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1.  Introductions 

1.1.  Welcome and declarations of interest of members, alternates and 
experts  

In accordance with the Agency’s policy on handling of declarations of interests of 
scientific committees’ members and experts, based on the declarations of interest 
submitted by the Committee members, alternates and experts and based on the topics in 
the agenda of the current meeting, the Committee Secretariat announced the restricted 
involvement of some meeting participants in upcoming discussions as included in the 
pre-meeting list of participants and restrictions.  

Participants in this meeting were asked to declare any changes, omissions or errors to 
their declared interests and/or additional restrictions concerning the matters for 
discussion.  

Discussions, deliberations and voting took place in full respect of the restricted 
involvement of Committee members and experts in line with the relevant provisions of 
the Rules of Procedure and as included in the list of participants. All decisions taken at 
this meeting were made in the presence of a quorum of members (i.e. 23 or more 
members were present in the room). All decisions, recommendations and advice were 
agreed by consensus, unless otherwise specified. 

1.2.  Adoption of agenda  

The agenda was adopted and will be published on the EMA website. 

1.3.  Adoption of the minutes  

The minutes of February 2019 PDCO meeting were adopted and will be published on the 
EMA website. 

2.  Opinions 

Some information related to this section cannot be released at the present time as it is deemed to 
contain commercially confidential information. 

2.1.  Opinions on Products 

2.1.1.  Efpeglenatide - EMEA-001903-PIP01-15 

Sanofi-aventis recherche et développement; Type 2 diabetes mellitus   

Day 120 opinion 

Endocrinology-Gynaecology-Fertility-Metabolism 

Summary of committee discussion: 

During its March plenary meeting, the PDCO adopted a positive Opinion. 
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2.1.2.  Dusquetide - EMEA-002306-PIP02-18 

Soligenix UK Limited; Prevention of Severe Oral Mucositis   

Day 120 opinion 

Gastroenterology-Hepatology 

Summary of committee discussion: 

A positive Opinion was adopted at Day 120. 
In conclusion, the PDCO recommends granting a paediatric investigation plan for children 
from birth to less than 18 years of age and a deferral for the treatment of oral mucositis. 

2.1.3.  Fitusiran (synthetic double-stranded siRNA oligonucleotide directed against 
antithrombin mRNA and covalently linked to a ligand containing three N-
acetylgalactosamine residues) - Orphan - EMEA-001855-PIP01-15 

Genzyme Europe B.V.; Treatment of Haemophilia B, Treatment of Heamophilia A / 
Fitusiran is indicated for routine prophylaxis to prevent or reduce the frequency of 
bleeding episodes in children aged ≥ 1 year with severe Haemophilia B, including 
patients who express neutralizing antibodies to exogenous factor IX substitution. 
Fitusiran is indicated for routine prophylaxis to prevent or reduce the frequency of 
bleeding episodes in children aged ≥ 1 year with severe Haemophilia A, including 
patients who express neutralizing antibodies to exogenous factor VIII substitution  

Day 120 opinion 

Haematology-Hemostaseology 

Summary of committee discussion: 

A positive Opinion has been adopted by the PDCO. 

2.1.4.  Ustekinumab - EMEA-000311-PIP06-18 

Janssen-Cilag International NV; ICD10: M32 Systemic lupus erythematosus (SLE) / 
Treatment of systemic lupus erythematosus (SLE)  

Day 120 opinion 

Immunology-Rheumatology-Transplantation 

Summary of committee discussion: 

The PDCO endorsed at its March 2019 meeting a PIP for ustekinumab for the treatment 
of systemic lupus erythematosus (SLE) with a waiver and a deferral. 

 

Chiesi Farmaceutici S.p.A.; Treatment of asthma / Regular treatment of asthma in 
patients not controlled with medium-high doses of inhaled corticosteroids and long-acting 
beta2-agonists  

Day 120 opinion 

Pneumology - Allergology 
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Summary of committee discussion: 

A positive Opinion was adopted. 

2.1.6.  Atorvastatin / amlodipine / candesartan - EMEA-002520-PIP01-18 

Midas Pharma GmbH; Treatment of essential hypertension (ICD9: 401, ICD10: I10), 
Treatment of Familial hypercholesterolemia (ICD9: 272.0, ICD10: E78.0) / For adults 
with hypertension and elevated cholesterol already controlled with candesartan, 
amlodipine and atorvastatin given concurrently at the same dose level as in the fixed 
dose combination (FDC), (substitution indication).  

