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Novatrtis is a global healthcare company based in Switzerland that provides solutions
to address the evolving needs of patients worldwide. Our work is driven by a strong
scientific understanding of diseases and awareness of unmet medical needs. We
believe in using evolving science and innovation in product development to identify
effective treatment options for childhood diseases.

Novartis has a long-standing and sustained commitment regarding the development
of paediatric medicines and our portfolio includes a number of medicines that are
indicated for use in children [Exjade (deferasirox), Glivec (imatinib), llaris
(canakinumab), Miflasone (beclometasone), Miflonil (budesonide), Revolade
(eltrombopag), Riamet (artemether/lumefantrine), Ritaline (methylphenidate),
Tegretol (carbamazepine), Tobi and Tobi Podhaler (tobramycin), Trileptal
(oxcarbazepine), Xolair (omalizumab)], many of them have been developed before
the entry into force of the Paediatric Regulation.

Our active R&D portfolio has led us to a total of 103 PIP/waivers negotiations with the
PDCO (as of 15 January 2017), since the implementation of the Regulation covering
over 60 compounds and combinations. This represents about 8% of all agreed
PIPs/waivers as reported by EMA in the same period.

We thank the Commission for this opportunity to submit responses to the consultation
based on our experience of the Regulation and its implementation, using examples
from our portfolio as appropriate.

We believe that the legislation does not require an amendment for it to achieve its
intended objective. However, we have concerns on the way it has been interpreted
and implemented. Our experience of the system that has been put in place to
implement the regulation is that it is overly prescriptive. Even more importantly, it lacks
prioritization, resulting in a waste of resources and a shift of focus away from unmet
medical need in children. As a result, patients are being enrolled in studies that cannot
be feasibly completed, become redundant and waste resources for industry,
investigators and regulators alike. In our responses to the consultation questions, we
will provide evidence on the inefficiencies and recommend more pragmatic application
of the law to facilitate a more efficient development of medicines for children. We

ould like to encourage a thoughtful assessment of how the regulation has been
interpreted and implemented, which we are confident will lead to a better use of all
stakeholders’ resources with the possible creation of a “Notice to Applicant” that would
bring together all the necessary guidance and the interpretations of the Paediatric
Regulation. Importantly, we believe that a more pragmatic application of the law will
also facilitate a more efficient development of medicines for children.




47 1. More medicines for children

48

49 Figures show that the Paediatric Regulation has had a substantial impact on the development

50 of paediatric medicines in the EU. Pharmaceutical companies now consider paediatric

51 development as an integral part of the overall development of medicinal products, even if some

52 of them continue to perceive paediatric research as regulatory-driven rather than company-

53  driven.

54

55  The number of agreed paediatric investigation plans will soon surpass 1 000. In the 2007-2015

56 period, 99 paediatric investigation plans were completed and over 230 new medicines for use

57 by children (new marketing authorisations and new indications) were authorised, most of them

58 linked to the Paediatric Regulation’s requirements. In addition, competent authorities’

59  assessments of paediatric studies undertaken prior to the Paediatric Regulation (Article 45 of

60 the Regulation) have helped collect already known evidence and to complement product

61 information with paediatric data.

62

63 A comparison of the situation before and after the Regulation demonstrates a clear positive

64  effect of the Regulation in terms of new authorised medicines. The same is true for international-

65 level comparisons between regions with paediatric-specific legislation and those without:

66 regions with legislative provisions in place have a significantly higher number of new paediatric

67 medicines.

68

69 However, it is unlikely that the Paediatric Regulation would ever be able to create a self-

70  sustaining system that could maintain such results without the external support of a specific

71  legal framework for paediatric medicines.

72

73  Consultation item No 1: Do you agree that specific legislation supporting the development of

74 paediatric medicines is necessary to guarantee evidence-based paediatric medicines?

75

76  Novartis’ response

77

78 Novartis has a long-standing and sustained commitment regarding the development of

79 paediatric medicines and our portfolio includes a number of medicines that are indicated for use

80 in children, including many that have been developed before the entry into force of the

81 Paediatric Regulation. Therefore, we believe that regulations that incorporate obligations and

82 rewards should be considered as a complement, facilitating the development of medicines that

83 innovation in science and innovation in drug development alone may not be able to sustain.

84

85  The Paediatric Regulation has created a movement towards better research in medicines for

86 children that impacts all stakeholders. Many pharmaceutical companies, including ours, have

87 created and staffed specialist paediatric departments that work with individual teams to design

88 and implement paediatric development programs that can generate the best evidence. Further,

89 a growing body of knowledge is being assembled on paediatric physiology or on new

90 methodologies (modelling and simulation, extrapolation) that can help further improve

91 paediatric drug development.

92

93 Finally, we believe that while the paediatric regulation created a movement towards better

94 research in medicines for children, its implementation has not led to an efficient and sustainable

95 infrastructure to support paediatric drug development research, nor has it addressed the need

96  to focus on priority projects when limited patient numbers and resources are available (e.g.,

97 diabetes mellitus and melanoma). We believe that all of this can be accomplished through a

98 more pragmatic interpretation and implementation of the existing Regulation via non-legislative

99 measures (e.g. via guidelines). Responses provided in later Consultation Responses will detail
100  our proposals related to interpretation and implementation.
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101 2. Mirroring paediatric needs

102

103  The starting point for most paediatric investigation plans is a research & development
104 programme for adults. Under Articles 7 and 8 of the Paediatric Regulation, adult developments
105 have to be screened for their potential use in children. A consequence of this approach is that
106 progress in paediatric medicines is dependent on companies’ adult product pipeline, i.e. on
107 advances in the therapeutic areas and conditions in which there is a need or a market in the
108 adult population. Where the adult needs overlap with paediatric needs, children will benefit
109 directly. However, there is a considerable number of diseases that are biologically different in
110  adults and children, where the disease burden differs, or that only exist in children.

111

112 Achievements of the Paediatric Regulation are therefore not the same across all therapeutic
113 areas, even if agreed paediatric investigation plans cover a large variety of conditions. Some
114  therapeutic areas have seen considerable progress over the past ten years, while for others the
115  availability of new therapies is limited or has not yet materialised. It could be argued that the
116 qualitative effect of the Paediatric Regulation does not really differ from other statutory
117 instruments, which intend to redirect private investment towards previously neglected areas,
118 such as for example the EU legislation on rare diseases. They are an important enabler, but as
119 far as their effect is concerned, they are partly dependant on factors that can hardly be
120 influenced by legislation.

121

122 Consultation item No 2: Do you have any comments on the above? To what extent and in which
123  therapeutic areas has the Regulation contributed to the availability of important new treatment
124  options?

125

126  Novartis’ response

127

128 Paediatric development does not mirror paediatric needs because these needs have not been
129 defined as the essential starting point for implementation of the Regulation. Currently industry
130 is doing its own assessment of the unmet needs but would welcome a multi stakeholder
131  agreement on the most relevant needs so that it can target those.

132

133 Defining real and unmet paediatric needs will better guide industry in considering opportunities
134  for innovation and prioritizing their resources. One way to define the paediatric need would be
135  to better implement Article 43 of the Regulation (inventory of therapeutic needs) with the view
136 of creating a list of disease priorities for paediatric medicines to allow PDCO and companies to
137 identify areas of unmet medical needs on which development should be focused. The process
138 for drafting the list should include all stakeholders.

139

140 EMA also supports this, as seen in its 10-year report in section 6 “Lessons learned”: “An EU
141  structured, scientific, prospective and agreed identification of paediatric needs could provide
142 predictability to the pharmaceutical industry.”

143

144  In the implementation of the Regulation there has been a blurred understanding that needs for
145 paediatric research may not identically “mirror” the need and feasibility of paediatric drug
146 development. We have encountered requests from PDCO that went beyond what was
147  necessary to provide meaningful information for use in a paediatric population.

148

149 Novartis believes that PIPs should reflect what is needed to bring a product to the market, and
150 should not include studies that are of limited value in the assessment of benefit/risk of the
151 potential paediatric medicine. It is our assertion that incorporation of a well-vetted paediatric
152 drug development needs list, in tandem with focus of the PDCO on agreeing to meaningful
153 paediatric drug development programs, will both increase feasibility of conducting a paediatric
154  drug development program as well as the feasibilities of conducting studies that are agreed as
155 part of the PIP. This should enable a more efficient paediatric drug development across
156 therapeutic areas in order to bring medicine to children faster, without unnecessary trials.

157
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158 3. Availability of paediatric medicines in the EU

159

160  The Regulation includes several instruments to ensure that, once a paediatric investigation plan
161 is completed and the paediatric medicine is authorised, the product is placed on the market and
162 available in the entire EU. For example, the SPC reward under Article 36 will only be granted if
163  the product is authorised in all Member States. Moreover, Article 33 contains an obligation to
164 place the product on the market within two years of the date on which a new paediatric indication
165 is authorised.

166

167  These are complementary measures to ensure the availability of new paediatric medicines to
168 all patients in the EU and to allow physicians and clinicians to use them in their daily work. At
169  the same time, certain inertia in the system is reported, where physicians may not immediately
170  switch treatment habits to newly authorised products.

171

172 Consultation item No 3: In your experience, has the number of new paediatric medicines
173 available in Member States substantially increased? Have existing treatments been replaced
174 by new licensed treatments?

175

176  Novartis’ response

177

178 As a company, we cannot comment in general on the number of new medicines available in
179  Member States. However, we consider that “availability” is not solely about a company placing
180  aproduct on the market and a doctor prescribing it, but it is also affected by decisions regarding
181 re-imbursement.

182

183 As a company, we have concerns that we may be required via the Regulation to develop
184  products that we will place on the market where they will not be used, either because there was
185 limited (no) unmet need, because reimbursement limits a products usage, or because
186 prescribers do not change their practice habits. Over the last decade paediatric development
187 has improved and the quality of paediatric development is expected to continue to increase in
188 the next years, which should lead to the availability of labelled medicinal products for paediatric
189 use. However the effort and resource committed to this (by all stakeholder groups) will be
190 wasted if there are no initiatives at the level of the member states to support switching from off-
191  label use to labelled paediatric medicinal products. In line with the spirit of the Regulation, the
192 availability of paediatric medicines to all patients should be supported by all stakeholders,
193 including by the national health authorities through granting fast access to new licensed
194  therapies.

195

196 A high quality research plan leading to an appropriately authorised medicinal product for use in
197 the paediatric population is of no value if the product is not used.

