medicines
C for europe

ccess. better health.

CMDh & Interested Parties
meeting

Medicines for Europe
presentations

28 May 2019 Amsterdam

patients e quality ¢ value e sustainability ® partnership



medicines
(C foreurope
bett:

er access. better health.

HARP
implementation in
practice




medicines

C foreurope Harmonisation effort

better access. better health.

* Domain 2:
Harmonisation of RMP of same
active substances for which MAs
have been granted with different
RMPs in place

* First set of active substances have
been assessed

* First set of active substance ARs have
been commented upon

e Publication of harmonised RMP
expected during 2019

* What are the next steps ?
What expectations do you have
towards industry ?
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C foreurope Implementation effort

we~  better access. better health.

* For new MAA, for existing molecules
the harmonised RMP should be used

* How do applicants make clear that a
harmonised RMP is used ?

* For existing MA, on a voluntary basis

* What is the process to align existing
RMP with harmonised RMP ?

* Isit possible to include an alignment
proposal in another RMP related
variation ?

* Can we assume that we can use an IB
by default variation for MAH who wish
to align ?

* Could alignment be done in
combination with a renewal
submission ?

* Could alignment be done with any
other text variation?
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C foreurope Maintenance effort

better access. better health.

Recent experience

* Some authorities raise gquestions on
the relevance of CMDh list after GVP
V Rev 2 was introduced.
* Forcing MAHSs to adjust RMP in
accordance with CMDh list even
with outdated RMPs, although it is

evident that CMDh list is based on
GVP V Rev 1

* It would be good if CMDh could
guide national authorities not to
insist on RMPs based on GVP Rev 1
definitions.

* However, CMDh list is still “stuck”

with newly approved RMPs based
on GVP Rev 1
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better access. better health.

Why workshare?

reduced
oversight
of ASMFs

frequent
ASMF updates

(often at NCA request)

increased

One ASME workload
high 0O O for all parties
administrative Multiple customers
burden )

Multiple procedures

Multiple Member States

inconsistency
in ASMF
assessment

duplication
of assessmen

divergent
decisions
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C foreurope How it works

better access. better health.

d  ASMF holder requests EU/ASMF number

O  Assessment of new ASMFs composed of 2 to 3 assessment stages
) ASMF-AR repository uses procedure timetables to identify the “parent” procedure
() Other procedures are “daughter” procedures
(J RMS of parent procedure drafts assessment report (AR)
J QA review of the AR by parent CMS or daughter RMS
() Review of assessment report by parent CMSs
[ Only Major Objections can be raised during reviews !
[ Parent RMS updates AR at d105 to include all questions.

O Procedure repeats as above until assessment is complete
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C foreurope Potential advantages

better access. better health.

. Reduced workload @ Competent Authorities

. Reduced workload @ ASMF and MAHSs

. Harmonised assessment (Parent RMS / Rapporteur)

*  Harmonisation of ASMF

. Improved oversight of ASMFs

. Reduced requests for updated ASMFs (by MAHs, CAs, ASMF holders)



medicines Guideline on ASMF Procedure
C beCrt)e[-access. betterEalth. CHMP/QWP/227/02 Rev 4; November 2018, pg 8/23

Where the same active substance is used in a number of applications for different products in one or |
more Member States, the ASMF holder should submit identical documentation to every National
Competent Authority/EMA. Consequently, the National Competent Authorities/EMA may require that
any ASMF updates made in relation to one MA should apply to all. It is the ASMF holder’s responsibility
to notify the MA holders and National Competent Authorities/EMA concerned about any changes to the
AP and/or RP, so that the MA holders can update all affected MAs accordingly. The ASMF holder may
consider using an ASMF worksharing procedure? (when applicable).

10



C reuiope Guideline on ASMF Work Sharing

better access. better health.

Daughter procedures should only raise additional points that are critical to the quality of the active
substance. Additional points raised by the daughter RMS/Rapporteur should be circulated as a separate
document in the Daughter procedure. Where a Daughter CMS/CxMP member raises other concerns, the
daughter RMS/Rapporteur should consult with the CMS/CxMP member whether the concerns raised are
critical or not. If they are not critical, the concerns should be withdrawn, and the daughter
RMS/Rapporteur should notify the ASMF holder and, where relevant, Applicant/MAH that they do not
need to be addressed.
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better access. better health.

What is a “Major concern”?

This situation has also been discussed in the ASMF-WG.

It seems there is a misunderstanding on what are considered “additional
points that are critical to the quality of the active substance”. For the

competent authorities these are AGEIONIyIaNpotentiallserious sk o public

Just for your information, In the guidance for the worksharing procedure on
page 10 an example is given on what is not considered critical to the quality of
the active substance: points that do not improve the quality of the active
substance, e.g. updating the description of the properties of a well-known
active substance, should not be raised.

