The critical appraisal checklist (by Inotai et al.

2012)

Topic # of items
1. Economic Evaluation 80
1.1, |Filter Questions 2
1.2.  jResearch Question (relevance, comparator, financing protocol) 2
1.3.  |Health Benefit 25
1.3.1. |Source of Scientific Evidence 7
1.3.2. |Evaluation of Relative Effectiveness in Case of Indirect Comparison 10
1.3.3. [Magnitude of Health Benefit 8
14. |Cost 8
1.5. | Time Horizon, Discounting 3
1.6 Decision Rule 3
1.7.  |Sensitivity Analysis 6
1.8. |Alternative Sections for Methodology 22
1.8.1. [Cost-Minimization Analysis 3
1.8.2. |Cost Effectiveness Analyses 19
1.8.3. |Decision Tree Model 4
1.8.4. |Markov model 7
1.8.5. {Simulation model 8
1.9.  |General Methodology: Adequacy and Transparency 5
1.10. |Interpretation regarding the Economic Evaluation 4
2. Budget Impact Analysis 11
Total checklist 91
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STA process timelines

e 1. day: receiving submission

-3. day: responsible reviewers

-5. day: checking of submitted data and publications

-8. day: request for substitution or clarification of
problems

9-40. day: consultation with applicant (if necessary)
40. day: draft report
43. day: final report

@ svavsz BT
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Decision makers in Hungarian
reimbursement process

Ministry of Health (Secretary State of Health)
Ministry of National Economy

@

@

National Health Insurance Fund

Health Technology Assessment Committee

Professional Board (Professional College)
Department of HTA

& BYEMSZI

Effect of use of HTA

e Impact: support the decision making process
e Barriers:

- tight budget

- poor quality of evidence of effectiveness

- reimbursement mechanisms

- cultural/political factors

NCAENEV=ra | Nofioial insiicic for el 2l Diarizational Developent in Heslihcare and Biedicines

93



The team of the office

e Physicians

e Pharmacist

e Economists

W BYEMSZI

Engineers
Technical assistant

| Netional lnoitte for Quality ond Greaniational Developmen i Healthtare and Medio
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Thank you for your
attention!

B s
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Hungarian Pharmacoeconomic
Guideline, Regulations and
Decision Making Process in

Hungary

Zoltan Huszti
25 November 2013

[. Hungarian Methodological Guideline for
Conducting Economic
Evaluation of Healthcare Interventions

ll. Major legal regulations of HTA in
Hungary

l1l. Decision making process in Hungary

| Natioal nsut for iy sne Orgrizational Development s Realfcare and Miedgnes

& BYEMSZI
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Hungarian Methodological

Guideline for Conducting
Economic

Evaluation of Healthcare

Interventions

¥ Esvamszi Bl Orieiastional Beiciopment i Healtbeare aid Medicnes

| Background of the'gu:delme development

 International trends
~ Increasing use of health

economic studies in decision Hungar;’an Methadgfagicaf
making word-wide . g s
9 ) Guideline for Conducting
- The need for countriesto E :
develop their own guidelines conomic
rather than use a global Evaluation of Healthcare
version Interventions
Regulation . . . :
en \%{ onment First version published in 2002
. F;rsf in East Central Ei urope
- Rfimburse??e? th Id b e ;Based sn mtematsonai gusﬁehnes
g ar r(‘f;aceu m? Sﬁs ?U € L. Consensus of experts from parttczpatmg
as{e ,Oﬂ cost-efiecliveness fﬁf ks 'mimstrses heaithcare and academ;c
ang ysis . ; mshtut;ons, consu!tmg ﬁrms and
— Reimbursement system  pharmaceutical companies
shcu%gﬁ take account of cost- . Suggesttons from m’cematsona! exper’cs
effectiveness ﬁ ; i
& EYEMSZI Mol o ey ond el el e B A e
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Content of the Guideline

¢ Preamble

* Implemented changes in the guideline

* Obijective of the guideline

» Legal backgrounds

« Scope of the guideline

 List of contributors

» Short and detailed recommendations (12)
» References

NN =Fal Notonel isitite for Gualiyy and Organizational Development o Healthcare and Medicines
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Guideline recommendations

Guideline 1. description of healthcare interventions, patient
population and the health service needs should be

addressed in the analysis
Comparators: routine care

Guideline 2. analytic perspective
Primarily health care payer perspective

Guideline 3: type of economic evaluation

CMA, CEA, CUA , (CBA should not be used)

Guideline 4: measurement of health improvement —
denominator of the cost-effectiveness ratio

«  Should be appropriate for the selected condition, and include final
(long-term) outcome (morbidity, mortality)

» Direct comparisons are preferred against the indirect comparisons

& EYEMSZ | haal sttt for Gualiy: oot Drgenizational Develor
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Guideline recommendations

Guideline 5: measurement of costs: numerator of the cost-
effectiveness ratio
» The perspective of costing should be the same as the study

perspective.
« Cost analysis should consider only those costs that related fo
treatment (direct costs)

Guideline group 6: handling time in economic evaluation studies
The time horizon of a study should be long enough to cover all
significant clinical and cost consequences that are directly

related to the healthcare intervention.
Discount rate for costs and outcomes is 3,7% (SA: 2%; 5%)

& BYEMSZI |

Guideline group 7: synthesis of health gains and costs: presentation
of results on final cost-effectiveness

Incremental cost-effectiveness and/or cost-utility ratio should be
reported separately and aggregated.