198

199 This is supported by EMA in its 10-year report in 6.2. “Availability of paediatric medicines” :
200 “Even when a medicine is authorised for use in children this does not necessarily imply that
201 children have access to the medicinal product, despite specific obligations being imposed on
202 marketing authorisation holders which have benefited from the paediatric rewards (Article 33 of
203 Regulation (EC) No 1901/2006). This is an important issue which requires consideration from
204 all stakeholders in order to make appropriately studied and authorised medicines available to
205 children. Actual availability and accessibility depend on further arrangements for placing on the
206 market such as reimbursement and sufficient pricing, which have to be agreed in each Member
207 State.”

208
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209 4. Reasonable costs

210

211  The Paediatric Regulation places an additional burden on pharmaceutical companies by
212 requesting them to carry out additional paediatric research which they might not have
213 undertaken otherwise.

214

215  An evaluation of paediatric investigation plans agreed over the last ten years, based on an
216 external study ordered by the European Commission, shows that the total R&D costs per plan
217 on average amount to € 18.9 million, with each plan including an average of three clinical
218 studies. On top of this, companies incur administrative costs of around € 720 000 in relation to
219  filing of the initial submission of a paediatric investigation plan and for subsequent modifications.
220 In total, the estimated average incurred costs per paediatric investigation plan is therefore just
221 below € 20 million. Based on the average number of new plans agreed per year (107 in 2008-
222 2015), this amounts to total annual costs of € 2.1 billion incurred by the industry. At the same
223  time, this may be an overestimate given that not all agreed paediatric investigation plans will be
224  completed as some are discontinued, for example if the company decides to shelve the adult
225 development programme.

226

227 The above figures suggest that the additional costs incurred by industry as a consequence of
228 the Paediatric Regulation are reasonable and that they lead to only a limited increase in the
229  total costs of medicine development.

230

231  Consultation item No 4: Do you have any comments on the costs for pharmaceutical companies
232  to comply with an agreed paediatric investigation plan?

233

234  Novartis’ response

235

236 As paediatric development is global, its overall cost is impacted by the extent of the global
237 development program. The lack of effective alignment between US and EU programs, amongst
238 other regional Health Authority requests, can have substantial impact on the overall cost of a
239 program.

240

241 In our company’s experience, costs also vary greatly from one product to the next reflecting that
242 each PIP is unique. An average cost may not be able to reflect these complexities:

243 - The first PIP for a compound is usually more expensive as more measures (technical,
244 nonclinical and clinical) are requested.

245 - While some of the Novartis PIPs only require one clinical study to be performed?, we
246 have examples of much more complex plans, including one for which we have been
247 requested to carry out 5 non-clinical studies and 11 clinical studies, and to develop a
248 paediatric formulation?; in such cases the cost will significantly differ.

249 - We have a high proportion of compounds (20%) that have several agreed PIPs (the
250 highest number is four PIPs, for canakinumab). For such compounds, the cumulative
251 cost of all PIPs for one program can be high.

252 - Some medicines are developed only for paediatric patients, in such case the full cost
253 of development is the cost of paediatric development.

254 - The overall cost of a program also extends beyond the conduct of the studies
255 committed to in a PIP: post-marketing commitments resulting from approval of the
256 paediatric indication such as registries, Post Authorization Safety Study (PASS) and
257 long-term follow-up studies need also to be taken into account.

258

259  Additionally, we have noted that, as we have moved towards having PIPs conducted outside of
260 the intended adult condition (e.g., by mechanism of action), the ability to bridge scientifically to
261 previously generated data for foundational proof of efficacy may be diminished, therefore
262 requiring a higher number of non-clinical and clinical proof of efficacy studies and mechanistic,
263 biomarker measures to support the unlinked paediatric indication for the medicinal product. This
264  can substantially increase the cost of some agreed PIPs.

265

266  Finally, it is important to consider that there are some “hidden costs” that should also be
267  factored, such as the cost related to manufacturing a paediatric formulation and maintaining it

1 PIPs with only one clinical measure are for compound that already have a PIP approved in another condition
2 EMEA-001003-PIP01-10-M02
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268 on the market (Article 35), especially in the case the medicine has limited (or even no) paediatric
269 commercial use as better or safer medicines have become available.
270
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271 5. Functioning reward system

272

273  The objective of the reward system introduced by the Paediatric Regulation (6-month SPC
274 prolongation or orphan-specific reward) is to allow companies to recuperate the additional costs
275 incurred as a result of the Paediatric Regulation through prolonged protection periods.

276

277  An analysis of the paediatric investigation plans completed so far shows that not all companies
278  were able to obtain a reward. Figures show that at least 55 % of the completed plans benefitted
279  from areward, however. Most rewards took the form of a prolongation of the SPC certificate; in
280 afew cases (four), the market exclusivity period of an orphan medicinal product was extended.
281 In several instances, companies waived the product’s orphan status shortly before marketing
282 authorisation in order to make the product eligible for the SPC reward rather than the orphan
283  reward, as the former is often considered to be economically more attractive.

284

285  There are various reasons for why not all completed paediatric investigation plans benefitted
286  fromareward. In some cases, companies were not able to complete the paediatric development
287 before the deadline for submitting a request to prolong the SPC expired (two years in advance).
288 In others, products that fell under the scope of Article 7 of the Paediatric Regulation were not
289 protected by a patent and/or SPC and were therefore not eligible for a reward despite being
290 subject to the obligations. It is however, expected that over time the ratio of products that benefit
291  from a reward will increase, as companies start to plan better and earlier to complete more
292 paediatric investigation plans before the SPC expires.

293

294  Another factor that complicates the reward system is linked to the fact that SPCs have to be
295 obtained from the national patent office in each Member State in which an SPC exists. However,
296  the number of SPC prolongations granted in the last ten years (nearly 500) shows that
297 companies regularly receive the reward from the national patent office in which they apply.
298

299 The monetary value of the SPC reward depends largely on the overall revenue that a particular
300 product brings in during the period in which it is protected by an SPC. Typically, this period
301 corresponds with the peak in sales. In most cases, the reward’s value is likely to surpass the
302 average paediatric investigation plan compliance costs discussed under point 2.4, in some
303 cases significantly. However, this surplus may be used to cover the costs of discontinued
304 paediatric investigation plans or ones that did not receive a reward.

305

306 Consultation item No 5: Do you agree that the reward system generally functions well and that
307 early, strategic planning will usually ensure that a company receives a reward?

308

309 Novartis’ response

310

311 The rewards provided by the Regulation are to balance the significant investment required, both
312 financial and in personnel, in order to deliver meaningful information for use in the paediatric
313 population. It is Novartis’ position that a more pragmatic implementation of the Regulation would
314 do much more to facilitate efficient paediatric product development and securing of Reward.
315

316 In our experience, it is difficult to complete a PIP, and completing it on time to be able to claim
317  the 6-month SPC extension reward is even more difficult. In addition, the reward itself is difficult
318  to secure, as the process for obtaining the SPC extension once a product has received positive
319  compliance check is complex and unduly burdensome, highlighting the uncertainty of whether
320 a compliant PIP will attract a reward. This is supported by EMA data: by the end of 2015 only
321 44 medicines benefited from a paediatric reward (39 SPC extensions, 3 orphan rewards and 2
322 PUMAS): this is only 5% of the agreed PIPs and less than 45% of the completed PIPs3.

323

3 According to EMA report by the end of 2015:
e  The PDCO had adopted 860 opinions on the agreement of a PIP
e  The PDCO had adopted opinions on final/full compliance for 99 agreed PIPs : only 12% of the agreed PIPs
e A compliance statement was added to the marketing authorisation for 30 centralised medicines and 35
nationally authorised medicines: only 8% of the agreed PIPs
e 44 medicines benefited from a paediatric “reward”: this is only 5% of the agreed PIPs and less than 45%
of the completed PIPs
o  The SPC extension reward was granted for 39 medicines
o 3 orphan rewards and 2 PUMAs were granted
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324 Furthermore, it is important to note that no reward is possible when product development is
325 quick (when it takes fewer than 5 years from the date the basic patent was filed to the date of
326  the first MA in the EU) as the product has no SPC to which the reward can be attached;
327 nevertheless still a PIP has to be agreed as per Article 7 of the Regulation.

328

329  Thisis further supported by EMA in its 10-year report, section 6.1.2. “Rewards and incentives®:
330 “For certain medicines the obligations of the Regulation, i.e. to obtain a PIP or waiver apply
331  without the opportunity to obtain the reward (for example active substances which are not
332 eligible for an SPC/patent that qualifies for an SPC, such as some vaccines). In addition,
333 requesting the reward is cumbersome in comparison to other rewards in the regulatory field
334 (e.g. data protection or market exclusivity, which are automatically applied), as applications
335 must be made in each Member State where an SPC exists.

336

337 Moreover, some completed PIPs did not lead to a reward if the paediatric development was
338 completed after the two-year advance notice period which is required to apply for the SPC
339  extension. The two-year notice is intended to provide due warning to manufacturers of generic
340  medicinal products, but it effectively prevents the possibility of granting the reward to the
341 company having performed the development in some cases.”

342

343 Importantly, SPC extensions allow companies to fund future research in follow-up indications
344  or for other compounds, thus helping to develop more products and indications for paediatric
345 use.

346

347 In response to the Consultation question regarding the role of “early, strategic planning” in
348  achieving reward, Novartis is unclear on which data the EC is basing its statement “It is
349 however, expected that over time the ratio of products that benefit from a reward will increase,
350 as companies start to plan better and earlier to complete more paediatric investigation plans
351  before the SPC expires”. The EMA 10-year Report does not provide any analysis on whether
352 the timing of PIP agreement impacts the ability of a company to secure a paediatric reward.
353 Indeed, in our experience, an early planning and agreement of a PIP is not always a guarantee
354  for success. On the contrary, agreement of PIP measures early in the development of the
355 product, at a time when only limited knowledge on the product is available, can lead the
356 applicant to agree to inappropriate and unfeasible commitments that will have to be modified
357 over time and create more work and unnecessary delays. We have filed over 100 Requests for
358 Modification with the PDCO for our PIPs, including a PIP where the total number of requests
359 for modification, including those we had to withdraw, is now reaching 8.

360

361 As stated in the introductory statement, the rewards provided by the Regulation are to balance
362 the significant investment required, both financial and in personnel, in order to deliver
363 meaningful information for use in the paediatric population. However, it has been our experience
364 that agreeing to, implementing and completing a PIP does not equate to a future reward. It is
365 Novartis’ position that a more pragmatic implementation of the Regulation, including phased
366  agreement on PIP components, diminishing the extensive resource drain of multiple
367 modification requests, would do much more to facilitate efficient paediatric product development
368 and availability of medicinal product for patient, than earlier submission and agreement of a
369 detailed end-to-end PIP.

