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Disclaimer

The views and opinions expressed in the following PowerPoint slides are
those of the individual presenter and should not be attributed to Drug
Information Association, Inc. (“DIA”), its directors, officers, employees,
volunteers, members, chapters, councils, Special Interest Area Communities
or affiliates, or any organization with which the presenter is employed or
affiliated.

These PowerPoint slides are the intellectual property of the EMEA and are
protected under EU and international copyright laws. They may be
reproduced and/or distributed, totally or in part, irrespective of the means
and/or the formats used, for non-commercial and commercial purposes,
provided that the EMEA is always acknowledged as the source of the
material. Such acknowledgement must be included in each copy of the
material. Citations may be made from such material without prior
permission, provided the source is always acknowledged.
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Modification of an agreed PIP, or new PIP?
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Change in situation, plan, new
conditions / indications to add, etc.

RN

New PIP or Modification of
application the agreed PIP
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Modification of an agreed PIP, or new PIP?

2 principles:

1. All conditions / indications under simultaneous
development must be discussed in the same PIP
application/opinion (EU Commission guideline)

2. At the time of the application for marketing
authorisation / variation / line extension, all the
conditions/indications being applied for in a single
market authorisation / variation / line extension must
be included in a single PIP
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EVVELN Most important slide!

Modification of an agreed PIP, or new PIP?

Therefore:

1. If two (or more) conditions / indications are being
developed at different times, and they will be included
In separate regulatory applications, a new PIP may be
requested

2. If the conditions / indications are being developed at
the same time, or there will be a single regulatory
application for all of them, a request of modification of
an agreed PIP shall be submitted
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Modification of an agreed PIP, or new PIP?

Rationale of a further PIP application:

To avoid a never-ending PIP for products with multiple, serial
conditions/indications, when the total development time might
exceed patent/SPC life (  no reward)

Reward: /e

|s awarded only once, for completion of the “first PIP” agreed

Obligations: & ; k &

Are present for every single PIP, not just the first

P. Tomasi



el Maodification of an agreed PIP, or new PIP?

Variation line extension
(condition C) (new paed form for A)
MAA MA o M years
H i 1 '
g ),
N
(triggering art. 8: new indication,
formulation, route)
Art. 7
PIP 1, conditions( and B)
Art. 8 |
PIP 2, indication in condition C
Second PIP is after
MA - art. 8, therefore _ _ Completion of the first
existing and new First completion of PIP that was agreed
indications must be one of multiple PIPs will enable reward
discussed: A. B. and does not necessarily (if:
C - Positive CC

C enable reward PO e e

- Marketed in 27 MS)
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Modification of an agreed PIP

Paediatric Regulation (art. 22):

If, following the decision agreeing the paediatric
Investigation plan, the applicant encounters such
difficulties with its implementation as to render the plan
unworkable or no longer appropriate, the applicant may
propose changes or request a deferral or a waiver, based
on detailed grounds, to the Paediatric Committee.
(omissis)
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Modification of an agreed PIP

General considerations:

» Preferably prospective and not a
posteriori

« 30 or 60 days procedure

e Evaluation team: EMEA Paediatric
Coordinator, PDCO rapporteur, PDCO
Peer Reviewer

 New waivers / new deferrals may be
requested

« Multiple modifications possible, when
justified
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Procedure for modification of an agreed PIP

Letter of intent 2 months
In advance If possible

Submit according to
deadlines

Documents to submit:

F | Buropean hdedicines Agency
Fre-autirorsation Evaluabion of Medicires for Human Use

REQUEST FOR MODIFICATION
OF AN AGREED PAEDIATRIC INVESTIGATION PLAN

1 Fleas € add sorne inform ation rdevand to this application

EMES (agreed) PIP ranmber: Date of the latest EWES decisiors) on the PIP:
EMEA decicicn b er:

A ey of the EMEA deaision showld e omened

* Request form
 New part A

* New scientific
document (B-E), only
for the modified parts
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t Reasons for applying for a modificadion of the EMEA dedsion

(Plase provide the main veasos in the tadle below fvefl At 22 The detailed scientificjusifcation should de
provided o the velevant dcumentmtion, Nickall that qupiy )

