pressingthreat worldwide due to rapid demographicand epidemiological
transitions evergrowinghealthexpendituresandnewinnovationsin healthcare Atthe sametime, discussioris intensifyingaroundthe world
questioninghe conceptof UniversaHealthCoveragéUHC)aswell asthe potential sizeof costsandbenefitsin healthcaresystemswith UHC
Japanhas been exploringsolutionsto issuesrelated to health care costs,such as the introduction of HTAand reinforcementof insurer
functionality However Japanjustlike manyother countriesaroundthe globe,is facedat the challengeof howto accuratelyassessandreflect
the valuesof everyonewho receivesmedicalservices(includingboth societyas a whole and individualpeople)into evaluationsof medical
technology devicesandmedications

In this 2nd global expert meeting, a variety of domestic and foreign experts and stakeholdersdiscussedon the current status of HTA
implementationin Japanaswell asfuture challenge$or HTAandits potentialadvantages

Details
Date & Time: 14:0017:15, Thursday, 5 Octob2017
Venue: IwasakKoyataMemorial Hall, International House of Japan, Tokyo

Organizer: Health and Global Policy Institute (HGPI)
Participants:  Health policy makers, healthcare experts, legislators, ministry officials, healthcare executives

Program:
14:0014:05  WelcomingRemarks

14:051425 KeynoteSpeech |  Yasuhird&suzuki (Chief Medical & Global Health Officer-Mioéster for Health
Ministry of HealthL.abourandWelfare)

1425-14:45 KeynoteSpeech Il  ShinyaSaito (Professor, Graduate School of Health Sciences, Okayama University
President, International Society harmacoeconomicnd Outcomes Research(ISPOR) JAF

15:00-17:10 Roundtable dThe Current Status, Challenges, and Opportunities of HTA i Japan
17:1017:15  Closing

The2nd Global Expeieeting | 4
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Yasuhir@suzuk{ChiefMedical& GlobaHealthOfficer,ViceMinisterfor Health,Ministryof Health LabourandWelfare

Change the Environment Surrounding the Pharmaceutical Industry

- Theenvironmentsurroundingthe pharmaceuticalndustryhaschangedgreatlyin recentyears Many countriesnow facethe problemof
the spiralingmedicalcosts Takinga look at the top 15 pharmaceuticalén the world by salesthe numberof biopharmaceuticalen that
listincreasedrom 2 itemsin 2001to 9 itemsin 2015

- Unlike conventionalpharmaceuticalshiopharmaceuticalsost more, not only in terms of researchand development(R&D),but alsoin
termsof production Thisis one causeof the medicalcostinflation. Theactivitiesof Japanes@harmaceuticatompaniesare limited in this
area Foreignpharmaceuticatompaniedhavean advantagen biopharmaceuticals

- Outsideof Japanmanyglobalpharmaceuticatompanieshaveshifted toward buyingthe new discoveriesand innovationsfrom start-up
companiesand academiansteadof developingheir own new drugs Japanes@harmaceuticatompaniespn the other hand,tend to do
morein-houseresearchand developmentandthey havefallenbehindwesterncompaniesThisis the reasonwhy Japans behindin R&D
in the biopharmaceuticaiarket

- Takinga look at publicationtrends in major medicalresearchjournalsby country, Japanis rankedrelativelyhighin the volume of basic
researchpapers,but the numberof clinicalresearchpapersbeingpublishedis on the decline Thereexistsa gapbetweenbasicresearch
andclinicalresearch

ThePharmaceutical Industry in Recent Years

- Pharmaceuticali Japancanbe categorizednto five groups (1) patent drugs(for which new drug promotion premiumsare applicable)
(2) brandeddrugsfor which there are no genericsavailable(new drug promotion premiumsare not applicable) (3) brandeddrugsfor
whichthere are generics(4) generics and(5) drugslistedbefore 1967.

- Outof all 19,876itemslisted annually genericsaccountfor approximately50% (9,901 items),drugslisted before 1967 (includingChinese
herbal medicinesand so on) accountfor approximately31% (6,200 items),brandeddrugswith genericsaccountfor approximately8.1%
(1,612items),brandeddrugswithout genericgnew drug promotion premiumsare not applicable)accountfor approximately6.7% (1,327
items)andvery new andinnovativepatent drugs(newdrug promotion premiumsapplicablelaccountfor approximatelyt.0% (799 items)
Thelatter 3 accountfor lessthan 20%of the total.

- Takingalookat annualdrugexpenseg9.2 trillion yen),the saleof genericsand drugslisted before 1967 accountfor approximately21.6%
of the total, while the saleof patentdrugs(newdrugpromotion premiumsapplicable)whichmakeup a smallshareof the total numberof
itemslisted,accountfor 75%of total drugexpenses

- Inthe off-patent market,salesof genericsaaccountfor approximately90%of all salesn USand 70%in EU In Japanthey accountfor about
40%of all sales Thisnumberis low, but is expectecdto riseup to 80%in the future.