370
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371 6. The orphan reward

372

373  When the legal proposal for the Paediatric Regulation was discussed, about 60 % of orphan-
374  designated products were off-patent. This was the beginning of the implementation of the
375 Orphan Regulation, and a few of older substances had been transformed into pharmaceutical
376 quality-medicinal products. This was one of the reasons for why the legislature decided to
377 introduce an orphan-specific reward in the Paediatric Regulation, in the form of a two-year
378 extension of market exclusivity.

379

380 However, currently, more than 90 % of newly authorised orphan medicines are on-patent. The
381 SPC reward may be economically more attractive for them, but orphan-designated products are
382 only eligible for the orphan reward (Article 37).

383

384 In some instances, especially for medicines that have both common and rare conditions,
385  companies voluntarily waived the orphan designation in order to make the product eligible for
386 the SPC reward. This can be considered as ‘playing the system’ or as showing that the orphan
387 reward has only a limited impact. At the same time, however, most of the products that received
388 the orphan reward belong to the category of ‘orphan blockbusters’, i.e. they generate substantial
389 revenue in a niche market for the companies concerned.

390

391  Consultation item No 6: How do you judge the importance of the orphan reward compared to
392  the SPC reward?

393

394  Novartis’ response

395

396 The orphan reward is meant for products which are not protected by a patent. It can be very
397 valuable in such cases as well as if the development of an orphan product was fast (i.e. if it
398 takes fewer than 5 years to get a marketing authorisation from the date the basic patent was
399 filed, and the product has no SPC to which the reward can be attached). However the SPC
400 reward may be preferred for patented orphan medicinal products depending on the duration of
401 the SPC. Industry needs the flexibility to be able to choose between the two rewards on a
402 product-by-product basis to facilitate product development and it is our understanding that
403 regulations allow this possibility based on voluntary withdrawal of the orphan designation.
404 Ultimately, rewards allow companies to fund future research, thus helping to develop more
405 products and indications for paediatric use.

406

407 This is supported by EMA in its 10-year report

408 - In section 6. “Lessons learned”: “The principles underpinning the definition of rewards
409 for orphan medicines do not foresee the circumstances where the orphan medicinal
410 product is patent protected. This creates the need for companies to choose between
411 rewards derived from the PIP or Orphan designation, many times to the detriment of
412 the framework created for orphan medicinal products.”

413 - In section 6.1.2. “Rewards and incentives”: “The paediatric legislation was developed
414 when about 60% of the orphan-designated products were off-patent (2003-2004).
415 However, over time this has substantially changed, and in the years 2013 to 2016
416 (September) 95% of the orphan-designated products which obtained marketing
417 authorisation are covered by a patent (41/43). As a consequence, the orphan reward
418 (2 additional years of market exclusivity) appears less interesting to developers, unless
419 there is no SPC, or it cannot be extended.

420 The fact that the two rewards are mutually incompatible can be seen as unfair, as
421 developing for a rare disease in children is doubly difficult. Considering this change of
422 paradigm that a substantial number of orphan medicinal products are covered by a
423 patent the adequacy and the proportionality of the reward for orphan medicinal products
424 might be discussed.”

425

426  The paediatric orphan reward does not appear to always be commensurate with the extent of
427  work that is being applied to paediatric orphan drug development. Indeed, orphan drug
428 development is very complex and specifically paediatric orphan drug development and PIPs
429 may bind companies to agree to additional measures outside of what was necessary to
430  determine the benefit/risk profile of a compound (e.g., EMEA-000060-PIP01-07: The marketing
431 authorisation for canakinumab to treat a very rare disease Cryopyrin Associated Periodic
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432 Syndromes (CAPS) was obtained on 24 January 2013, and however, it took over two more
433  years to complete the PIP, and full compliance check was granted on 19 June 2015).
434
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7. Improved implementation

The Paediatric Regulation gives the EMA and its Paediatric Committee primary responsibility
for handling paediatric investigation plans, deferrals and waivers. Hence, the EMA plays a key
role in the Regulation’s implementation. Efforts have been made to learn from the first years of
implementation and to simplify paediatric investigation plan opinions to reduce the need for
modification if there are non-significant changes to the paediatric investigation plan programme.
These efforts have helped to decrease the overall ratio of changes to paediatric investigation
plans.

Additionally, the revision of the Commission’s guidelines on the format and content of paediatric
investigation plans in September 2014 introduced measures to streamline the process of
agreeing the plans. Moreover, in 2015 the EMA introduced early interaction meetings with
companies to encourage them to consider paediatric needs in the early phases of medicine
development. These early meetings also make it possible to determine the appropriate timing,
and integration of paediatric measures in the context of the overall medicine development.

To facilitate paediatric development across regions, in 2013 the EMA and its US counterpart
the FDA launched so-called ‘common commentaries’ on paediatric development plans that
have been submitted to both the EMA and FDA and that must are therefore be reviewed by
both agencies. While informal and non-binding, these commentaries and discussions between
the two agencies have helped to align views and to avoid contradictory requirements with regard
to the paediatric development programme.

However, it remains a challenge for the EMA and its Paediatric Committee, as well as for
companies, to consider key aspects of medicine development when certain information is not
yet known and when discussions are still based on assumptions and scarce data. This is true
especially as one of the objectives of paediatric development plans is to create legal certainty
about regulatory authorities’ expectations towards companies. On the other hand, only early
interaction makes it possible for paediatric development to be seamlessly integrated into overall
product development instead of being an afterthought. In principle, it should also lead to more
(cost-)efficient R&D, as it makes it possible to consider integrating adolescents into adult trials
thereby reducing overall study costs.

Consultation item No 7: Do you agree that the Regulation’s implementation has improved over
time and that some early problems have been solved?

Novartis’ response

Novartis agrees that, since 2007, as the complexity of implementing the Regulation became
apparent, some PIP-related processes have been clarified over time. However, there has been
only limited attempts to address the complexity of the PIP content and our experience with over
100 unique regulatory procedures related to paediatric drug development under the Regulation,
tells us that this area could benefit from a more pragmatic and simplified implementation.
Improvements should go beyond the procedural aspects associated with the Regulation (e.qg.,
PIP application, compliance check), and should importantly address the scientific content of the
plans. This can only be done with a significant increase in scientific expertise and with a more
efficient integration of existing expertise at the EMA in the assessment of scientific components
of paediatric investigation plans.

There is room for the implementation to be further improved, striving for more pragmatism and
less administrative burden. The system that has been put in place to implement the regulation
is overly prescriptive and lacks prioritization.

Some of the efforts made are not delivering what was expected. For example, EMA put in place
in 2015 an ‘early interaction’ meeting. As a company, we were very hopeful about the prospect
of such an opportunity to engage the PDCO and EMA in a non-binding and informal manner on
our pipeline programs that have the ability to integrate paediatric development very early in
development, potentially hastening multiple paediatric development programs. However, we
were disappointed that the new early interaction meeting that we participated in added limited
value as our team required engagement on key scientific questions and not an administrative
advice. Furthermore, as a company we need to be able to reach out to the experts when we
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497 have scientific questions that need to be discussed, this is currently not possible within the early
498 interaction meeting as this is only a selective process (in term of project but also in term of
499 development timing). Additionally, PDCO has a restricted interpretation and considers the early
500 consultation as applicable only to the first PIP for a compound and not for PIPs that are
501 developed later, as we extend the use of the product to new indications (Article 8 PIPs). In our
502 experience, the PDCO refused some of our meeting requests because we were seeking
503 informal guidance on potential paediatric interests and initial PIP development for follow-on
504 indications for drugs already in later stages of development or even already approved for an
505 adult indication. [EMA’s 10-year report is highlighting the fact that the new early interaction
506 meetings are not really about the science but more about timely submission: “The EMA / PDCO
507 have recently launched early interaction meetings to assist with timely submission of the PIPs
508 and appropriate development according to paediatric needs.” EMA’s 10-year report, page 68].
509 To better facilitate paediatric drug development, EMA and PDCO need to find the means of
510 bringing together the scientific expertise available at the agency to provide meaningful advice
511 on programs well in advance of adult development, and to allow for more efficient and
512 constructive pathways forward for development that are not mired in administrative procedure.
513

514  Another example concerns the commission guideline on paediatric investigation plans
515 published on 27 September 2014. The guideline deleted the study initiation date from the key
516  elements to simplify the PIP process. However EMA is still requiring study initiation dates in its
517 key element form preventing industry from benefitting from the simplification suggested by the
518 EC.

519

520  Additional suggestions to facilitate implementation via non-legislative measures (e.g.
521 guidelines) include:

522

523 - Introduction of a paediatric parallel scientific advice procedure

524 To construct a rigorous science based program where the availability of affected
525 paediatric patients is limited, there is a clear need for convergence of research
526 approaches in order to successfully execute on a global drug development program.
527 When regulators diverge on their requirements for study, sponsors require a pathway
528 whereby they can engage with regulators across agencies in a single interaction to
529 discuss the science, complexity of research and identify a meaningful pathway forward
530 in order to bring the best quality medicinal products more efficiently to market. It should
531 be a quick procedure in respect to development plans and should not have too strict
532 entry criteria that would prevent most of the projects to benefit from it at an appropriate
533 time.

534

535 We have in our portfolio a bisphosphonate* where the PDCO has requested a clinical
536 study while the FDA has granted a waiver on the grounds of safety. The study was
537 started in 2009, and has been ongoing since, it will not be completed as currently
538 planned as it is not possible to recruit the patients. If parallel advice had been possible,
539 we would have been able to have a global agreement on what would have been
540 feasible, and avoided to have an unfinishable study, to the detriment of the children
541 enrolled in the study, and of the scientific community.

542

543 We note that the commission is referring to the ‘common commentary process’, which
544 is a useful tool used by the health authorities to discuss common topics in paediatrics.
545 However, it does not involve the applicants and by the numbers has been rarely used
546 to provide follow-up guidance to impacted companies: as of May 2015 only 15 Common
547 Commentaries have been sent to sponsors, which is less than 2% of the 860 PIPs
548 agreed by EMA.