Day 60 opinion 

Cardiovascular Diseases 

Summary of committee discussion: 

Based on the assessment of this application and further discussions at the Paediatric 
Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO 
recommends granting a waiver for candesartan / atorvastatin / amlodipine for all subsets 
of the paediatric population (0 to less than 18 years of age) in the conditions of 
treatment of hypertension and treatment of hypercholesterolemia. 
The PDCO emphasises that the granting of a waiver for the condition mentioned above 
should not prevent the Applicant from considering a development in the paediatric 
population in indications where there is a paediatric need. 

2.1.7.  Recombinant human lecithin cholesterol acyltransferase - Orphan - EMEA-
002497-PIP01-18 

AstraZeneca AB; Acute ST-Elevation Myocardial Infarction (STEMI)   

Day 60 opinion 

Cardiovascular Diseases 

Summary of committee discussion: 

Based on the assessment of this application and on the discussion on day 30, the PDCO 
agrees with the Applicant's request for a waiver. The PDCO adopted a positive Opinion on 
the granting of a product-specific waiver for recombinant human lecithin cholesterol 
acyltransferase for all subsets of the paediatric population (0 to 18 years of age) in the 
condition of acute ST elevation myocardial infarction (STEMI) on the ground that “the 
specific medicinal product does not represent a significant therapeutic benefit as clinical 
studies are not feasible”. 

2.1.8.  Inactivated patient's own (autologous) microorganism (Escherichia coli, Candida 
spp., Enterococcus spp., Streptococcus spp., Staphylococcus spp., Prevotella 
intermedia, Fusobacterium nucleatum and others) - EMEA-002442-PIP01-18 

SymbioVaccin GmbH; Prevention and treatment of chronic or recurrent dermal or 
mucosal inflammation / Prevention and treatment of chronic or recurrent skin and/or 
mucosa inflammation in the urogenital, otorhinolaryngeal, bronchial, oral, gingiva or 
periodontal tract, resistant to treatment or not sufficiently treatable with topical or 
systemic antibiotics, antivirals, antifungals or anti-inflammatory compounds  



   
Paediatric Committee (PDCO) 
EMA/PDCO/196583/2019 Page 9/39 

Day 60 opinion 

Dermatology / Pneumology - Allergology / Oto-rhino-laryngology / Uro-nephrology 

Summary of committee discussion: 

The PDCO view expressed at Day 30 was re-discussed and endorsed.  
The PDCO recommends granting a waiver for inactivated patient's own (autologous) 
microorganism (Escherichia coli, Candida spp., Enterococcus spp., Streptococcus spp., 
Staphylococcus spp., Prevotella intermedia, Fusobacterium nucleatum and others) for all 
subsets of the paediatric population (0 to 18 years of age) in the conditions of ‘Treatment 
and prevention of bacterial upper respiratory tract infections’, ‘Treatment and prevention 
of dermatitis and eczema’ and ‘Treatment and prevention of genitourinary tract infections 
and inflammations’. 

2.1.9.  Seladelpar - Orphan - EMEA-002527-PIP01-18 

CymaBay Ireland Limited; Treatment of primary biliary cholangitis  

Day 60 opinion 

Gastroenterology-Hepatology 

Summary of committee discussion: 

Based on the assessment of this application, the PDCO agrees with the Applicant's 
request for a waiver. The PDCO recommends granting a waiver for seladelpar for all 
subsets of the paediatric population (0 to 18 years of age) in the condition of treatment 
of primary biliary cholangitis. 
The PDCO emphasises that the granting of a waiver for the condition mentioned above 
should not prevent the Applicant from considering a development in the paediatric 
population in indications where there is a paediatric need. The PDCO identified cholestatic 
diseases affecting children as an unmet need. In principle, according to the Paediatric 
Regulation, incentives for the development for use in the paediatric population are 
available even if a waiver has been granted in another condition. 

2.1.10.  Humanized antibody targeting B cell maturation antigen conjugated with 
maleimidocaproyl monomethyl auristatin F - Orphan - EMEA-002468-PIP02-18 

GlaxoSmithKline Trading Services; Treatment of multiple myeloma   

Day 60 opinion 

Oncology 

Summary of committee discussion: 

The PDCO discussed this procedure at Day 60 during the March 2019 plenary. 
Based on the assessment of this application and further discussions at the Paediatric 
Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO 
recommends granting a waiver for humanized antibody targeting B cell maturation 
antigen conjugated with maleimidocaproyl monomethyl auristatin F for all subsets of the 
paediatric population (0 to 18 years of age) in the condition of treatment of multiple 
myeloma. 
The PDCO emphasises that the granting of a waiver for the condition mentioned above 
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should not prevent the Applicant from considering a development in the paediatric 
population in indications where there is a paediatric need. In principle according to the 
Paediatric Regulation, incentives for the development for use in the paediatric population 
are available even if a waiver has been granted in another condition. 