*The perspective of the competent authorities will be better explained in a
next version of the guidance for the worksharing procedure.
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©C ‘oreurope Risks & experience

better access. better health.

One ASMF

Multiple customers

Multiple procedures

Multiple Member States

. Individual RMSs / Rapporteur repeating evaluation
. Delays in approval of procedures referring to parent procedures

. Risk of disharmonisation when non critical questions arise during late stage of
the procedure

. Risk of variations for non-critical changes to the ASMF
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C foreurope Conclusions

better access. better health.

* The ASMF version management in the EU is a problem for both industry and
authorities

* There are multiple examples that show how badly we need the ASMF WS!

 The ASMF Working Group did a great job within the boundaries of their
possibilities, a very clear guidance document and training are available

 The ASMF WS has incredible potential to make the registration process in the
EU more efficient for both ASMF holders as Competent authorities

HOWEVER, the EU ASMF AR WS procedure can only become a success if
authorities accept the initial assessment report and daughter procedures stop
asking additional questions

14
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better access. better health.

The never-ending harmonisation cycle

Submit updated
ASMF in
harmonisation
variation for all
procedures

Create ASMF

version +1 Updated ASMF

approved in ~90%
of procedures

Almost last
authority asks an
additional
question with
impact on ASMF

15
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C foreurope Suggestions for improvement

better access. better health.

Major: Define “critical to the quality of the drug substance”

Other:

Improve awareness

Improve the implementation (mutual recognition) on the authority side
Improve the communication between CA and ASMF holders

Create a contact point regarding ASMF WS questions

Promote the EU Work Sharing -> Stop with national ASMF numbers
Expand to include also ‘approved in marketing authorisation’

Possibility to request EU/ASMF number from EDQM?

16
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better access. better health.

Impact of new EU Medical Device Regulation on Medicinal Products
Incorporating a Drug Delivery Device Component

. Question and Answer (Q&A) document EMA/37991/2019 from 27 February
2019

* The impact on the existing products is not very clear
QA 1.6

“It is not intended to apply retrospectively the requirements of the medical devices
Regulation to medicinal products with an integral medical device already
authorised or to those MAAs that have been submitted prior to 26 May 2020.

However, if after authorisation there is a substantial change to the design or
intended purpose of the device component, or a new device is introduced, any
required certificate/declaration of conformity/NB opinion should be submitted as
part of the variation/extension application, as appropriate to EMA/NCA (see also
Q1.7). Changes to the device component are considered substantial if the changes
affect the performance and safety characteristics of the device.”

“Substantial change” — challenges in the interpretation; any examples/ further
clarification could be considered?
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Variations

- National finalisation of
variations affecting text
elements




¢ medicnes  Process related to type IB variations

better access. better health. Text S a ffe cte d

* Making reference to :
CMDh Best Practice Guide for the
Processing CMDh/294/2013 Page 3/7
of Type IB Minor Variations

* 2.2 Validation of the application
The MAH will submit an application
simultaneously to the RMS and CMS
containing the elements listed in Annex
IV of the Variation Regulation,
presented as follows in accordance
with the approgriate headings and
numbering of the EU-CTD format:

* For variations that affect the SmPC,
labelling or package leaflet, both the
English texts and national translations
should be submitted. Mock-ups or
specimens should be provided
according to Chapter 7 of the NtA, or
as discussed with the RMS on a case-
by-case basis.
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Process related to type IB variations

-recaptors, forming a covalent bond.

mm dhawwmlm
competively  through

mmmmym

Diseases of the skin and the
subcitaneous tissue
Not known: unspecific skin reactions

completed afler 2 - 3 days through
neosynthesis of protein structures at the
‘a-receptors.

46. PHARMACEUTICAL INFORMATION
8.1 List of other components
Laciose monohydrats, Mmagnesium slearate
(Ph.Eur)
Capsule: gelatine, uyhm{Elz?) Peigo
‘camin (E 132), quinoine
(€104)
6.2 Incompatibilities
Not appiicable

tonus
a| 83 Sheitife

Iyears

No data avalsble for the absolte and
relative bioavaabilty of Dibenzyran®

Blotransformation

With two_patients, W were given 10 mg

phenaxybenzamine per day orally, N-benzy-
i was

! sopopy)-  ami
Identified in the rine as the main mataboiite.