549

550 - Streamlining the application for CHMP decisions/ Scientific Advice output and their
551 integration into the PIP

552 There should be a possibility to integrate the outcome of a paediatric SA procedure into
553 the PIP without having to submit another Request for Modification to integrate it.
554 Currently two separate procedures are required where experts often discuss the same
555 guestion, and at times, do not reach the same conclusion. This is not an optimal use of
556 the CHMP and PDCO resources as well as sponsor resources, and it lengthens the
557 timeline for development of paediatric programs.

4 EMEA-000057-PIP01-07-M05
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558

559 We have a case in 2016 of a PIP Request for Modification regarding a change to some
560 of the parameters of an ongoing clinical study. The conclusion of the PDCO was that
561 we should obtain a Scientific Advice to address a statistical point, as the committee did
562 not have the required expertise. Once we received the requested advice, procedurally
563 we had to file for a further Request for Modification to bring this advice back to the
564 PDCO. Taking into account the procedural times for the initial Request for Modification
565 followed by a Scientific Advice followed by a second Request for Modification, a total
566 of 10 months had elapsed before being able to submit the changes to the study centers.
567

568 - Better balance between timing and content of the PIP

569 PDCO should allow flexibility on the timing of submission of the PIP or on the content
570 of the PIP.

571

572 The Regulation requires a PIP to be submitted at an early time point in the drug
573 development process. At this early stage, detailed paediatric plans may not easily be
574 determined and the company will not know whether the product will successfully
575 transition into later phase development.

576 » Flexibility on the content of the PIP: If the PIP has to be submitted at an early
577 time in the drug development process, the PDCO should adopt a pragmatic
578 approach on the level of detail that should be included in a PIP application
579 (high-level or staged application more appropriately reflecting the actual
580 knowledge/data that is available at that time-point). In doing so more feasible
581 PIPs would be agreed and a high number of Requests for Modification could
582 be avoided decreasing the respective workload for PDCO and sponsors.

583 This is supported by EMA in its 10-year report: “excess level of details in PIP
584 opinions may result in lack of flexibility” (section 6.7. “PIPs and their life-cycle”)
585 » Flexibility on the timing of submission: A more flexible and pragmatic
586 interpretation of the timing of PIP submission could avoid a high number of
587 Requests for Modification. Furthermore greater flexibility could also avoid some
588 unnecessary clinical trials in children (e.g. when the development of a product
589 is terminated in early phase, or when data extrapolation could be considered
590 once more adult data becomes available).

591 This is supported by EMA in its 10-year report: “it is challenging to consider all aspects
592 of medicine development for children at a time when important characteristics even of
593 the adult development are not yet known. PIP opinions which are too detailed at such
594 an early stage can be difficult to agree and counterproductive because emerging data
595 will inevitably lead to changes” (page 8).

596

597 - Transparency of paediatric studies results (6-month reporting requirement in Article 46
598 and posting to EudraCT under Article 41)

599 The timeline for submitting paediatric study results under Article 46 and posting them
600 to EudraCT under Article 41 is 6 months from completion of the study, which is defined
601 as Last Patient Last Visit (LPLV). Compliance with these timelines is very challenging
602 for marketing authorisation holders, particularly for large and/or complex studies, when
603 translation are required or when LPLV occurs quite some time from data-base lock.
604 There is no compelling scientific or ethical reason why the result submission and
605 posting requirements for paediatric studies should differ from those for all other studies
606 (which are within 12 months of completion).

607

608 Furthermore, the Regulation does not specify the scope of Article 46. There is a need
609 for the development of a concise EC guidance that includes the procedural submission
610 elements, but also provides clarity on scope. As a company, we have experience of
611 filing about 100 Article 46 submissions, and in the absence of a clear scope of what is
612 needed, we have had to submit both interventional and non-interventional study results.
613 It is quite possible that some of these studies also have or will be resubmitted at a later
614 date as we apply for the corresponding paediatric indication. This is a duplication of
615 work for both the applicant and the health authorities. Further, we believe that there is
616 the need to establish a clear definition of what is ‘study completion’ that more
617 adequately reflects trial completion (e.g., last data collected or database lock) and a
618 suitable means to cross-reference previous study results submission. For Article 41,
619 clarification is required on what third country interventional studies are required to be
620 posted.
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621

622 - PIP revocation process

623 There is currently no possibility for an applicant to apply for revocation of a PIP when
624 development has been abandoned because of lack of efficacy or safety signals (PDCO
625 and EMA cannot revoke a PIP, either). EMA has introduced a process for applicants to
626 notify the Agency of the termination of a paediatric development, however, this
627 notification has no legal consequences, and the PIP decision remains in the public
628 domain and paediatric obligations remain. This is a concern in particular when the
629 development that is stopped is a further development of a product that already holds a
630 marketing authorization in another indication. We have such examples from our
631 portfolio, and can provide details on request.

632
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8. Waivers and the ‘mechanism of action’ principle

The Paediatric Regulation establishes a system which waives the requirement of a paediatric
research programme for specific products or for classes of products (Article 11). This happens
if a product is likely to be ineffective or unsafe for children or if it does not have a significant
therapeutic benefit over existing treatments. The obligation is also waived if the disease or
condition for which the product is intended occurs only in adults.

The waiver aims to avoid unnecessary research and to correctly frame the scope of the
obligations. However, as simple and straightforward as the waiver concept seems to be, it has
been criticised over its effects, especially in cases where the obligation is waived because the
adult disease does not exist in children. One particular example is paediatric oncology, where
many paediatric cancers share biological similarities with adult cancers, but occur in different
organs and therefore are usually considered as different conditions. Consequently, a company
may be entitled to a waiver even if the mechanism of action of the adult product under
development may potentially also be effective in treating certain paediatric cancers.

This has led to missed opportunities in the past, even though some companies decided not to
apply the waiver and to carry out paediatric research on a voluntary basis and based on the
‘mechanism of action’ principle. These companies understood that doing so would make them
eligible for a reward under the Paediatric Regulation, so the voluntary research serves not only
a public health purpose, but may also prove economically beneficial to them. The EMA’s 2015
review of class waiver decisions may help to engage in a dialogue with applicants regarding
voluntary research. However, some parties consider that the voluntary approach will fall short
and advocate for a stronger reliance on the ‘mechanism of action’ principle. Others argue that
changes to the waiver concept risk endangering the objective of disease-agnostic statutory
rules as well as the predictability of paediatric investigation plan decisions with regard to the
expected scope of paediatric research.

Consultation item No 8: Do you have any comments on the above? Can you quantify and qualify
missed opportunities in specific therapeutic areas in the last ten years?

Novartis’ response

Novartis has already used ‘mechanism of action’ (MoA) principles when evaluating its
compounds for specific paediatric need (e.g. the bisphosphonate zoledronic acid (Zometa) was
evaluated for its potential use in osteogenesis imperfecta [an indication which was not granted
in the EU/EEA due to lack of efficacy] and the protein kinase inhibitor imatinib (Glivec) for
childhood acute lymphoblastic leukaemia). In fact 60% of Novartis’ oncology compounds have
agreed PIPs of which the majority have paediatric development being pursued based on
mechanism of action.

Novartis acknowledges the points raised by the Commission in the final paragraph and agrees
that “missed opportunities” (for all therapeutic areas and all age subsets) are part of innovative
product development. While it seems simple to evoke the principle of using the MoA to drive
paediatric development and address so called missed opportunities, the MoA principle is a
poorly defined concept that may have limited scientific tractability if a MoA has not been
validated as being an actionable target in a defined paediatric disease. There is currently no
regulatory guidance provided in the EU to guide decision-making.

When a company invests in a drug development program, it decides all aspects of its
development program, using available scientific platforms that have been validated, utilizing
regulatory guidelines and requesting scientific advice if needed. However, the Paediatric
Regulation compels companies to evaluate all of its compounds for paediatric opportunities,
even when there is limited foundational science to support the understanding of disease or
existing professional society and regulatory guidance on how to best consider a product’s
development.

Therefore, when discussing how a MoA principle could be implemented, we believe that such
a concept requires clear gating components to be considered: (1) the system should be
transparent, (2) consistent, and (3) predictable.
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695 It should also be noted that the fact that a need exists does not mean that the opportunity will
696 be realised (e.g. the need will be fulfilled). If a need can be addressed in a scientifically-sound
697 manner that is also feasible, as a company, we will do it. However, in paediatric drug
698 development the number of available patients often does not allow for robustly-powered
699 confirmatory studies and companies face feasibility issues when several PIPs, for different
700 medicinal products, for the same indication/condition, have to be run in parallel. It is unethical
701  to start study/enrol children in a study that has a low probability of completing successfully (e.g.,
702  enrolling the study as intended per protocol) or of generating enough data to yield a meaningful
703 conclusion. Therefore, there is a need to include feasibility (and the lack thereof) as a key
704  criterion in determining the appropriate path of development for a medicine (e.g., traditional vs.
705 alternative approaches [Modelling and simulation, extrapolation]) which may include a request
706 for waiver.

707

708 Further, when considering possible paediatric indications, it is critical that policy-makers and
709 regulators recognize the capacity and capability of the company to construct drug development
710 programs that may go outside of their area of knowledge and expertise. Going well beyond the
711 condition that encompasses the adult indication may result in disproportionate and extensive
712 PIPs which ultimately discourage or even halt drug development of new products and
713 indications, not only in the paediatric population, but also in the intended adult population. This
714 is aligned with the EMA 10-year report: “In cases where the paediatric need differs from that in
715 adults, the additional requirements for companies may create difficulties and result in the need
716 for additional scientific and financial resources that in the absence of additional incentives may
717 be a burden on drug development.” (section 6.6. “Scope of PIPs and waivers”)

718

719 More generally, Novartis would like to emphasize that waivers are not at the sole discretion of
720 a sponsor, they are granted by the PDCO once they have been scrutinized through a regulatory
721 procedure and if supported by sound scientific rationale.

722
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9. Deferrals

The Paediatric Regulation includes provisions for deferring the initiation or completion of some
or all measures contained in a paediatric investigation plan (Article 20), with a view to ensuring
that research is carried out only when safe and ethical. It also includes measures to avoid that
the requirement of completing a paediatric investigation plan blocks or delays the authorisation
of adult products. Experience shows that deferral is a widely used instrument and there is no
evidence that the paediatric requirements have delayed the processing of adult application, with
the exception of those rare cases where companies submitted the paediatric investigation plan
late, i.e. only shortly before they planned to submit the adult application.

The concept of deferral is in some instances also useful to delay the initiation of a paediatric
trial until further information from adult trials is available, especially regarding the safety of
potentially toxic compounds. At the same time, deferrals that delay the initiation of the paediatric
trial until after the adult authorisation can create problems, as in these instances recruitment for
paediatric studies can become more difficult once the product is available on the market.
Parents often fail to see the added value of agreeing that their child participates in clinical
research if the adult product can already be used (off-label) in children.