- Thesizeof Japanesg@harmaceutical/medicadevicecompaniess relativelysmallin comparisonto suchcompaniesin other countries
With biopharmaceuticalswhich require a lot of investment,becomingmore mainstream,the Japaneséhealthcareindustry needsto
change
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The Promotion of Japanese Pharmaceutical/Medical Déuitgpanies

- MHLWhascreateda new schemefor regenerativemedicineghat enablesmanufacturerdo usea conditional time-limited, andexpedited
approvalprocessoncethe medicinehasbeenprovenefficaciousand provensafe(underthe he PartialAmendmentof the Pharmaceutica
Affairs Act and other Actsaswell asrelated legislation) Thisschemehasdrawn globalattention, asit makesW!| LJlapp@lprocess
amongthe fastestin the world.

- Some are callingfor a drasticreform of the drug pricingsystem,includingthe completeoverhaulof the new drug promotion premium
system | hopeto seedeeperdiscussioramongall stakeholderon thisissue

IncreasedMedical Expenses and the Future of Japanese Medical Policy

- Medicalexpensegrewby 3.8%in FY2015 Within that, 1.2% wasrelatedto the agingof the population,while another1.5% wasdue to
increasedpharmaceuticatosts Theremaining0.9% relatedto outpatient medicalcare Theincreasein pharmaceuticatostswas not
attributable to increasesn technicalfees,but to increasesn pharmaceuticamaterial costs,of which chemotherapydrugsaccountfor
0.77% In addition,useof the high-costmedicalexpensebenefit systemison the rise.

- When discussinghe issueof increasedmedical expensesit is important to look at the issue from mid-to-longterm perspectives
Innovativedrugsthat have a dramaticimpact, suchpermanentcures,are sometimescosteffectivein the longrun. It is not enoughto
think of solutionsonly for the shortterm, suchasrestrictingthe useof chemotherapies

- Medicalexpenseshouldnot to evaluatedin terms of only a singleyearor the costsof care It is better to considerthis issuefrom many
perspectivesincludingthe economidmpactof havingmore peopleworkingin goodhealthin society

- Inorderto makethe healthcaresystemsustainablefter the mid-21st century,the following4 pointsare consideredmportant

(1) Improvethe R&DEnvironment

5

Goodexamplesare artificialintelligence(Al)and cancergenomeresearch Both the publicand private sectorsshouldcreate
environmentghat facilitateresearchanddevelopment

(2) Utilizethe ConditionaExpeditedApprovalSystems

Promote R&Dand cut unnecessaryostsby expandingthe conditionalexpeditedapprovalsystem,which is only currently
applicableo regenerativemedicines

. (3) Improvethe PostMarketingSurveillancéPMS)
Collectdata cheaplyand rapidly by constructingreatworld (RWD)databasessuch as the Medical Information Database
Network (MEDINET) Usethesedatabasedo analyzemedicalinformation (electronichealthrecords laboratorydata, health

insuranceclaims,etc.), andprovidetentative scientificevidenceon safetyanddrug effectiveness
(4) HealthcareTechnologyAssessmentéHTA)

5

Evaluatgpharmaceuticalshat were approvedunderrapid conditionsbasedon scientificevidenceobtainedthroughHTA
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ShinyeSaito(ProfessorGraduateSchoobf HealthScienceDkayamaJniversity
President ISPORapan)Academidistory of Heath Technology Assessment JH

Academic History of Heath Technology Assessmen} (HTA

Definitionof HTA

When discussingHTA, it is important to considerthe definition of terms such as EBM (evidencebasedmedicine),VBM (valuebased
medicine) CERcomparativeeffectivenesgesearch)and HTAitself.

The International Societyfor Pharmacoeconomicand OutcomesResearch(ISPORYlefines HTAas & Iform of policy researchthat
examineghe short- andlongterm consequencesf the applicationof a healthcaretechnologye

The International Network of Agenciesfor Health TechnologyAssessmen{INAHTAYefinesHTAas & Imultidisciplinaryfield of policy
analysighat examineshe medical,economic,social,and ethicalimplicationsof the incrementalvalue,diffusion,and use of a medical
technologyin healthcare¢ ThisisabroaderinterpretationthanL { t Hlefigkti@n

While EBMfocuseson evidencecreation/synthesisand decisionmakingefficiency,VBMemphasize&ffectivenessand value HTAplaces
importanceon decisiormakingin the realworld, typified by its useof & NXbrlfl data(RWD.&

Historyof HTA

Outsideof Japan Technologyassessment§T A)were first done in the environmentalfield in the 1960 & the United States The United
Statesestablishedthe Office of TechnologyAssessmen(OTA)in 1972 and applied TAto the evaluationof the federal governmentg
specificallyMedicareand Medicaidg givingbirth to anewfield, & K S IteEhiidfogyassessmentsUnfortunately the OTAwasabolishedn
1995dueto budgetcuts HTAaswe knowit todayis reallythe evolutionof the kind of HT Athat startedto be donein Europein the 1980s.
Manyorganizationsvere setup globallyto promotethiskind of HTAin the 1990Gs.