Eliminaion

After intravenous appiication of radioactively
mmedwmmmmw-mswn
of the radioactnity are eliminated re:
within 12hmmmmmm24n

5.3 Proclinical data for safety

5. PHARMACOLOGICAL QUALITIES
51 qualitios

indications of toxic
with rats, ul-u#mdom WID‘INN

Phamacoiherapeutic group:
Peripheral vasodiatators, uidlogca
ATC-Code: COAAX02, GO4BD20

mmngmupnl
haioakylamines and is
effective o 1\.Ma2muudu
Through spontaneous split-off of the halogen
substiuent a highly reactive

doses
otio-5om S0molkg by weight er mw-s
or

thmww

Phenoxybenzarmine hydrochiorideshows
Invitro n the AMES test and in the mouse
Iymphoma test

6.4 Special storage
Do not stora above 25°C.

6.5 Container type and content
Blister (PVC/PVdCifaluminium) Oibenzyran
® 5 Divenzyran® 10
Sample ot for sale with 18 hard
Packings with 18, 20, 30 N1| N2[]
50 NZ]60,90,100 N3 J20hard capsues

Packings for hospitals with 450, 480, 500
hard capsules.

Not all sizes of packings might be
marketed.

6.6 Special disposal precautions and
other information for handling
Unused dng or disposal material s to be
disposed of according o the national

T. OWNER OF THE LICENCE
Anisto Phama GmbH
Wallenrcder Strale 8- 10

Berin

13435

Tel.:+49 30710944200

Fax +493071084-4250
8. LICENCE NUMBERS

Dbenzyran®5: 63379620000
Oberzyan®10: 63370750000

9. DATE OF ISSUE OF LICENCE
14122005

10. INFORMATION AS OF
March 2015

11, LEGAL CATEGORY
POM

[Fachinformaionsdienst. |

Texts affected

2.4 The Evaluation Process (Day 0 to
Day 30)

If the product information is
concerned by the change applied for,
the national translations have to be
evaluated and may be commented
on by the CMS until Day 27.

MAH are reminded that if the
product information is concerned by
the change applied for, national
translations, updated in accordance
with requests for amendment raised
in the Notification with Grounds,
have to be submitted in the
amended notification in order to be
validated during this second 30-day
period.
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better access. better health.

Texts affected

* 2.5 Outcome of the notification process

e The RMS will make the decision as to
whether the notification is accepted or
rejected. The following actions will be taken
on or before Day 30/New Day 30:

* Approval: The RMS will inform the MAH that
the variation application is approvable,
together with the date of approval. The CMS
are informed of the outcome by means of
the updated CTS record.

* Competent authorities should implement
the decision nationally within six months
from the end of the procedure; however,
the MAH can implement the changes prior
to the marketing authorisation being
updated by the national competent
authority, i.e. immediately after the RMS
has informed the holder that it has
accepted the notification or after the
notification has been deemed accepted
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C ‘oreurope What are we struggling with ?

better access. better health.

* There are countries that ask MAH
after variation closure to submit the
national translation again, either
directly or via a portal in text
fragments.

* These countries seem to be assessing
the translation only then.

* MAH are very reluctant to already
start implementing the text in the
day 30 status

* What should the expectation be ?
Can this be detailed per country ?
This information is relevant for
proper implementation processes.
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Variations
Listing supply chainin 3.2.p.3.1
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«C ioreurope M 3.2.P.3.1 standard wording

better access. better health.

e M3.2P3.1
Typically lists actors in the FDF supply
chain, whereas also the eAF (M 1.2)
lists the actors in the FDF supply
chain applied for

* Looking at IT developments, being
proactive

* Assuming we will be able to make
applications for changes in the FDF
supply chain actors, based on data,
making reference to SPOR/ISO IDMP
database

* Avoiding having to submit
documents in a setting where only
data could be exchanged

* Facilitating making use of IT tools
not just for new data, but also partly
for legacy products

patients e quality  value e sustainability ® partnership



C Mrsiops M 3.2.P.3.1 standard wording

better access. better health.

e Qur askis

* Allowing the applicant to refer in
M 3.2.P.3.1 for the FDF supply chain
set up to actual data in the eAF via a
standard statement, such as

For manufacturers please refer to
eAF or M1.2

* Making submission of an updated
M 3.2.P.3.1 (which is a document
and not a data set) redundant for
variations affecting FDF supply chain
set up.

patients e quality e value ¢ sustainability e partnership
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C foreurope Question raised

better access. better health.

'{
Should the PSUR be part of the dossier, or would it be better to have a

standalone life cycle, linked to the Active Substance?”

patients e quality e value e sustainability e partnership



medicines Situation — Optimised Process

C foreurope

from 2016

PSUR Single Assessment Procedure (PSUSA)

e 23 June 2016 - EMA/401580/2016 — all PSUR submissions must be
submitted to Central EMA Repository
* Not permitted to be sent directly to applicable NCAs
* One assessment on behalf of all EEA Network

* Applies to APIs governed by the EURD list, and also to pure NAP procedures where the
API(s) are outside of the EURD list.