2.1.11.  Niraparib - Orphan - EMEA-002268-PIP03-18 

Janssen Research & Development; Treatment of prostate malignant neoplasms   

Day 60 opinion 

Oncology 

Summary of committee discussion: 

The PDCO discussed this procedure. Based on the assessment of this application and 
further discussions at the Paediatric Committee, the PDCO agrees with the Applicant's 
request for a waiver. The PDCO recommends granting a waiver for niraparib for all 
subsets of the paediatric population (0 to 18 years of age) in the condition of ‘Treatment 
of prostate malignant neoplasms’. 
The PDCO emphasises that the granting of a waiver for the condition mentioned above 
should not prevent the Applicant from considering a development in the paediatric 
population in indications where there is a pae diatric need. In principle, according to the 
Paediatric Regulation, incentives for the development for use in the paediatric population 
are available even if a waiver has been granted in another condition. 

2.1.12.  Carfilzomib - Orphan - EMEA-001806-PIP03-18 

Amgen Europe BV; Treatment of multiple myeloma   

Day 60 opinion 

Oncology / Haematology-Hemostaseology 

Summary of committee discussion: 

The PDCO discussed this procedure at Day 60 during the March 2019 plenary. 
Based on the assessment of this application and further discussions at the Paediatric 
Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO 
recommends granting a waiver for carfilzomib for all subsets of the paediatric population 
(0 to 18 years of age) in the condition of treatment of multiple myeloma. 
The PDCO emphasises that the granting of a waiver for the condition mentioned above 
should not prevent the Applicant from considering a development in the paediatric 
population in indications where there is a paediatric need. In principle, according to the 
Paediatric Regulation, incentives for the development for use in the paediatric population 
are available even if a waiver has been granted in another condition. 

2.1.13.  Amoxicillin - EMEA-002548-PIP01-19 

Micro Labs GmbH; Adults / Pantoprazole/clarithromycin/amoxicillin is used for 
combination therapy for the eradication of Helicobacter pylori in patients with peptic 
ulceration, with the aim of reducing the frequency of recurrence of duodenal ulcer 
disease (ulcera duodeni) and gastric ulcer (ulcer ventriculi) caused by this pathogen.  
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Day 60 opinion 

Other 

Summary of committee discussion: 

Based on the assessment of this application and further discussions at the Paediatric 
Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO 
recommends granting a waiver for pantoprazole / amoxicillin / clarithromycin (in a 
combination pack) for all subsets of the paediatric population (0 to 18 years of age) in 
the condition of ‘Treatment of helicobacter pylori infections’. 

2.1.14.  Clarithromycin - EMEA-002549-PIP01-19 

Micro Labs GmbH; Adults / Pantoprazole/clarithromycin/amoxicillin is used for 
combination therapy for the eradication of Helicobacter pylori in patients with peptic 
ulceration, with the aim of reducing the frequency of recurrence of duodenal ulcer 
disease (ulcera duodeni) and gastric ulcer (ulcer ventriculi) caused by this pathogen.  

Day 60 opinion 

Other 

Summary of committee discussion: 

Based on the assessment of this application and further discussions at the Paediatric 
Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO 
recommends granting a waiver for pantoprazole / amoxicillin / clarithromycin (in a 
combination pack) for all subsets of the paediatric population (0 to 18 years of age) in 
the condition of treatment of helicobacter pylori infections. 

2.1.15.  Colecalciferol - EMEA-002553-PIP01-19 

Pharma Patent Kft.; Treatment of osteoporosis   

Day 60 opinion 

Other 

Summary of committee discussion: 

The PDCO agrees with the Applicant's request for a waiver. The PDCO recommends 
granting a waiver for colecalciferol for all subsets of the paediatric population (0 to 18 
years of age) in the condition of treatment of osteoporosis, on grounds of lack of 
significant therapeutic benefit over existing treatments. 
The PDCO emphasises that the granting of a waiver for the condition mentioned above 
should not prevent the Applicant from considering a development in the paediatric 
population in indications where there is a paediatric need. In principle, according to the 
Paediatric Regulation, incentives for the development for use in the paediatric population 
are available even if a waiver has been granted in another condition. 