Iz the modification required for adminictrative changes ?
O v O

Iz the modific stion required for changes o elther meaoires or tihelies ac stated T armex T of the
decision?t’

Ove O

Ifyes, please specify:

O changes in fhe i dines as stated in anmex T of fhe Dedsion

O changes in fhe measures as sated in annex 1of e Dedsion, spedfied as follows:

O Hear! chargzed WATVER reqguest (tick all that spphe)
O Hewchanged condifion
O change i subseb(s) of the pacdisc population, phamacandical foog) and
Tountefs ) of adminiaration coreed

O Modific ation ofthe FPAEDIATRIC INVES TIGATION PL AN (tick all that apply)
O Modific stior, of indicadion to e mvertigated
O Modific tios, of subsebis) covered
O Change 2 Formulations )
O Modificatior, of bey bituding elamerds (oot tite lines ) of shudies /e es
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Procedure for modification of an agreed PIP

3 Please provide a list of the modification(s) of the measures and timelines as stated in the annex
1 of the Decision (only include measures/timelines to be modified; add more lines in the table, if

necessary)

Current key binding element

Proposed change(s)

Justification for change (max. 250 words)
(include number of section in the scientific
documentation)

\

\

4 Please specify which part(s) of the scientific documentation have been modified and are \

submitted (Parts B to F)

Part B; please specify the relevant sections
Part C; please specify the relevant sections
Part D; please specify the relevant sections
Part E; please specify the relevant sections

Part F
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Procedure for modification of an agreed PIP

Procedural steps:

* No formal validation: if application is incomplete /
iInsufficiently justified, risk of negative opinion

o Clarifications and interactions after D30 Summary Report.
However opinion at D30 possible

* Opinion adopted: positive even if only one of the
modifications requested has been accepted

* New opinion supersedes and replaces previous opinion and
contains all key binding elements, not just those modified

» Opinion and decision process is the same as for original
opinion (EMEA decision; re-examination possible).
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Modifications of agreed PIPs

Meeting highlights from the Paediatric Committee
held by written procedure, 19-21 August 2009

Number of Paediatric Committee (PDCO) opinions 2007 2008 2009 Cumulative total
Positive on full waiver 10 48 46 104
Positive on PIP, including potential deferral 2 81 93 176
Negative opinions adopted 0 4 9 13
Positive opinions adopted on modification of a PIP 0 8 22 30
Positive opinions on compliance with a PIP 0 5 5 10
Negative opinions on compliance with a PIP 0 0 1 1

=
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Quiz!

PaediaDrugs GmbH has an agreed PIP for condition A,
with a completion date December 2014. However results
In adults suggest a new study in condition B, scheduled to
terminate in January 2015. MAA for both is foreseen for
July 2015. The company should:

a) Reqguest a modification of the
agreed PIP

b) Present a new PIP application for Ve
condition B

‘ QM
c) Either a) or b) are possible :

d) Do nothing, as neither is necessary B
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Quiz!

Kidpharm Inc. has an agreed PIP for two
conditions (A and B), with a completion date

for studies in both conditions in December 2014.
However, due to recruitment problems, the study
For condition B is now scheduled to terminate in
February 2016. The company should:

a) Reqguest a modification of the agreed PIP

b) Present a new PIP application for condition B
c) Either a) or b) are possible

d) Do nothing, as neither is necessary
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Quiz!

Multipharma Ltd. has an agreed PIP for condition A,

with a completion date in December 2014.

However, in January 2014 a new condition B

emerges due to interesting results in adults;

the study for condition B is scheduled to terminate

In February 2016. MAA for condition A is foreseen for July
2015, and the line extension for condition B in August 2016.
The company should:

a) Request a modification of the agreed PIP

b) Present a new PIP application for condition B
c) Either a) or b) are possible

d) Do nothing, as neither is necessary
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2 | need more help!