Extensive deferrals may also cause frustration among clinicians and patients, especially if they
mean that the paediatric product to treat a life-threatening disease will only be available to
children years after the adult authorisation comes through. Moreover, long deferrals may
undermine the enforceability of paediatric requirements, and the availability of the reward,
especially if the deferral ends after protection periods for the product have expired.

Consultation item No 9: Do you agree with the above assessment of deferrals?
Novartis’ response
Novartis does not agree with the above assessment of deferrals.

Deferrals are an essential tool to allow the Paediatric Regulation to meets its objectives of a
safe and ethical study of a drug in children without delaying authorization for adults. No deferred
timeline is ever at the sole discretion of a sponsor, to be “rubberstamped” by the PDCO.
Deferrals are granted by the PDCO only when fully justified, and when the applicant has a
sound scientific rationale. Furthermore there is an efficient mechanism to monitor their use via
the required submission of Annual Reports on Deferrals.

Looking at our portfolio, we note that we have only two products with no deferrals and no waiver.
These two products had been in used for a number of years at the time of entry into force of the
Paediatric Regulation. In both cases, they were enough data on the safety of the product to
allow an immediate start in children.

In our experience, the number of Novartis PIPs with a full deferral, where the paediatric
development only started once the adult development has been completed, is low (9, 20% of
all deferrals). The majority of the deferrals granted by the PDCO for Novartis PIPs were partial
deferrals (35, 80% of all deferrals), where development in paediatric starts while the adult
development is ongoing. A common example of a partial deferral that has been agreed has
been for the deferred start of one age group (e.g. toddlers and infants) while additional data is
being generated for other populations to inform on key safety or clinical pharmacology
components.

We consider that deferrals are necessary tools to ethically study drugs in children as we often
do not know enough about the safety and efficacy of the compound to initiate paediatric
programs at the end of phase 1 of drug development. We endorse the ICH position that
“Information that can be obtained in a less vulnerable, consenting population should not be
obtained in a more vulnerable population or one in which the patients are unable to provide
individual consent.>” This is of critical importance in particular when we are evaluating new
molecular entities to which there is limited data to inform on safe application in the paediatric

5 ICH EL11 Clinical investigation of medicinal products in the pediatric population
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population. We cannot think of any alternative measure to deferrals that could be used to
guaranty ethical clinical research in children.

In its 10-year report, EMA accuses industry of using repeated deferrals as a way of avoiding
finishing PIPs®, however the agency did not provide data on the number of PIPs that are thus
delayed by this means.

Deferrals may also be used to mitigate the difficulties stemming from the extensive requests
from PDCO. When faced with a complicated and extensive PIP, deferrals are often required to
gather a maximum of data before safely initiating the paediatric development. If the PIP process
would allow a more staggered (phased) approach, sponsors could reasonably agree to conduct
earlier phase measures (e.g., nonclinical development and dose-finding/exposure-response
studies) prior to agreeing to extensive clinical measures. Sponsors could also very reasonably
be given a measure binding them to return to the PDCO for agreement on the clinical measures
once earlier phase development has been completed. This serves two valuable purposes:
firstly, a reduction in the number of time-consuming and inefficient Request for Modification
procedures; secondly, it provides a reasonable forum to address emerging science or data
within the class of product or in understanding of disease progression within the more detailed
clinical development measures.

Long deferrals can also mean that over-complicated and unfeasible study(ies) have been
requested by the PDCO. In such cases, applicants are forced to defer repeatedly the completion
dates of studies as they are not able to reach the target recruitment figures that they must
comply with.

We note, however, that as a sponsor we will always prefer finishing agreed commitments rather
than having to provide public annual updates on the status of its agreed PIP commitments that
have been deferred. As long as a PIP is not completed, we are accruing costs related to
resourcing open commitments. Furthermore, a completed PIP could allow us to secure a
reward.

Finally, Novartis would like to query the basis for the statement “there is no evidence that the
paediatric requirements have delayed the processing of adult application” as in our experience,
the EMA has no means to substantiate it. We are not aware of any requirement to inform the
EMA of a company’s internal strategic decisions not to pursue product development or
supplemental indications.

6 “Once the marketing authorisation for adults is granted, deferred paediatric studies may be delayed or
not initiated. This is due to the fact that once the product becomes authorised, the most significant
deterrent of the Regulation, non-validation of the marketing authorisation application, is not applicable.
This leaves the regulatory network without the means to enforce the PIP completion once the product is
authorised.” (EMA 10-year report page 82)

“For example, measures and studies whose completion is not deferred and need to be completed before
marketing authorisation application tend to be completed in time and in compliance with the agreed PIP.
This is ensured by checking compliance at the time of the marketing authorisation application as non-
compliance would prevent validating the application. On the contrary, once the marketing authorisation for
adults is approved, deferred studies may be delayed. The PDCO sees many requests to postpone
completion, or requests for changes of critical elements of the studies that substantially reduce the scope
and quality of the development in children. Once the product becomes authorised, the most significant
deterrent of the Regulation, i.e. non-validation of the marketing authorisation application, is not applicable.”
(EMA 10-year report page 84)
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10. Voluntary paediatric investigation plans

The EU was not the first region to introduce specific legislation in order to tackle the absence
of medicines that are tested and authorised for use by children. In fact, the United States passed
paediatric-specific legislation already in 1997. While the general goal is similar, there are certain
differences in scope and nature. For example, with the so-called ‘written request’ US legislation
includes an instrument that allows its Food and Drug Administration to submit to companies a
paediatric research proposal, which, if honoured, makes the company eligible for an incentive.

Some argue that EU legislation lacks the tools to invite and incentivise companies to voluntarily
carry out paediatric research in the form of a voluntary paediatric investigation plan. However,
although the Paediatric Regulation is geared towards obligations, it also includes the possibility
to submit voluntary paediatric investigation plans. Nothing prevents a company from submitting
a paediatric investigation plan request for a paediatric-only development or to complement an
adult development with a paediatric investigation plan, even if it is entitled to a waiver (under
Article 11(1)(b)). In these circumstances, the company in question is able to benefit from
rewards under the Regulation and these serve as an incentive. Some companies fully realise
the potential of voluntary paediatric investigation plans and consider paediatric research
projects beyond the obligations of the Paediatric Regulation, while others are less forthcoming.

Consultation item No 10: Do you have any comments on the above?
Novartis’ response

We understand that what the EC calls a ‘voluntary PIP’ covers a PIP agreed in the absence of
an adult indication, or a PIP agreed that is outside its adult indication (the company could even
have a waiver for its adult indication). Regardless, in all cases, even if the creation of such a
PIP is voluntary, once the PIP is agreed with the PDCO the company is fully obligated to carry
out the agreed development, and compliance will be checked at time of MA submission.

Note that “voluntary PIPs” are more likely to be pursued if a reward is possible. Currently,
companies can only secure reward for the PIP that is attached to the first regulatory submission
attracting a PIP. Sponsors will run several paediatric development programs but in the best
situation they will be rewarded by only one reward. The EMA’s policy to limit reward to the first
regulatory submission has an important impact on companies’ decisions to pursue voluntary
PIPs.

Paediatric-only product

Regarding the case of a PIP agreed that is outside its adult indication, it is our understanding
that when a company decides to develop a product purely for a paediatric population, a PIP is
mandatory. However, Novartis is of the opinion that the application of the Paediatric Regulation
to the development of treatments for diseases that occur only in children should be made
optional/voluntary or studies included in the Marketing Authorisation Application dossier should
automatically be considered as the PIP studies and granting of a Marketing Authorisation should
trigger a PIP completion. When a company is willingly developing medicines for children, there
is no need to impose on them paediatric obligations. Paediatric research is already complex,
adding the burden of a lengthy procedure with the PDCO and ending with a PIP that may not
be pertinent to the actual requirements for determination of benefit/risk required by the CHMP
is disincentivising paediatric-only research.

For paediatric-only development, the PDCO input on a PIP offers limited to no added value.
Interaction with the PDCO requires a separate lengthy procedure to agree the PIP. This adds
additional time to the paediatric development process, and as it is separate from the CHMP,
may not be aligned with what is required to demonstrate the benefit/risk for the medicinal
product authorisation. For this companies rely on the CHMP’s scientific input (to which 3 PDCO
members are participating).

While this seems counter intuitive, making the application of the Paediatric Regulation optional
to developments that target a disease occurring only in children would indeed incentivize
paediatric research as it would not bind a sponsor to the complex procedural burden of agreeing
and modifying a PIP. In such cases, a PIP could still be entered into voluntarily by the applicant,
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880 in which case all of the obligations (and potential for rewards) would apply, or the PIP could be
881 automatically aligned with the development plan agreed with CHMP.

882

883  The same argument can also be made for orphan paediatric medicines. Making the application
884  of the Paediatric Regulation to Orphan Medicines optional/voluntary or linking it into the
885 marketing authorisation procedure would decrease the procedural burden of orphan paediatric
886  drug development, it would make it simpler to study drugs for orphan disease in paediatric
887 patients. Rare diseases are inherently more difficult, expensive and time-consuming to study,
888 and this challenge is still greater for clinical trials involving children. With many rare diseases
889  still having sub-optimal or no therapy options, research and development these conditions
890  should be further encouraged by the relaxation of the regulatory requirements in this specific,
891 limited context.

892
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11. Biosimilars

Under Article 9 of the Paediatric Regulation, certain product categories are exempt from the
obligations introduced. This is for example the case for generic medicines and biosimilars and
is justified by the fact that the relevant knowledge for using the active substance in children was
already obtained through clinical research with the originator product (at least, for those
products which were authorised after the Regulation entered into application). It is therefore not
justified to repeat paediatric trials for these product categories.

At the same time, some originator products are authorised with specific age-appropriate
paediatric formulations. Some argue that biosimilars copying the originator product may not
necessarily include these paediatric formulations, which may lead to products entering the
market without being adapted to paediatric use. This could potentially exclude children from
benefitting from these products. At the same time, in the case of biosimilars, it is likely that the
originator product will remain on the market despite direct competition from biosimilars. A
product that is adapted for use in children will therefore remain available.

Moreover, if the company holding the marketing authorisation for the originator product would
intend to discontinue marketing the product, it may be obliged to transfer the marketing
authorisation to a third party in accordance with Article 35 of the Regulation. This rule was
introduced to ensure that important paediatric products do not disappear once regulatory
protection periods and patent protection expire.