2.1.16.  Ibandronic acid  - EMEA-002331-PIP01-18 

Pharma Patent Kft.; Treatment of osteoporosis   

Day 60 opinion 
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Other 

Summary of committee discussion: 

The PDCO agrees with the Applicant's request for a waiver. The PDCO recommends 
granting a waiver for ibandronic acid for all subsets of the paediatric population (0 to 18 
years of age) in the condition of treatment of osteoporosis, on grounds of lack of 
significant therapeutic benefit over existing treatments. 
The PDCO emphasises that the granting of a waiver for the condition mentioned above 
should not prevent the Applicant from considering a development in the paediatric 
population in indications where there is a paediatric need. In principle, according to the 
Paediatric Regulation, incentives for the development for use in the paediatric population 
are available even if a waiver has been granted in another condition. 

2.1.17.  Pantoprazole - EMEA-002512-PIP01-18 

Micro Labs GmbH; Adults / Pantoprazole/clarithromycin/amoxicillin is used for 
combination therapy for the eradication of Helicobacter pylori in patients with peptic 
ulceration, with the aim of reducing the frequency of recurrence of duodenal ulcer 
disease (ulcera duodeni) and gastric ulcer (ulcer ventriculi) caused by this pathogen.  

Day 60 opinion 

Other 

Summary of committee discussion: 

Based on the assessment of this application and further discussions at the Paediatric 
Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO 
recommends granting a waiver for pantoprazole / amoxicillin / clarithromycin (in a 
combination pack) for all subsets of the paediatric population (0 to 18 years of age) in 
the condition of treatment of helicobacter pylori infections. 

2.1.18.  Olopatadine hydrochloride / mometasone furoate (as the monohydrate) - EMEA-
002514-PIP01-18 

Treatment of allergic rhinitis / rhino-conjunctivitis  

Day 60 opinion 

Oto-rhino-laryngology 

Summary of committee discussion: 

The PDCO adopted a positive Opinion. 

2.1.19.  EMEA-002398-PIP01-18 

SFL Regulatory Services GmbH; Cystic fibrosis / Treatment of cystic fibrosis in individuals 
with cystic fibrosis who are homozygous for the F508del mutation and are receiving 
treatment with a cystic fibrosis transmembrane conductance regulator (CFTR) modulator  

Day 120 opinion 

Pneumology - Allergology 
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Summary of committee discussion: 

The Committee adopted a positive Opinion for the treatment of cystic fibrosis in 
individuals who are homozygous for the F508del mutation and are receiving treatment 
with a CFTR modulator. 

2.1.20.  Budesonide / salbutamol sulfate - EMEA-002533-PIP01-18 

AstraZeneca AB; Treatment of asthma / as-needed treatment or prevention of 
bronchoconstriction in children aged 6 years and older with reversible obstructive airway 
disease / The reduction of exacerbations in children aged 6 years and older with asthma 

Day 60 opinion 

Pneumology - Allergology 

Summary of committee discussion: 

Based on the assessment of this application and further discussions at the Paediatric 
Committee, the PDCO recommends granting a waiver on its own motion for budesonide / 
salbutamol sulfate for all subsets of the paediatric population (0 to 18 years of age) in 
the condition of ‘Treatment of asthma’ on the grounds that the specific medicinal product 
does not represent a significant therapeutic benefit over existing treatments. 

2.2.  Opinions on Compliance Check 

The following compliance checks have been put up for discussion and the members of the 
PDCO have been invited to comment on issues of possible non-compliance 

 

Janssen-Cilag International NV; Treatment of HIV-1 infection 

Day 30 letter 

Infectious Diseases 

Summary of committee discussion: 

The PDCO discussed the completed study and considered that it is compliant with the 
latest Agency's Decision (P/0006/2019) of 3 January 2019. 

2.2.2.  Potassium hydrogen carbonate / potassium citrate monohydrated - EMEA-C1-
001357-PIP01-12-M02 

ADVICENNE; Treatment of renal tubular acidosis 

Day 30 letter 

Uro-nephrology 

Summary of committee discussion: 

The PDCO discussed the completed study(ies) and considered that these are compliant 
with the latest Agency's Decision (P/0355/2018) of 7/12/2018. 
The PDCO finalised this partially completed compliance procedure on 29 March 2019.  
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2.3.  Opinions on Modification of an Agreed Paediatric Investigation 
Plan 

2.3.1.  Angiotensin II  - EMEA-001912-PIP02-16-M02 

La Jolla Pharmaceutical II B.V.; Hypotension associated with distributive or vasodilatory 
shock  

Day 60 opinion 

Cardiovascular Diseases 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, the PDCO considered that the proposed changes could be 
accepted. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0130/2018 of 06/04/2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.2.  Omecamtiv mecarbil - EMEA-001696-PIP01-14-M01 