Multiple products based on the same API from the same MAH

* All products must be listed in the cover letter.

* |t should also be clarified in the cover letter that the content of each
sequence/submission is identical

* EMA uses the above list to extrapolate from XEVMPD and then charge MAHSs a fee for
PSUR assessment.

patients e quality e value ¢ sustainability e partnership




Impact of Mandatory eCTD
medicines g
C foreurope in NAT

From January 2019, when national approved products are mandated to be maintained in
eCTD format, the number of submissions to the PSUR repository can multiply considerably
because they cannot be covered under just onfe NeeS as before.

2018 2019

eCTD

NeeS (all eCTD eCTD eCTD
MS) Austria 3elgium Bulgaria

Croatia

patients e quality e value e sustainability e partnership
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better access. better health.

Number eCTD
submissions if Number of companies

provided once per that provided data
EURD**

Number of eCTD
Year submissions if provided in
MAA*

2019 135 5 companies

2020 83 4 companies

2021 99 4 companies

2022 94 4 companies

TOTAL

* i.e. the total number of eCTD sequences that would need to be published and submitted if the PSUR
remains part of the eCTD lifecycle and a sequence needs to be submitted for each individual eCTD
dossier.

** i.e. if PSUR submissions are separated from the product dossier lifecycle, hence only one sequence is
required per EURD.
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C foreurope

(HHG March 2019)

PROPOSAL:

1.  For products impacted by issue of multiple copies, submit just one copy of the PSUR in

eCTD format through the Gateway in a new PSUR specific eCTD application

2.  List other products where the PSUR is relevant in the cover letter (and delivery file, would

need a change to the PSUR delivery file)

3.  For products with limited impact of countries/strengths/dosage forms — process as today

Minimum Aim: to avoid multiple, separate submission of eCTD sequences containing the same

PSUR to the PSUR Repository

patients e quality e value ¢ sustainability e partnership
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er access. better health.

One submission from a marketing authorisation holder including all products
within the scope of the given PSUSA procedure into one of the eCTD lifecycles
only

Remove PSURs from the eCTD application life-cycle. PSURs would be
submitted separately as one submission in PDF format (not NeeS or eCTD) on
behalf of all applicable MAAs, to the PSUR Repository

Submit just one PSUR in NeeS format through the Gateway as today (do not
mandate eCTD for PSURSs)

Submit just one PSUR in eCTD format through the Gateway and commit to
submitting the others as catch-ups next time there is a life-cycle activity or
within 12 months, whichever is earlier

Consider the PMS TOM as a solution

A standalone life cycle, linked to the Active Substance

patients e quality e value e sustainability e partnership
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er access. better health.

PSUR - a standalone life cycle, linked to the Active Substance

e  For submission of RUP applications, the PSUR as submitted to the
Single Repository should be included in the dossier.

patients e quality e value e sustainability e partnership
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better access. better health.

* CMDh has been consulted on the guideline

* Main issues identified by the industry:
* Scope of reporting: “all cases”
High risk of overloading the system

No detection of the most impactful cases/
Lost of focus on critical cases

Still a significant national component in
reporting/ deviation from the harmonised
approach- further comparison quite
challenging

* Applicability of Matrix to multisourced
products anticompetitive

EMA/ HMA GUidance on Scope of data to be provided/ analysed

detection and notification * Industry suggestion: to start with the pilot
. first before moving to massive reporting

of shortages of medicinal A W . -
. . at is the status of the Guideline and wha

Authorisation Holders * Another consultation round?
(MAHS) in the Union (EEA) *  When is the guideline planned for release?

patients e quality e value ¢ sustainability e partnership
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better access. better health.

. MHRA requests the introduction of specific warnings for so-called “emollient
products”

. Warnings to be introduced into the labelling, product information, and
instructions for use via a Variation Type IB.

. No scientific data available, nor experimental data has been requested nor
generated to justify the product-specific risk

*  Topic has been discussed in CMDh: majority of EU authorities seem not to
share MHRA’s view.

. No Referral procedure has been started to ensure a harmonised approach
across Europe.

38
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better access. better health.

Problem statement:
. UK included in EU procedures that fall within scope of the MHRA initiative
. For these EU procedures: disharmonisation across MAH and markets

. Competition disadvantages for MAH having UK as CMS in a larger MRP/DCP

Proposal:

Toinclude specific warnings in UK PIL and packaging only, no variation
procedure for products registered via EU procedure

39
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