Consultation item No 11: Do you have any comments on the above?

Novartis’ response

The guiding principle of a biosimilar development program is to establish similarity between the
biosimilar and the reference product based on a comprehensive comparability exercise on the
analytical, nonclinical and clinical level (Directive 2001/83/EC). Based on the overall
biosimilarity demonstrated between the biosimilar and the reference product, an approved
biosimilar is allowed to refer to the safety and efficacy data established for the reference
product. The same scientific principle should apply for the paediatric information from the
reference product. It is likely that the innovator product would already be subject to, or have
completed a PIP or being granted a waiver, and therefore has gathered relevant information on
the use of the medicine for children, if appropriate.

Hence, no additional studies in any paediatric patient group are deemed necessary for a
biosimilar medicine to avoid unnecessary clinical studies in this vulnerable population. This is
also in line with the Paediatric Regulation that aims to improve the availability of information on
the use of medicines for children without subjecting children to unnecessary trials.

We therefore agree that it is scientifically and ethically not justified repeating or conducting
paediatric studies with biosimilar medicines.

The situation is more complex regarding specific age-appropriate presentations. In general,
biosimilar developers may deviate from the reference product as regards to strength,
pharmaceutical form, formulation, excipients or presentation — if justified (CHMP/437/04 Rev
1); this includes specific paediatric formulations or presentations. Consequently, some
biosimilar sponsors may skip the paediatric presentation/formulation due to additional
development efforts. However, this comes with the trade-off to be not eligible to claim the
associated paediatric indication, and therefore with a potential disadvantage for the biosimilar
sponsor on the market. On the other side, this “carve-out strategy” of paediatric indications may
also invite off-label use with not suitable presentations/formulations.

As an innovator company, we therefore expect that biosimilar and generic sponsors are
requested to register and market presentations and/or formulations that allow paediatric use (if
approved for the reference product) and therefore enable access to all patient groups. However,
the paediatric presentation of the biosimilar medicine does not necessarily have to be identical
to the portfolio of the reference product — it only has to be suitable to ensure treatment of all
paediatric patient groups approved for the reference product and it should comply with available
biosimilar guidelines.
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955 We realize that in some cases the additional development efforts for paediatric
956 presentations/formulations may delay access of biosimilar medicines in the adult population.
957  Therefore, one should consider allowing biosimilar sponsors a deferral; also in light of the fact,
958  that 1) deferrals are common practice for innovator drugs and, that 2) the biosimilar sponsor is
959 likely to face some disadvantages on the (tender) market due to the restricted label. A
960 commitment by the biosimilar applicant to market paediatric presentations after a certain time
961  following approval or after a certain time as agreed with the Agency could be a potential option
962  to ensure access of biosimilar medicines to all (paediatric) patient groups and caregivers.

963

964  Since biosimilars are exempt from the obligations of the Paediatric Regulation, the innovator
965 companies do not only have the burden of clinical research in children, but also the obligation
966 to market the paediatric product (Article 33) and in case of a planned discontinuation of
967 marketing, the obligation to transfer the marketing authorisation (Article 35). Hence, innovators
968 must maintain products on the market despite the fact that better, safer or more affordable
969 medicines may have become available in the meantime and that there may be no residual
970 demand for the innovator product. Manufacturing and proper maintenance of marketed
971 products is resource intensive on many levels (technical, regulatory, pharmacovigilance, etc.).
972 Companies are wasting resource to maintain obsolete products on the market that are ultimately
973  not benefitting the paediatric population. None of this currently applies to biosimilar applicants.
974

975 If there was the same marketing responsibility for all marketing authorisation holders with the
976  same version of an active substance, also Article 35 (which is currently punishing innovators)
977  might not even have to be enforced.

978

979 Biosimilars (and generic or hybrid medicines alike) should continue to be exempted from the
980 obligations of the Paediatric Regulation based on the scientific justifications as described above;
981 in particular, since there is no scientific need and to repeat paediatric studies would be
982 unethical. However, there is a need for a shared responsibility to ensure access of medicines
983 for children and we see the necessity that biosimilar applicants should be encouraged or even
984  obliged to develop and market suitable paediatric formulations/presentations. This could for
985 example be achieved by a respective approval commitment. With such a regulatory measure,
986  there should also be no need for a formal PIP (as required by the Paediatric Regulation), which
987  would be an unnecessary administrative burden for the biosimilar applicants and the Agency.
988
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989 12. PUMA - Paediatric-use marketing

990 authorisation

991
992  The paediatric-use marketing authorisation (PUMA) introduces an incentive to carry out
993 research into the potential paediatric use of off-patent medicinal products that have been
994  authorised for adults. The main goal of the PUMA concept is to stimulate research in existing
995 products and to help transform known off-label use into authorised use that is safer and better
996  circumscribed.
997
998  To date, only three PUMAS have been authorised, which is disappointing. The PUMA concept
999  struggles with similar problems as any scheme meant to encourage companies to invest in
1000  additional research for known compounds that have been available on the market for decades.
1001 Medicine developers fear that a PUMA will not necessarily prevent physicians from continuing
1002 to use competitor products with the same active ingredient off-label, at lower costs, nor
1003 substitution for cheaper forms at the level of pharmacies. Moreover, national health care payers
1004  are often hesitant to agree to a premium price for such products. These are complex factors
1005 that can hardly be addressed at EU level, through the Paediatric Regulation. They concern
1006 downstream decision-making at national level, which is outside the scope of EU law.
1007
1008 In 2014, the Commission and the EMA clarified that a paediatric investigation plan for a PUMA
1009 does not have to necessarily address all age groups. However, this measure does not seem to
1010 have stimulated interest. This being said, in the case of rare diseases orphan marketing
1011 authorisations may have been chosen over PUMAs.
1012
1013 It is often argued that the PUMA concept would require additional funding from public sources.
1014 However, the Commission provided funding for off-patent medicines projects for several years
1015 and only some of these projects led to an authorised product.
1016
1017 Consultation item No 12: Do you share the view that the PUMA concept is a disappointment?
1018  What is the advantage of maintaining it? Could the development of off-patent medicines for
1019  paediatric use be further stimulated?
1020
1021  Novartis’ response
1022
1023  The fundamental issue with the PUMA concept is that even after a PUMA is granted, off-label
1024 use continues as medicinal products with the same active ingredient are available at a cheaper
1025 price and used off label in children. Critical to this issue is that there has been no effort at
1026 national level in term of pricing/reimbursement for on-label paediatric medicinal products.
1027
1028 No reward will be of any value if the product is not prescribed and used. Therefore, future
1029 activities should explore other avenues that could not only add efficiency by enhancing the
1030  access of new therapies to paediatric patients, but also could be attractive for industry, such as
1031 guaranteed access to the market (e.g. new therapeutic uses in children being granted automatic
1032 inclusion in paediatric formularies, automatic guarantee of reimbursement).
1033
1034  The PUMA is a new MA for an old product. A new MA means additional burden for an old
1035 product (new Periodic Safety Update Reports (PSUR) cycle, need for a Risk Management Plan
1036 for a product that otherwise does not have this obligation, price negotiations that will be difficult
1037 as generics are already on the market). Novartis has an example of a product that was already
1038 approved for paediatric use’ and qualifies for a PUMA. However, as previously noted the
1039  separate PUMA comes with post-market obligations and a new negotiated price. While the PIP
1040  was completed and a positive opinion on full compliance check was received, there was no
1041  value from the reward. As the product is already labelled and available for paediatric use, the
1042 company has chosen to not pursue the PUMA filing.
1043
1044  The European Paediatric Regulation mandated the European Commission to fund research on
1045  off-patent medicines with demonstrated therapeutic interest for children. Responding to this
1046 mandate, five FP7 project calls were launched and 20 projects were granted. The funded
1047 projects investigated 24 medicines, covering 10 therapeutic areas in all paediatric age groups,
1048  for which 15 PIPs were agreed with the PDCO (including 71 studies of whom 29 paediatric

" EMEA-000184-PIP02-14
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clinical trials, leading to a total of 7,300 children to be recruited in more than 380 investigational
centres). A 2015 publication by L. Ruggieri® highlighted “critical aspects” pertaining to PIPs.
“...the challenging issue for FP7 paediatric projects is to respond to different requirements
imposed by the Research Programmes framework (deadline, limited resources, scientific
publications, etc.) and by the Paediatric Requlation (PIP should be agreed, all the paediatric
population should be covered, unmet paediatric needs prevail over scientific interest). The
recommendations of the PDCO mean that relevant differences can be created from the original
project mainly in term of (a) number of studies, (b) patients populations, (c) paediatric
indications and (d) studies design. For these reasons, the implementation of PIPs has
represented a critical point in the framework of these projects causing prolongation of the
contractual procedures with the EC and often, delays in the start of the studies.”

It's interesting to note that these companies are reporting issues aligned with Novartis’
perspective that a more pragmatic implementation to allow for greater flexibility as it relates to
procedural elements and program design also applies the PUMA process. Addressing these
may better facilitate the development of paediatric medicines through the PUMA process.

8 Ruggieri, L., Giannuzzi, V., Baiardi, P. et al. Successful private—public funding of paediatric medicines research:
lessons from the EU programme to fund research into off-patent medicines Eur J Pediatr (2015) 174: 481.
doi:10.1007/s00431-014-2398-z

http://rd.springer.com/article/10.1007/s00431-014-2398-z
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1066 13. Scientifically valid and ethically sound —

1067 Clinical trials with children

1068

1069  The Paediatric Regulation aims to ensure that evidence of the quality, safety and efficacy of
1070 medicinal products is generated before the product is used by children. This means more
1071 clinical research carried out with children prior to authorising medicines. However, so far the
1072 exact impact on the number of paediatric trials and study participants is difficult to quantify due
1073  to some shortcomings in the available databases with regard to mandatory data.

1074

1075  Generally speaking, EU legislation is well equipped to ensure that paediatric research is
1076 scientifically valid and ethically sound. These aspects are considered not only by the EMA’s
1077 Paediatric Committee in its assessment of paediatric investigation plans, but also by the ethics
1078 committees and regulatory authorities that are responsible for authorising individual clinical
1079 trials. It is important that everything possible is done to make sure that the specific vulnerability
1080  of child patients is fully considered and that the children’s best interests are taken into account.
1081

1082  The Regulation has fostered and stimulated expert discussion about the optimal design of
1083 paediatric trials. This includes initiatives related to the exchange of good practices, development
1084  of new scientific guidelines, and modelling and simulation, with the aim of reducing the number
1085 of necessary study participants. Additionally, it brought attention to the debate about the role
1086  that children should play in research decisions and about the proper protection of children taking
1087 part in research. Initiatives range from the creation of young people advisory groups to
1088 discussion of appropriate information about clinical studies for patients and parents, to practical
1089 issues, such as forms and other paperwork.