Amgen Europe B.V.; Treatment of heart failure / Treatment of chronic heart failure New 
York Association (NYHA) class II-IV with systolic dysfunction, in children and adolescents 
6 to <18 years, in combination with standard pharmacological therapy, including 
angiotensin converting enzyme inhibitors (ACE inhibitors), angiotensin II receptor 
blockers, and/or beta-blockers 

Day 60 opinion 

Cardiovascular Diseases 

Summary of committee discussion: 

Based on the review of the clarifications submitted by the Applicant for modifying the 
agreed paediatric investigation plan, the PDCO considered that the proposed changes 
could be accepted. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0197/2015 of 04 September 2015). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.3.  Asfotase alfa - Orphan - EMEA-000987-PIP01-10-M04 

Alexion Europe SAS; Hypophosphatasia / Treatment of hypophosphatasia 

Day 60 opinion 

Endocrinology-Gynaecology-Fertility-Metabolism 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, the PDCO considered that the proposed changes could be 
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accepted. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0204/2017 of 09/08/2017). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.4.  Deferiprone - Orphan - EMEA-001126-PIP01-10-M03 

Consorzio per Valutazioni Biologiche e Farmacologiche (CVBF) - Coordinator for DEEP 
Project (HEALTH-F4-2010-261483); treatment of chronic iron overload requiring 
chelation therapy / treatment of iron overload in paediatric patients affected by 
haemoglobinopathies requiring chronic transfusions and iron chelation 

Day 60 opinion 

Haematology-Hemostaseology 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, the PDCO considered that the proposed changes could be 
accepted. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0357/2016 of 21/12/2016). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.5.  Ravulizumab - Orphan - EMEA-002077-PIP01-16-M02 

Alexion Europe SAS; Paroxysmal nocturnal haemoglobinuria / Treatment of paroxysmal 
nocturnal haemoglobinuria 

Day 60 opinion 

Haematology-Hemostaseology 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, the PDCO considered that only part of the proposed 
changes could be accepted.   
The PDCO adopted a favourable Opinion on the modification of the agreed PIP as set in 
the Agency’s latest decision (P/0356/2017 of 1 December 2017). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.6.  Baricitinib - EMEA-001220-PIP01-11-M05 

Eli Lilly and Company Limited; Treatment of chronic idiopathic arthritis (including 
rheumatoid arthritis, ankylosing spondylarthritis, psoriatic arthritis and juvenile idiopathic 
arthritis) / Treatment of juvenile idiopathic arthritis (JIA), Treatment of JIA-associated 
uveitis 

Day 60 opinion 
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Immunology-Rheumatology-Transplantation 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, the PDCO considered that the proposed changes could be 
accepted. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0157/2018 of 15/06/2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.7.  Adalimumab - EMEA-000366-PIP02-09-M06 

AbbVie Limited; Ulcerative Colitis / Treatment of moderate to severe ulcerative colitis 

Day 60 opinion 

Immunology-Rheumatology-Transplantation / Ophthalmology / Dermatology / 
Gastroenterology-Hepatology 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, the PDCO considered that the proposed changes could be 
accepted. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0342/2017 of 10 November 2017). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.8.  Relebactam monohydrate / cilastatin sodium / imipenem monohydrate - EMEA-
001809-PIP01-15-M01 

Merck Sharp & Dohme (Europe), Inc.; Treatment of bacterial infections caused by gram-
negative bacteria  

Day 60 opinion 

Infectious Diseases 

Summary of committee discussion: 

The PDCO considered that the condition name could remain ‘Treatment of Gram-negative 
bacterial infections’ at the moment. However, the name should be amended to 
‘Treatment of infections caused by aerobic Gram-negative organisms’ in a future 
modification. The PDCO adopted a favourable Opinion on the modification of the agreed 
PIP as set in the Agency’s latest decision (P/0163/2016 of 15 June 2016). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.9.  Onasemnogene abeparvovec - Orphan - EMEA-002168-PIP01-17-M01 

AveXis Netherlands B.V.; Treatment of spinal muscular atrophy / Treatment of spinal 
muscular atrophy Type 1 
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Day 60 opinion 

Neurology 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, the PDCO considered that only some of the proposed 
changes could be accepted.  
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0272/2018 of 13 August 2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.10.  Quizartinib - Orphan - EMEA-001821-PIP01-15-M03 

Daiichi Sankyo Europe GmbH; Treatment of acute myeloid leukaemia (AML) / For the 
treatment of paediatric patients aged from 1 month to less than 18 years of age with 
newly diagnosed AML with FLT3-ITD mutations, For the treatment of paediatric patients 
aged from 1 month to less than 18 years of age with refractory or relapsed AML with 
FLT3-ITD mutations after failure of front line intensive chemotherapy regimen, in 
combination with standard chemotherapy. 