Within Japand ¢ S O K yagsésaniiin the medical¥ A Saasikst mentionedin the White Paperon Scienceand Technologyby the

Ministry of EducationScienceSportsand Culturein 1974 HTAwastakenup againasa topic of the health sciencegrantssystemin 1990Q,

andthe @ w S @oBnditteeon HeathTechnology & a S & awesSefup i 1996 EventuallyHTAwasreplacedby EBM(evidencebased
medicine)in the discussionsf that Committee Althoughmanyexpectedat one time that HTAwould be usedto supporteverythingfrom

policymakingto the developmentf guidelinesasof yet, Japarhasnot establishecany Governmenbrganizatiorspecializingn HTA That
said,the ChuikyoCostEffectiveEvaluatiorCommitteewasestablishedn 2012 andit hashelddiscussionsn HTA

Use oHTA

HTA:is typicallyusedfor three main purposes (1) Whenannouncingevaluationstandards (2)whendevelopingeriteria for drug reimbursement
decisionmaking and(3) whenconsideringeimbursemenprices

15|

ManycountriesuseHTAto setreimbursemenprices However the specificof eachsystemare different, dependingon whetherthey use
HTAfor drugreimbursementdecisioamakingor not.

In placeswhere HT Aresultsare not usedascriteriafor drugreimbursementecisionmaking,it is sometimeshe casethat HTAis usedas
apricebargainingool. Theresultsof HTAare thenreflectedin drugpricingthroughsuchnegotiations

Althoughthere are different prosandconsto everyevaluationmethod,sincethere isthe possibilitythat a singleproductmayhaveseveral
prices,dependingon how it is prescribed Many have proposedthe use of measuressuch as the use of comprehensiveassessment
methods, where several incremental costeffectivenessratios (ICERspbtained from analysisresults are weightaveragedby the
proportion of patientsusingthe drugin question
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Thefollowingdiscussiomointsneedto be takeninto consideration

Criteriafor Selectind®harmaceuticalandMedicalDevicesasTargetf HTA

Pharmaceuticahnalysisguidelinescannot be appliedto medicaldevices Medical devicesare very different from pharmaceuticalsn
nature. Analysigjuidelinesspecificco medicaldevicesare needed

Further discussionsare neededwhen selectingproducts Issuesto be consideredinclude is it possibleto increasepremium rates for
innovativeitemsin a way that reflectstheir value?How shoulddrug pricingrules be adjustedfor itemsthat havea large marketshare,
takinginto accounttheir impacton the financesof the healthsystem?

Drugsfor rare diseasesandfor pediatricdiseaseshat lacksufficienttreatment options,shouldbe exemptfrom HTA

ComprehensivAppraisalérom EthicabndSociaPerspectives

WhenreassessinmqnovationsusingHTAIn casesvherepriceshavealreadybeenset, it is crucialthat assessmentdo not coveraspectsof
the innovationthat havealreadybeenassessedrurthermore while drugsfor pediatricdiseaseshouldbe exemptfrom HTA there may
be casesn which thesedrugsare still subjectto HTAfor adult indications,and in suchcasesijt is necessaryo carryout the evaluation
carefully

With regardsto severechronicdiseasdreatmentsthat canprolongthe livesof patients,there needsto be carefulbut flexiblediscussions
Thesediscussionshouldtake into accountsocialand culturalvaluesand considercasestudiesfrom other countries,includingthe United
Y A ¥ 3 FEAdGTQife SchemgEOL)

Asfor drugsusedto treat diseasesvith few alternativetreatmentoptions,it is possiblethat there maybe disagreementamongthe third-
party organizationghat conductcosteffectivenessanalysesthe companiesmakingthe treatments,and patients, regardingtreatment
opportunities alternativetreatment possibilitiesandsoon. Theseassueanustbe addressed

Discussioron the introduction of costeffectivenessanalyseswvas started at Chuikyoas a countermeasurego the impact of expensive
medicaltechnologieon healthcareinsurancebudgets

. TheBasicPolicyon Economicand FiscaManagementand Reform2017states,a 6 (Gv@rnmentwill conducta full reform of
the National Health Insurancedrug price system by formally introducing costeffectivenessanalyses,to balance the

Wa dza G | df yfie-universahéaBhcared & & (wBhhe W LINE Y& Al K ¢ & Gandtd realizethe WI f  Sabthetbirders
onthe publicandWA Y LINE & Se&rgBalitiiof K S I £ (i iKsDdhaldaydhat benefitsthe publicé
It isimportantto note that costeffectivenessanalysesre not aimedat loweringdrugprices
In the UnitedKingdomthe Nationallnstitute for Healthand CareExcellencéNICEhasadvocatedhat the publichasthe legalright to use
drugsrecommendedasbeingcosteffectiveand the Governmenthasthe responsibilityto offer suchdrugsto the public NationalHealth
Service(NHSpudgetimpactthresholdsare so highthat somedrugshavebeenevaluatedasbeingd O 255F(F S @it & YE & T 2 NF
whichis somethingthat hasprovokedgreatcontroversythere.

It is necessaryo establisha consistentand transparentsystemthat ensuresthe independenceof institutions conductingcosteffective
analysesand provideshigh quality healthcareand costeffectivepharmaceutical$o the public,while alsoconsideringhe sustainabilityof
the healthcareinsurancebudgets
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