Guideline 8. examining robusiness and generalisability of study results

«  Deterministic and probabilistic sensitivity analyses Is also
recommended.

«  Subgroup analysis is reasonable if a definite group of patients vary
in efficacy or cost-effectiveness.

> Examination the internal and external validity of cost-effectiveness
analysis and clinical studies is necessary

@ evamsz BED
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Guideline recommendations

Guideline 9: impact on healthcare, expenditures and equity

Budget impact analysis is required, 3- to 5-year period should be
discussed.

Guideline 10: Conclusions

Cost-effectiveness threshold: twofold and threefold of GDP per
capita (5.600.000 — 8.400.000 HUF / QALY ~ 19.000 —
28.400 EUR / QALY)

Guideline 11: information on authors, sponsors, and competing
interests

Guideline 12: reporting template

"{3} e i Bl Noional netitute for Qunlite and Organizational Development in Healthcars and Medicipes.

Major legal regulations of HTA in
Hungary

w svamsz [

Guolity and Organizational Development In Healtheare ond Medicine
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Legal regulations
Act 2006. XCVIIl.

«  Drugs, nutrition, medical devices intended for patient use can be
subsidized by the social insurance if the cost-effectiveness is
certified

= The social insurance body exclude the drug from the social
insurance system, If

the cost-effectiveness is questionable
the budget of social insurance is disproportionately charged
the cost-effectiveness is unverifiable

BN Al Neton et or Qualiy and Oiznitional Development in Heolthcare dfd Medidies

Legal regulations: Pharmaceuticals

32/2004. (IV. 26.) Decree of Ministry
Reimbursement principles:
« Professional establishment: evidence based decision

> Considering the budget allowance, financing
requirements

» Transparency

«  Computability

*  Publicity

* Transparency of interest

* Necessity based approach
e Cost-effectiveness

AR oAl ol istinie © Queliy ond Oiganizational De
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Legal regulations: Pharmaceuticals

32/2004. (IV. 26.) Decree of Ministry
Reimbursement rules:

GYEMSZI examines the cost-effectiveness and budget
impact of the product.

Process rules:

National Health Insurance Fund Administration (payer} sets up the
Technology Assessment Commitiee

National Health Insurance Fund Administration (payer) makes the
reimbursement decision after receiving the opinion of GYEMSZ]
and the competent medical professional college

If a new patient group or therapeutic indication seting up is necessary
the minister of health can modify the decree in consent with the
ministry of finance.

If the drug is reimbursed in an ,itemized” way the minister of health
makes the decision that based on a committee proposal.

& BYEMSZI

Noionsliiie o sl ono gation Deeiop et n Heaiais i Media

Legaliegulatxons:
Medical Devices Intended for Patient Use

14/2007. (lil. 14.) Decree of Ministry
Reimbursement principles:

« Considering type of disability and disease
> Considering equity

* Necessity based approach

« Professional grounding

« Complexity

« Cost-effectiveness

e Considering budget impact

» Effectiveness

@ sveEvMsz [ jzational Development in Healtheare and Medici
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Legal régu!atsons:
Medical Devices Intended for Patient Use

14/2007. (iil. 14.) Decree of Ministry

Professional considerations:

... only those medical devices intended for patient use can
be reimbursed which efficacy and cost-effectiveness are
proven

Process rules: GYEMSZI critically evaluate the cost-
effectiveness of the device

o ioE G e e

@ EYEMSZ

Legal regulations:
Medical Devices

180/2010. (V. 13.) Decree of Government

GYEMSZI critically evaluate the cost-effectiveness of the
device

28/2010 (V.12.) Decree of Ministry

Professional viewpoints of decree:

Severity of disease, public health priorities, size of patients
population, etc.

... cost-effectiveness should be considered

“\“\vg e WAl tonl nsiie o 0 el ond Degonintions) Dovelopment I Bealtheare ond Mediones.
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31. dia

he2 huszti.zoltan; 2013.10.03.
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@ esvamsz [JF

Decision making process in
Hungary

Simplified procedure:

° new generics,

3

Deadline: 60 days

B BYEMSZI

Decision making process in Hungary

Normal procedure:
* all new agents,

@

HTA is only necessary in this
case

Manufacturers are

obligated to submit clinical
evidences and cost-effectiveness
and budget impact evaluations.