Day 60 opinion 

Oncology 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, the PDCO considered that the proposed changes could be 
accepted. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0268/2018 of 16/08/2018) 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.11.  Ruxolitinib (phosphate) - EMEA-000901-PIP03-16-M01 

Novartis Europharm Limited; Acute Graft versus Host Disease / Treatment of acute Graft 
versus Host Disease (GvHD) after allogeneic hematopoietic stem cell transplantation 
(alloSCT) in paediatric patients aged 28 days and above 

Day 60 opinion 

Oncology 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, the PDCO considered that the proposed changes could be 
accepted. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0349/2017 of 01/12/2017). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
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Opinion. 

2.3.12.  Gilteritinib (as fumarate) - Orphan - EMEA-002064-PIP01-16-M01 

Astellas Pharma Europe B.V.; Treatment of acute myeloid leukemia (AML) / Treatment of 
patients from 6 months to less than 18 years of age with relapsed or refractory FLT3/ITD 
positive acute myeloid leukaemia or newly-diagnosed FLT3/ITD positive acute myeloid 
leukaemia 

Day 60 opinion 

Oncology / Haematology-Hemostaseology 

Summary of committee discussion: 

The PDCO adopted a favourable Opinion on the modification of the agreed PIP as set in 
the Agency’s latest decision (P/0006/2018 of 19 January 2018).  
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.13.  Clostridium botulinum neurotoxin type A, free from complexing proteins - EMEA-
001039-PIP02-12-M03 

Merz Pharmaceuticals GmbH; Treatment of sialorrhea / Treatment of chronic troublesome 
sialorrhea associated with neurological conditions (e.g. cerebral palsy, traumatic brain 
injury) and/or intellectual disability in children and adolescents aged 2 – 17 years. 

Day 60 opinion 

Ophthalmology / Neurology 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, the PDCO considered that the proposed changes could be 
accepted. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0156/2016 of 15/06/2016). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.14.  Agomelatine - EMEA-001181-PIP01-11-M04 

Les Laboratoires Servier; Major Depressive Episodes  

Day 60 opinion 

Psychiatry 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, the PDCO considered that the proposed changes could not 
be accepted. 
The PDCO therefore adopted a negative Opinion on the modification of the agreed PIP as 
set in the Agency’s latest decision (P/0191/2016 of 15/07/2016). 
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2.3.15.  Finerenone - EMEA-001623-PIP01-14-M02 

Bayer AG; Chronic Kidney Disease / Treatment of chronic kidney disease associated with 
proteinuria in addition to a therapy with angiotensin converting enzyme inhibitor (ACEi) 
or angiotensin-receptor blocker (ARB) 

Day 60 opinion 

Uro-nephrology 

Summary of committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan and on the discussion on day 30, the PDCO considered that 
the proposed changes could be accepted. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0362/2016 of 21 December 2019). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.4.  Opinions on Re-examinations 

2.4.1.  Chemically modified recombinant human sulfamidase - Orphan - EMEA-002380-
PIP01-18 

Swedish Orphan Biovitrum AB (publ); Mucopolysaccharidosis type IIIA (MPS IIIA)  

Day 30 opinion 

Endocrinology-Gynaecology-Fertility-Metabolism 

Summary of committee discussion: 

The Paediatric Committee endorsed the grounds for re-examination and the changes 
requested by the Applicant.   

The PIP Opinion is modified. 

2.5.  Opinions on Review of Granted Waivers 

No items 

2.6.  Finalisation and adoption of opinions 

No items 

2.7.  Partial Compliance Checks completed by EMA 

For the following partial compliance checks, no need to refer them to PDCO Committee 
for discussion, were identified by the PME coordinator and PDCO Rapporteur. The PDCO 
has been informed in writing. 
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2.7.1.  B (Victoria lineage)/A (H1N1)/B (Yamagata lineage)/A (H3N2) - EMEA-C2-
001715-PIP01-14-M02  

Seqirus Netherlands B.V.; Prevention of influenza / Active immunisation against influenza 
in children of 6 to less than 72 months of age / Active immunisation of influenza in 
elderly subjects of 65 years and older 

Day 1 letter 

Vaccines 

Summary of committee discussion: 

Studies are hereby confirmed to be compliant as set out in the EMA's Decision 
P/0057/2019 of 25 February 2019. 

2.7.2.  Cobicistat - EMEA-C1-000969-PIP01-10-M04 

Gilead Sciences Ireland UC; Treatment of human immunodeficiency virus type-1 (HIV-1) 
infection 

Day 30 letter 

Infectious Diseases 

Summary of committee discussion: 

The study is hereby confirmed to be compliant as set out in the EMA's Decision 
(P/0060/2017) of 17 March 2017. 