1090

1091 Still, paediatric trials pose particular challenges. For example, recruitment difficulties frequently
1092 lead to delays in conducting and completing them. Paediatric trials also tend to be multi-centre
1093 trials, sometimes with just a few patients per site, which can create operational challenges,
1094 including with maintaining the necessary staff and expertise on- site.

1095

1096 Moreover, sometimes there are waves of development, with a peak in activities carried out by
1097  multiple companies in parallel, for the same adult disease. A recent example is type Il diabetes.
1098  Such waves lead to an increase in paediatric research programmes, even if — when seen from
1099 the perspective of therapeutic needs — not all of them would have been necessary. They may
1100  also lead to feasibility problems with regard to the conducting of trials, as companies may target
1101 the same patients and the same sites around the same time. The EMA and its Paediatric
1102 Committee have made efforts to alleviate the problem by trying to convince stakeholders to
1103 engage in collaborative research, but experience shows that companies are hesitant to engage
1104 in this way, as they are not used to collaborative projects for new developments, especially if
1105 they may potentially reach blockbuster status in adults.

1106

1107 Consultation item No 13: Do you have any comments on developments in clinical trials with
1108 children following the adoption of the Regulation and in view of the above discussion?

1109

1110 Novartis’ response

1111

1112  The EC question regarding ‘ethically sound’ clinical trials raises the important question of
1113 feasibility. Currently, minimal attention is paid by the EMA and PDCO to the complexity that
1114  feasibility places on trials committed to under an agreed PIP. In our experience, feasibility is not
1115 a word that EMA has used in its communications. However, the impact of feasibility is clearly
1116 linked to the ethics of clinical research in vulnerable populations.

1117

1118 Currently sponsors are asked to initiate paediatric programmes that include clinical studies
1119  whose initiation could be questioned ethically despite the fact that there may be scientifically
1120  valid reason to perform such trial. The type-lI-diabetes programmes described by EMA in its
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1121 10-year report® are a good example. Is it ethical to initiate studies that will never finish and will
1122 never provide usable data to the patients and the physician? In such cases, the children enrolled
1123 in the studies are only facing risk and cannot expect any benefit from their participation.

1124

1125  Agencies, industry, and clinical investigators need to start thinking more constructively and we
1126 need to be more imaginative: affixing traditional drug development approaches to paediatric
1127  drug developmentis not going to address the gap in available knowledge. We should be actively
1128  engaging on the applicability of alternative study design and data analysis approaches. While
1129  the Regulation is written with individual products in mind, there is no restriction within the
1130 Regulation to building disease-specific solutions to address unmet need. EMA could entertain
1131  the use of master protocols (where appropriate) with experts where any new class of drug
1132  targeting the disease could automatically be considered for inclusion in the master protocol.
1133

1134  We fully support the actions of the EMA and PDCO to alleviate these issues, including through
1135 collaborative partnerships where possible. However companies operate in a competitive
1136 setting, innovator companies do not share confidential information amongst each other in early
1137 phases of development. Nevertheless, there are other pathways. We consider that the IMI
1138 Projects are an example where collaboration across companies may address scientific
1139 guestions in well-defined frameworks. These types of well-structured research projects that are
1140 responsive to need and call are a model for how stakeholder groups could work to foster joint
1141 paediatric development projects. In addition, these types of collaboration may generate
1142  meaningful information that will improve upon the quality of the clinical trials that are conducted
1143 under the Regulation and the quality of the data generated ultimately providing greater benefit
1144 to patients.

1145

9 EMA report section 3.2 “Modifications of agreed PIPs”: “Another example is diabetes mellitus, where
many medicines are being developed for adult patients, due to the high prevalence of the disease and the
relevance of the market. In particular for type 2 diabetes, many PIPs have been agreed despite the low
number of children and adolescents with type 2 diabetes mellitus, because none of the products is the
newer classes is authorised yet for children. This has exacerbated recruitment difficulties, due to many
competing developments. At the same time, it is difficult for the PDCO to prioritise which medicines should
be developed in children in such cases, given the limited information available on the potential safety and
efficacy at the time the PIP is agreed, and the potential legal challenges associated with comparative
evaluations. To address these issues, EMA has organised two workshops with invited experts, where
innovative approaches were discussed, such as the use of non-competitive (platform) trials, where several
products are compared to a single placebo (or standard treatment) group (see sectjon 3.16. ).”
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1146 14. The question of financial sustainability

1147

1148 Implementation of the Paediatric Regulation presupposes a significant investment (of
1149 resources) by Member States, e.g. by appointing members to the Paediatric Committee and by
1150  contributing to the assessment of paediatric investigation plans and providing free-of-charge
1151 paediatric scientific advice, thereby supporting the activities of the EMA.

1152

1153  As the assessment of paediatric investigation plans does not involve any fees, the EMA does
1154 not reimburse national experts for doing this work. There are some concerns that this could
1155 potentially have a long-term impact on the proper functioning of the system.

1156

1157 Consultation item No 14: Do you have any views on the above and the fact that the paediatric
1158 investigation plan process is currently exempt from the fee system?

1159

1160 Novartis’ response

1161

1162 Novartis notes that the EC is currently in the process of reviewing the fee structure of EMA, and
1163  we recommend that the discussion initiated in this consultation question is completed as part of
1164 that global review. To this end, we would like to provide some comment for consideration as a
1165 part of that discussion.

1166

1167 One of the objectives of the Paediatric Regulation is “to facilitate the development and
1168 accessibility of medicinal products for use in the paediatric population” but at present, the
1169  procedural review process is unpredictable, uncertain, and inefficient, often times as a direct
1170 result of which EMA Paediatric Coordinator is assigned to a project. This harms both patients,
1171  whose access to life-saving drugs may be unnecessarily delayed, and the companies that
1172 research and develop these products.

1173

1174 Fees for service could be considered for paediatrics if the use of the fees will ensure that
1175 significant progress is made in improving the efficiency and scientific added value of the system.
1176 We could be willing to accept fees if we would have certainty that we would have better expertise
1177 at PDCO (e.g. possibility to discuss new clinical trial design, statistical expertise) and more
1178 scientific support generally (increased involvement of the Rapporteur and the Co-Rapporteur).
1179 At present, the best quality of scientific input on our paediatric projects comes from the CHMP.
1180 It is a common occurrence that we are directed to Scientific Advice by the PDCO in order to
1181 address key scientific questions that are pivotal to the efficient and effective implementation of
1182  our paediatric plans. Novartis would also be more willing to accept fees if it leads to faster
1183  services (e.g. the ability to have quicker compliance check process thus avoiding delaying
1184 Marketing Authorisation Application or putting a Marketing Authorisation Application at risk).
1185

1186 Therefore, if fees are introduced, it should ensure for the sponsors that agreed PIPs do not
1187 require excessive numbers of modification due to ill-timed requirements for submission and
1188 overly detailed commitments at early stages of development. Additionally, fees should ensure
1189 for a sponsor that agreed commitments will ultimately result in information that can be used by
1190 the CHMP to assess the benefit/risk of a medicinal product for use in the paediatric population,
1191 and not an academic wish list for data that is of limited use in the labelling of a product for its
1192  safe and efficacious use.

1193
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1194

1195 15. Positive impact on paediatric research in
1196 Europe
1197

1198 The Paediatric Regulation has had a positive effect on paediatric research. It is however,
1199 recognised that such research is geared towards product development. For some diseases or
1200 therapeutic areas, a good understanding of the underlying disease is still lacking. Additional
1201 basic research on the diseases themselves would therefore be beneficial to facilitate and inform
1202  appropriate product development. This cannot be guaranteed through the Regulation, but
1203 requires additional efforts and funding from public and private sources.

1204

1205 In addition, the Regulation is generally beneficial for research infrastructure due to the increase
1206 in research projects that intend to comply with paediatric investigation plans. This includes a
1207 positive spill-over effect in terms of additional jobs, growth and innovative activity across the EU
1208 that would not have happened if it were not for the R&D investment made in relation to the
1209 Regulation.

1210

1211 In anticipation of an increase in paediatric trials, several Member States have increased the
1212 capabilities of existing research networks or have established networks specifically dedicated
1213  to paediatric medicines. In addition, the European Network for Paediatric Research at the EMA
1214  (Enpr-EMA) was established in 2009 as a ‘network of networks’ to provide efficient inter-network
1215 and stakeholder collaboration. To date, nearly 40 networks are part of Enpr-EMA and share
1216  good practices on common quality standards.

1217

1218 Despite these recognised efforts in recent years, the paediatric research infrastructure needed
1219 to conduct paediatric studies did not develop at the same pace to meet the growing need and
1220 to ensure consistent long-term availability beyond single trials. This is one of the reasons for
1221 why the IMI public-private partnership (‘innovative medicines initiative’) is currently considering
1222 to facilitate the establishment of an EU paediatric clinical trial network.

1223

1224  Consultation item No 15: How do you judge the effects of the Paediatric Regulation on
1225  paediatric research?

1226

1227  Novartis’ response

1228

1229  Novartis agrees that the work that has been done to date has had a positive effect, however,
1230  areas for improvement remain. Those should be addressed via a better implementation of the
1231 current regulation via non-legislative means (e.g. guidelines).

1232

1233 An obligation imposing research to be done does not necessarily improve the quality of
1234 research. Nevertheless, ensuring the expansion of knowledge about pathophysiologic basis of
1235 paediatric disease, natural history of disease, and expansion of paediatric developmental
1236  physiology will enhance paediatric drug development. This is particularly important as
1237 innovation has been demonstrated to be driven by a strong scientific basis for disease and the
1238  scientific tractability for the application of a mechanism of action in the paediatric population
1239 (e.g., juvenile idiopathic arthritis, cystic fibrosis).

1240

1241  There is a difference between quantity and quality of research: more research and too many
1242  studies is not always a positive sign, it can also be a waste of resources, which could have been
1243 used for more targeted research instead, and it can expose children to unnecessary trials. For
1244  example, a high number of melanoma studies are planned or ongoing; however, due to the
1245 rarity of the disease process in paediatric subjects, they are unlikely to complete thus leading
1246  to no improvement for the children. This allocation of resource to these types of scenarios
1247 prevents other useful programmes to be sponsored.

