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My presentation

- Evidence vs politics in decision making
 What impacts HTA?
« HTA-regulatory interactions

« Possible solutions for early access
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Components of a Medical Decision

Two Main Components of a Medical Decision I

l Scientific Judgments l Preference Judgments

. Analysis of Value Decisions/
Evidence — . L — .
Evidence Information Judgments Policy

About
Qutcomes

Assessment component Appraisal component
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The funnel of Dunning

Essential care iy

criterium

Efficacy >, 2nd
criterium

. . 3th
Q(ffffecuve9 criterium

Own account .

and . 4th

responsibility criterium

Broad solidarity <:| |:> Broad solidarity

Limited access:> <::| Limited access

Basic
package
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After drug development

Pricing and
Reimbursem
ent

Regulatory
Market Authorisation

Unmet medical
need,
Efficacy Relative

Safety effectiveness
Quality Cost-effectiveness
Budget impact
(national)
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Bridging the “"Value Gap”

The Value Gap
What R&D ﬁ What Customers
Often Provided Want
Evidence of
meaningful
benefit on
survival/qol over
relevant comparators
in a select well-defined
population at a

justifiable
price

Short-term Data
Surrogate endpoints
Limited Comparators
Low Response Rate

Broad population

Bridge: the Reimbursable File

Farmaco-epidemiologie en Klinische Farmacologie




Strong evidence package needed




Different countries, different outcomes

Figurs 1 Dichotomous cisssification of HTA racommendations
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HTA outcomes: all vs. cancer vs. non-cancer drugs

98 drugs with HTAs available for 24 jurisdictions*, EMA approval years 2007 — 2013, 6 jurisdictions

England France Germany Netherland Poland Scotland
Jurisdicti (NICE) (HAS) (1QwiG) s (ZIN) (AOTMIT (SMC)
on )
Germany and France:
More generous in
56=10 98=10 50=10 93=10 78=10 95=100% recommending cancer
0% 0% 0% 0% 0% than non-cancer

HTA outcomes
- All

4, ¢ a g

31=10 61=10 47=10
0% 0% 0% 0% 0%

¢ 9

HTA outcomes
— non-Cancer

therapies.

England/Wales:

Seems more restrictive
in evaluating cancer
than anti-cancer drugs.
This is due to the fact
that many cancer drugs
are available through
the Cancer Drug Fund.

Scotland:
SMC's approach is
restrictive as 79% of
cancer drugs have
received negative
recommendations.
6 Some cancer drugs may
be made available to
patients through

7

61=100%
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All countries

Regulatory-HTA

Portugal
- (INFARMED)

« No difference between
standard marketing
approval and
conditional marketing
approval.

England
(NICE)

France
(HAS)

« Is there any overlap?

« How is evidence
considered?

(ZIN)

Netherlands

Poland
(AOTM)

Scotland
(SMC)

W Positive [ Positive with restrictions B Negative [ Not assessed



Criteriaforregulatory review

. Company response
(n=29)

Validated by a regulatory
agency

Defined in regulatory clinical
guidance

Published in an international
Peer-reviewed journal

Defined internally by the
sponsor

Regulatory agency response

(n=7)

86%

I

86%

43%

,I

£

0% 50% 100%

CriteriaforHTA assessment

HTA agency response (n=8)

. Company response
(n=29)

Prior use by a HTA agency

Defined in regulatory clinical
guidance

Published in an international
Peer-reviewed journal

50%
Defined internally by the _
sponsor
13pe
0% 50% 100%
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Where is time spent?

Figure 3: Median time for regulatory and HTA review at key jurisdictions

Gap between first world wide sut

Regulatory authority review time®

B H72 submission to HTA decision (national level)
Australia 93 374
o125
Canada (National) 75 350
England 395
France 397
181
Germany 398
o169
Italy (National) 395
- 3
Spain (National) 391
226
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ubmission and submission to local regulatory authority
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Where is time spent? Agency specific?

Figure 4: Comparison- Where Time is Spent between HTA Submission and Final Recommendation
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HTA agency assessment appraisal appraisal recommendation cecision
!
| : | : : |
i " ! " " !
Agency | Assessment, | - Appraisal  Appraisalto
time : phase : phase recommendation !
| | | 1
i i i |
i i i |
| I i |
Company Time for Time for
time clar#ication clar#ication

Agency E Agency A

*TAS.bmazce s 28 Aacame et 7hax

WTAZUzmimionte Snd Masaarer Phae =) FTTY I
28 ! {
SndAzsssament 53 2t Agsraiol ghase = AxnmcicSalicresniclax
s @
{
STAAzza kY zhae 3%) 1z oTaizrmaszhmc (T = I
;
Snd Aoy me Fny Recamrmandion
L) 2=8 icceamiic Prd foccmyc Salee(S)
o =0 100 0 200

0 200 200 300 200 200 S0 M0 a0 2

Farmaco-epidemiologie en Klinische Farmacologie




Solution? Standardisation?

« EuNetHTA
— European wide assessment
— Interaction with EMA

« Good predictive modelling

« Appropriate use of real world data

Farmaco-epidemiologie en Klinische Farmacologie




EU Regulatory Process WP4 HTA Process Stakeholder involvement

----- Expression of interest from pMAH

Preparation of draft submission file ‘
from pMAH

EMA Process

Development draft project plan

Scoping meeting with pMAH

Finalization of project plan

CHMP opinion Receive final submission file ‘

Co-production of 1st version of REA

2nd version of REA

Including editorial review

Positive decision of EC Consultation
85
EPAR Final version of REA
100

Timeline

Local REA’s
(e.g. national, regional)
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Thank you!
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