The partial compliance check has been finalised with a confirmation of compliance of all 
those studies contained in the agreed paediatric investigation plan that were subject of 
this procedure. 

3.  Discussion of applications 

Some information related to this section cannot be released at the present time as it is deemed to 
contain commercially confidential information. 

3.1.  Discussions on Products D90-D60-D30 

3.1.1.  Dihomo-γ-linolenic acid (DGLA) - EMEA-002364-PIP01-18 

Treatment of atopic dermatitis / Treatment of moderate to severe atopic dermatitis 

Day 90 discussion 

Dermatology 

 

BioMarin International Limited; Treatment of haemophila A / Treatment of patients with 
haemophilia A 

Day 90 discussion 

Haematology-Hemostaseology 
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3.1.3.  Dexamethasone - EMEA-002423-PIP01-18 

ICD10 H59.9 Postprocedural disorder of eye and adnexa, unspecified  

Day 90 discussion 

Ophthalmology 

3.1.4.  lentiviral vector containing the human ABCA4 gene for treatment of Stargardt's 
disease - Orphan - EMEA-002407-PIP01-18 

Sanofi-Aventis Recherche & Développement; Treatment of inherited retinal disorders  

Day 90 discussion 

Ophthalmology 

3.1.5.  Glycerol / urea - EMEA-002511-PIP01-18 

Treatment of atopic dermatitis / Treatment of dry skin, Prevention of relapse of atopic 
dermatitis 

Day 60 discussion 

Dermatology 

3.1.6.  EMEA-002501-PIP01-18 

Treatment and prophylaxis of bleeding in patients with haemophilia A (congenital FVIII 
deficiency)  

Day 60 discussion 

Haematology-Hemostaseology 

3.1.7.  EMEA-002529-PIP01-18 

Treatment of respiratory syncytial virus infection  

Day 60 discussion 

Infectious Diseases 

3.1.8.  Cladribine - EMEA-000383-PIP02-18 

Treatment of multiple sclerosis / Adults and Paediatrics 

Day 60 discussion 

Neurology 
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3.1.9.  Phenobarbital - EMEA-002532-PIP01-18 

Epilepsy  

Day 60 discussion 

Neurology 

3.1.10.  Abemaciclib - EMEA-002342-PIP02-18 

High grade glioma (HGG), Neuroblastoma (NBL) / Treatment of relapsed or refractory 
neuroblastoma in combination with irinotecan and temozolomide in paediatric patients, 
Treatment of newly diagnosed high grade glioma in combination with temozolomide in 
paediatric patients 

Day 60 discussion 

Oncology 

3.1.11.  Atogepant - EMEA-002530-PIP01-18 

G43 Migraine / Prophylaxis of migraine 

Day 60 discussion 

Pain 

3.1.12.  (R)-1-(3-(aminomethyl) phenyl)-N-(5-((3 
cyanophenyl)(cyclopropylmethylamino)methyl)-2-fluorophenyl)-3-
(trifluoromethyl)-1H-pyrazole-5-carboxamide dihydrochloride - Orphan - EMEA-
002449-PIP02-18 

BioCryst UK; Treatment of Hereditary Angioedema (HAE) / Treatment of HAE attacks, 
Prevention of HAE attacks 

Day 60 discussion 

Pneumology - Allergology 

3.1.13.  Tosatoxumab - Orphan - EMEA-002506-PIP01-18 

Aridis Pharmaceuticals Inc; Pneumonia caused by Staphylococcus aureus / Same as 
adults 

Day 60 discussion 

Pneumology - Allergology 

3.1.14.  Ramipril / bisoprolol - EMEA-002531-PIP01-18 

Treatment of chronic (systolic) heart failure (ICD10: I50.22), Treatment of coronary 
artery disease (ICD10: I25-1), Treatment of essential hypertension (ICD10: I10) / 
Treatment of hypertension with stable coronary artery disease and those with stable 
chronic heart failure with reduced systolic left ventricular function in adult patients 
adequately controlled with bisoprolol and ramipril given concurrently at the same dose 
level (substitution indication). 
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Day 30 discussion 

Cardiovascular Diseases 

3.1.15.  Genetically modified replication-incompetent herpes simplex virus-1 expressing 
collagen VII - Orphan - EMEA-002472-PIP02-19 