Deadline: 90 days
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Decision making process (normal procedure)

<

Law modification
is necessa - Expensive medicings/.
g. new therapeutic T irect control requirex
indication)

{:}\ EYEMEZ

St AR

Technology Assessment

VOTING MEMBERS: ADVISORY MEMBERS:

1. Chairman of Technology 1. Head of HTA Department {GYEMSZ)
Assessment Committee (NHIFA) 2. Head of Pharmaceutics and Medical

2. Head of Reimbursement Device Department {Ministry of
Department (NHIFA) Health)

3. Deputy Head of Reimbursement 3. Head of Social Expenditure
Department (NHIFA) Department (Ministry of Finance}

4. Head of General Funding
Department (NHIFA)

5. Head of Analysis, Medical
Professional and Professional
Conirolling Department (NHIFA)

6. Hungarian Chamber of Pharmacists

7. Medical Professional Colleges
Presidents Board

8. Medical Professional Colleges
Presidency

@ evevsz e
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,Registered dispense” Commitiee

Two attendees from the Ministry of Health,
one attendee from the Ministry of Finance,
two atiendees from the NHIFA,

two attendees from the GYEMSZI

make a reimbursement proposal for the Ministry
of Health.

@ evEMSZI DT

Thank you for your kind
attention!

g&}%v&m&zi | Natonal st o Dl
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Medical aspects in HTA

Csenge Foéldesi
25.11.2013

Hungarian rules of procedures

Normal procedure Simplified procedure

* New agent/molecule * New generic drug
* New indication « Equivalent to an already
« New formula and new reimbursed drug

mode of administration * New packaging
* Rise in price * New dose v
* New combination * New formula and same
. Change in reimbursement mode of administration

category
« Everything not included in

simplified proceeding

@ mYEMSZE [F » Buclity: and Digoniationel Bevelopment tn Heoltheare and Medicines

107



,Classification” of medicines 1.

Innovative drugs — ,new” chemical entity
* eg. new target therapy in oncology

Generic products — essential similarity to the original
* no bioequivalence trial — simplified procedure not applicable

Well-established use - sufficient evidence in medical use for
at least 10 years

* rise in price

» ,0ld” molecule, not reimbursed in Hungary so far

Orphan drugs - rare, life-threatening or chronically debilitating,
<5/10.000

« small No. of patients, expensive therapy

W EYEMSZI [
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,Classification” of medicines 2.

« Ultra-orphan drugs — extremely rare, <1/50.000
svery small No. of patients, extremely expensive therapy

« Biosimilar products — ,highly similar” product to a
biological (biotechnological) agent — ,follow-on
biologic”

«simplified procedure not applicable
«eg. insulin, erythropoietin, monoclonal antibody

» Blood products — e.g. factor VIl

» Vaccination — e.g. pneumococcal vaccine
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NS Notonl instituie for Quality: and Organizational Development in Healthore arid Medicines

l\/IaiH gCopes of the med

evaluation

 Target population

 Therapeutic indication vs. reimbursement indication

« Place of the new therapy in the actual treatment algorithm
» Appropriate comparator

+ Evidence (efficacy, safety)

» Relative effectiveness — comparator

Principles of the economic evaluation

» CHECKLIST — to check the pivotal issues of the submission
@ BYEMSZI
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1. Cost-minimization analysis (CMA)

» The new

efficacy AND safety
2. Cost-utility analysis (CUA) and cost-effectiveness analysis

(CEA)

»  Are the data used in modeling appropriate from medical aspect?

»
»
»
»

»

\ggv&m&z;

Demonstration of co

effectiveness
Medical support

therapy and the comparator are equivalent in terms of

Result of the clinical trials
Cost data

Time period

Model status

Utility data (CUA)

L Heaithere ai

Support

Criteria of assessment

the decision making procedure

Criteria

Cost-effectiveness Is the cost-effectiveness analysis adequate?

Acuity considerations Pediatric patient population, orphan disease,

Public health impact Burden of disease, vaccination

@ BYEMSZI

Medical aspect

first new treatment since decades
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1. Background

2.  Summary of the main clinical trials

Overview of the medical sections of our
evaluation

a) Introduction of the disease (burden, epidemiology, guidelines,
comparator)

b) Introduction of the drug (summary of product characteristics, side
effects)

a) Summary of evidences about the new drug
b) Summary of evidences about the comparator
c) Critics of the indirect comparison/meta-analysis

EYEMSZ | T

Epidemiologic data

» Determine the number of patients who could benefit from
the new therapy

* Budget impact

» Hungarian prevalence/incidence data often missing/ out-of-date
» Hungarian registry are lacking

* Oncology

 Rare/orphan disease

* Pediatric disease
* International (European/USA) data generally available

» Are international epidemiological data relevant for Hungary?

e BYEMSZ | Bt
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