EMEA procedural advice
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J File Edit “iew Favoites Tools Help |JAerEss @ http:/ Avvww. emea. europa.euthtms/humandpaediatrics/pips_procedural. htm - Go | |','
J @ Back - O - @ @ xh | ;) Search i};‘Favmites @ [/2- :.\,’, W - _J @‘g ﬂ H ﬁ_‘:] @ J GDDSlEv I jl & Search'Web ~ | b ‘ £ 81 blacked 00 Auioril ‘Eﬂplio »

| Links

European Medicines Agency

| Home | Siternap | Links | Help | =

[ |m| documents j Search

Advanced Search | Search Tips

What's New

Introduction AR A & brighter future
Medicines for children
The EU Paediatric Iyl Erdchidlhealth
Regulation ¥
Paediatric Committee Guidance for applicants
Guidance for applicants
Scientific advice Paediatric investigation plans (PIPs), waivers and modifications - Procedural Advice
Paediatric investigation plans . . . . — . .
(PIPs), waivers and This procedural advice addresses a number of questions which applicants may have before submitting an application. The information provided - under
radifications the form of Guestions and Answers - will be expanded or reviewed progressively, and will be marked by or "Res." upon publication
Paediatric-use marketing
authorisations (PUMAS) Please consult this procedural advice, the EC "PIP Guideline” (available online at http:/feur-lex.europa. ew/lexlriSerlexUriSery. do? /
Caompliance uri=0.0:C: 2008 243-:0001:0012:EMN:POF and the Frequently Asked Questions docurent (available online at ®
ftﬂ'l";i:smn of paediatric http: v emes. europa. ew/pdisfhuman/paediatricsA2008508en. pdf), before sending a reguest for further information
Opinions and decisions on If you need further infarmation on the content, please do not hesitate to contact the Paediatric Team at Paediatrics@ermea. europa.eu
PIP applications
Background When sections applying to the electronic submission of documents and the template form are amended, the modifications are expected to be reflected
Class waivers in submissions of applicationsfrequest for modifications/madifications of PIPs, starting from 3 months after the date of the amendments.

Product-specific decisions X X . X
Click on the following guestions to see the procedural advice, or altematively the whaole Q&4 docurment can be visualized.

Paediatric-related

information
Paediatric needs Questions addressed in the Q&A document:
Faediaty | I trial

s rl.c Fimeatinats # Question Applicable Date of last
Priority list of off-patent from revision
medicines
Scientific guidance 1 How and when shauld 1 submit a PIF/waiver Letter of Intent? current: March 2008

Paediatric formulations
Presentations

2 when should I subrnit the application for a PIP and for Waiver? current October 2007
EU paediatric network

3  Towhomn should I submit the PIP/waiver application? current October 2007
Global cooperation n B o

4 How many copies should T subrit for a PIP/waiver application? current March 2003
Member States
Internationsl 5 what information should be provided in the cover letter accompanying the application? current October 2007
Warkshops & irhat are the technical requirements for the electronic submission of PIP/waiver applications? June 2008 March 2003
Rielated links 7 How do I use the electronic ternplate for the PIPS waiver spplication (part 817 current October 2007

g hat information should Tinclude in the slectronic ternplate for PIP/waiver applications (Part 417 current October 2007

9 How should T present the scientific documentation {parts B to Fi7 June 2008 March Z00&

10 what shall T subrnit if roy product falls in @ condition listed in the EMEA decision on class waivers? current March 2003

11 Should T submit & separate PIP/waiver application in case of duplicate marketing current March 2008

authorisations/rnarketing authorisation applications?

[El
http://www._emea.europa. eu/home. htm . J Local intranet
4
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Conclusion

If two (or more) conditions / indications are being
developed at different times, and they will be
Included in separate regulatory applications, a new
PIP may be requested

If the conditions / indications are being developed at the
same time, or there will be a single regulatory
application for all of them, a request of modification
of an agreed PIP shall be submitted
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No more duplicate PIP applications!

* To be published soon in procedural advice (website)
» Applies both to art. 7 and art. 8 applications
» Applies both to informed consent and duplicate MA

* Ongoing products: option to withdraw the duplicates or
maintain them.

L3
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Thanks for your patience

on this very
Interesting topic
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eyrELN Data protection vs. reward

0 8 10 years

« orphans

A

all products

Data protection: - generic only

\

2 years “market protection”:

- Data available

- MAA for generic receivable

- MA for generic cannot be granted
until expiration of the total 10 years

Paediatric reward:

. . P
Quialifying patent (20 years) (%argbb) -

There has to be a SPC
(SPC is prolonged, not
patent)
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