1248

1249  As an industry, we want to design the best programmes to bring meaningful therapies to
1250 patients across multiple marketplaces. As a global company we conduct paediatric research
1251  globally, and looking at Europe and European needs in isolation is detrimental. Paediatric
1252 research is complex and to construct a rigorous science-based programme, especially where
1253  the availability of affected paediatric patients is limited, requires global drug development
1254 considerations. Therefore, infrastructure needs should take into consideration, as much as
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possible, the flexibility to address regional variations in practice and an inter-operability of
research infrastructures to allow for efficient and seamless research practice. At this point in
time, the European research infrastructure is not optimal and will need to be further enhanced
to facilitate the pace of industry research. This includes inter alia efficient ethics review, better
harmonization of medical and research practice, and intensive commitment to training.

Finally, we believe that societally, there is an important role for both public and private funding
in advancing paediatric research needs. In the US, there are many more paediatric oncology
studies funded in relation to the EU. This is because paediatric academic groups in the US have
a more sustainable public and/or privately funded infrastructure. In Europe, the lack of public
funding for these groups is an important limitation that clearly impacts the ability to support
paediatric medicinal product development and general paediatric research. The innovative drug
development industry cannot be expected to compensate for this lack of appropriate public
funding on its own. Relying on an IMI project to build a clinical trial network® is a start, but it will
have to deliver if it is to be sustainable. As the call has only just been extended, it will be at least
5 years until we see any potential metrics on the added value.

10

https://ec.europa.eu/research/participants/portal/desktop/en/opportunities/h2020/topics/imi2-
2016-10-04.html
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1272 16. “Mirror, mirror on the wall” - Emerging trends

1273 and the future of paediatric medicines

1274

1275  The way pharmaceuticals are developed may change over time due to scientific advances and
1276  technological developments. For example, small chemical molecules dominated the market for
1277 authorised medicines for a long time, while in recent years there has been an increasing shift
1278  towards large, biological molecules.

1279

1280  Other trends include the stratified development of medicines (adaptive pathways) or the concept
1281 of personalised medicine (or ‘precision medicine’), which aims to optimise the use of medicines
1282 by targeting them to patients’ individual genes to ensure that they will be truly responsive to
1283 treatments.

1284

1285 These new (emerging) development paradigms may be perfectly compatible with the
1286 mechanism introduced by the Paediatric Regulation. At the same time, however, it cannot be
1287 neglected that the Regulation was developed at a time when the traditional, classical way of
1288 pharmaceutical development was still pre-dominant; hence the idea of linking the obligations
1289 introduced under the Regulation to broad adult medicine development.

1290

1291 Furthermore, the Paediatric Regulation builds on pharmacological differences between patients
1292  based on age. However, concepts such as precision medicine may have the effect of prioritising
1293 other distinguishing features in the future, potentially rendering age less relevant. In order to
1294  ensure the continued relevance and impact of the Paediatric Regulation it is therefore important
1295 to understand the extent of such future trends and their effect on paediatric medicines.

1296

1297 At the same time, it is important to ensure that children fully benefit from new emerging
1298 concepts, such as for example precision medicine.

1299

1300 Consultation item No 16: Are there any emerging trends that may have an impact on the
1301  development of paediatric medicines and the relevance of the Paediatric Regulation?

1302

1303  Novartis’ response

1304

1305 We agree that children should be able to fully benefit from new emerging concepts and the
1306 paediatric regulation should aim to facilitate this process.

1307

1308 Alternative approaches such as extrapolation, modelling and simulation have been at the
1309 forefront of discussion in 2016. EMA engaged across regions to discuss the topic in several
1310 forum including workshops that they sponsored in late 2015 and early 2016 and publication of
1311 ‘Reflection paper on extrapolation of efficacy and safety in paediatric medicine development
1312 (EMA/199678/2016)". We would like to congratulate and thank EMA for these initiatives that we
1313 believe will increase efficiency and pragmatic approaches to paediatric drug development.
1314

1315 Innovation should be applicable to more than just industry. The PDCO should also encourage
1316 innovative design for studies and paediatric development plans. Looking in section 3.11
1317 “Innovation in PIPs” in the EMA 10-year report, one would expect to see descriptions of
1318 innovative ways of carrying out paediatric studies, but the chapter mainly reflects industry-driven
1319 product innovation in paediatric drug development. PDCO should facilitate the use of, or
1320 recommend alternative program development approaches to facilitate a more efficient
1321 programme that uses the minimum number of paediatric patients and limits unnecessary
1322 exposure.

1323

1324 In the current framework, we already face difficulties regarding alignment between CHMP and
1325 PDCO. We can only imagine that the difficulties will increase for ATMPs as CAT alignment will
1326 also be needed. To avoid divergence and duplication, a reflection should be done on existing
1327 regulatory pathways to assess whether there is opportunity to incorporate alternative merged
1328  pathways or parallel pathways to facilitate alignment between committees and facilitate review
1329 timelines.

1330

1331 New models of development often lead companies to investigate follow-up indications. Each
1332 new indication triggers a new PIP (Article 8 PIP), leading to the compound having multiple PIPs.
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Handling multiple PIPs and having to complete them in the absence of a reward may
disincentivise companies who wish to develop new indications.

Finally, emerging thought supports broader consideration of specific paediatric subsets
(adolescents) within the construct and design of traditional adult registration programs. As
much as possible the EMA and PDCO should be encouraged to promote the incorporation of
relevant subsets into these programs to facilitate the faster authorisation of medicinal products
for the population. This is particularly relevant to life-threatening diseases where unnecessary
delay of paediatric authorisation has a significant impact on paediatric patients and their
families.
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1344 17. Other issues to be considered

1345

1346  The Paediatric Regulation has to be seen in the context of other EU legislation regulating and
1347 encouraging the development of medicines. For example, as far as rare diseases are
1348 concerned, the objective of stimulating research and development is also fostered by
1349 Regulation No 141/2000 on orphan medicinal products. The complementary effect of those
1350 instruments may need to be considered.9

1351

1352  Consultation item No 17: Overall, does the Regulation’s implementation reflect your initial
1353 understanding/expectations of this piece of legislation? If not, please explain. Are there any
1354  other issues to be considered?

1355

1356  Novartis’ response

1357

1358 In many ways the regulation’s implementation reflects our initial expectations, but in some areas
1359  the implementation did not go as we expected. A more pragmatic implementation via non-
1360 legislative means should be considered to address the majority of these issues. Below are some
1361 suggestions for consideration:

1362

1363 - EMA/PDCO balance

1364 Currently the PDCO Rapporteur and Peer Reviewer play a limited role in the PIP
1365 evaluation (application & life-cycle management). The EMA paediatric coordinator
1366 writes the summary report and the PDCO relies heavily on the opinion of the paediatric
1367 coordinator in the scientific contribution to the review of the PIP. In other regulatory
1368 procedures e.g. for a centralised marketing authorisation, the Rapporteur and co-
1369 Rapporteur are responsible for these tasks.

1370

1371 - Lack of alignment between committees

1372 A lack of alignment on paediatric programme development has occasionally been
1373 observed between the PDCO and working parties of the CHMP (regarding endpoints,
1374 patient populations, or methodologies). A PIP is not agreed with the CHMP, but with
1375 the PDCO and if paediatric studies lead to a new indication for use in the paediatric
1376 population it will be review by the CHMP. The CHMP may support use of alternative
1377 statistical and methodological approaches, endpoints, comparators, and designs to
1378 those requested by the PDCO. This leads to numerous back-and-forth discussions
1379 across working parties, committees, and working groups to obtain alignment on a path
1380 forward. This is particularly concerning for paediatric only indication.

1381 We have the case of a product for which we submitted to FDA an amendment to the
1382 Written Request to change some of the parameters of an ongoing clinical study in order
1383 to finish the study earlier, the amendment was accepted. In parallel, we filled a PIP
1384 Request for Modification in EU. We were asked by the PDCO to seek Scientific Advice
1385 as they did not have the required expertise to assess our request. After a Scientific
1386 Advice that supported the proposed changes, we had to file another Request for
1387 Modification to implement the outcome of the Scientific Advice into the PIP. The PDCO
1388 is now not accepting the outcome of the Scientific Advice, and requests that the
1389 parameters stay unchanged. In the end after 10 months we still are not able to
1390 implement the changes and speed up access to the paediatric medicine. As the same
1391 change was approved by the FDA this is jeopardizing the ongoing global clinical trial.
1392

1393 - Lack of alignment at other levels

1394 There are instances where national Health Authorities (NCAs)/Ethics committees (ECs)
1395 do not agree with the decisions of the PDCO impacting Clinical Trial Applications
1396 (CTASs). This is very inefficient for companies and can dramatically impact development
1397 timelines.

1398 This is supported by the EMA 10-year report: Figure 10 (page 43) lists the reported
1399 difficulties in conducted PIP studies: 9% are due to refusals/problems with NCA(s) and
1400 7% to refusals/ problems with EC. And in section 3.9. “Interactions with ethics
1401 committees” EMA state that “an analysis of EudraCT data has identified 98 instances
1402 of clinical trial applications for studies including children, which have received a refusal
1403 from an ethics committee in the EU. Fifteen of these were reported as being included
1404 in a PIP; however, for 48 instances no information about inclusion in a PIP was
1405 available.”
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1406

1407 - Member states responsibilities

1408 The paediatric regulation was driven by the will to reduce off-label use, however the
1409 status of off-label use in the paediatric population is not covered by this consultation.
1410 This is indeed a Member States responsibility and NCAs should take measure to
1411 reduce this practice, especially when newly labelled products for paediatric use are
1412 approved and made available in the commercial marketplace.

1413

1414 - Transparency

1415 EMA has built an extensive paediatric database, however very little usable information
1416 is released publicly on their website. Further, we have noted the content of the PDCO
1417 minutes have become less informative over the past few years. In particular, the report
1418 on activities of sub-committees or Working Parties can be of great utility to companies
1419 in understanding emerging trends that may enhance the efficiency of our strategic
1420 planning in paediatric product development. But at the same time EMA is increasing
1421 suggesting more transparency and disclosure of more and more paediatric information
1422 from the applicant (for example: opinion Annex | key element, 3 country study results
1423 in EudraCT). We believe that transparency efforts will best inform paediatric needs
1424 when they are bi-directional, and its principles should not only be relegated to industry
1425 and industry-sponsored studies.

1426
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