Krystal Biotech, Inc.; Dystrophic epidermolysis bullosa  

Day 30 discussion 

Dermatology 

3.1.16.  Human monoclonal IgG2 antibody against tissue factor pathway inhibitor - 
Orphan - EMEA-002498-PIP01-18 

Bayer AG; Treatment of haemophilia A, Treatment of haemophilia B  

Day 30 discussion 

Haematology-Hemostaseology 

3.1.17.  Sutimlimab - Orphan - EMEA-002542-PIP01-18 

Bioverativ Inc; Treatment of primary Cold Agglutinin Disease  

Day 30 discussion 

Haematology-Hemostaseology 

3.1.18.  EMEA-002528-PIP01-19 

Chronic idiopathic arthritis / Treatment of juvenile idiopathic arthritis 

Day 30 discussion 

Immunology-Rheumatology-Transplantation 

3.1.19.  Ibrexafungerp citrate - EMEA-002535-PIP01-18 

Vulvovaginal candidiasis  

Day 30 discussion 

Infectious Diseases 

3.1.20.  Iclaprim Mesylate - EMEA-002391-PIP02-19 

Infection with Gram-positive bacteria  

Day 30 discussion 

Infectious Diseases 
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Deciphera Pharmaceuticals LLC; Treatment of gastrointestinal stromal tumours 

Day 30 discussion 

Oncology 

3.1.22.  Abemaciclib - EMEA-002342-PIP03-18 

Treatment of Breast Cancer  

Day 30 discussion 

Oncology 

3.1.23.  Capivasertib - EMEA-002551-PIP01-18 

Prostate Cancer, Breast cancer  

Day 30 discussion 

Oncology 

3.1.24.  Tisotumab vedotin - EMEA-002522-PIP01-18 

Treatment of cervical cancer  

Day 30 discussion 

Oncology 

3.1.25.  Trilaciclib - EMEA-002534-PIP02-19 

Prevention of chemotherapy induced myelosuppression / Prevention of chemotherapy 
induced myelosuppression 

Day 30 discussion 

Oncology 

3.1.26.  EMEA-002503-PIP01-18 

Biochemical recurrence of prostate cancer  

Day 30 discussion 

Oncology / Uro-nephrology 

3.1.27.  Emiplacel - EMEA-002539-PIP01-18 

Treatment of peripheral ischaemia  

Day 30 discussion 

Other 
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3.1.28.  Human immunoglobulin G2 isotype antibody to IL-33R - EMEA-002515-PIP01-18 

Treatment of asthma / Add-on therapy for the maintenance treatment for moderate-
severe asthma 

Day 30 discussion 

Pneumology - Allergology 

3.1.29.  EMEA-002519-PIP02-18 

Treatment of schizophrenia  

Day 30 discussion 

Psychiatry 

 

The following compliance checks have been put up for discussion and the members of the 
PDCO have been invited to comment on issues of possible non-compliance 

3.2.1.  Emicizumab - EMEA-C-001839-PIP01-15 

Roche Registration GmbH; Treatment of Hereditary FVIII Deficiency 

Day 30 discussion 

Haematology-Hemostaseology 

3.2.2.  Turoctocog alfa - EMEA-C-000428-PIP01-08-M03 

Novo Nordisk A/S; Treatment of hereditary Factor VIII deficiency 

Day 30 discussion 

Haematology-Hemostaseology 

3.2.3.  Split influenza virus, inactivated containing antigen equivalent to A/ 
California/7/2009(H1N1)-like strain (A/California/7/2009), 
adjuvanted - EMEA-C-000669-PIP01-09-M02 

Sanofi Pasteur SA; Influenza 

Day 30 discussion 

Vaccines 

3.3.  Discussions on Modification of an Agreed Paediatric Investigation 
Plan 

3.3.1.  Semaglutide - EMEA-001441-PIP02-15-M02 

Novo Nordisk; Type 2 Diabetes Mellitus  

Day 30 discussion 

Endocrinology-Gynaecology-Fertility-Metabolism 



   
Paediatric Committee (PDCO) 
EMA/PDCO/196583/2019 Page 26/39 

3.3.2.  Obeticholic Acid - Orphan - EMEA-001304-PIP02-13-M04 

Intercept Pharma Ltd.; Primary Biliary Cholangitis (PBC) / Biliary Atresia 

Day 30 discussion 

Gastroenterology-Hepatology 

3.3.3.  Potassium chloride / sodium chloride / ascorbic acid / sodium ascorbate / sodium 
sulfate / polyethylene glycol 3350 - EMEA-001705-PIP02-15-M02 

Norgine Limited; Bowel cleansing prior to clinical procedures  

Day 30 discussion 

Gastroenterology-Hepatology 

3.3.4.  Rilpivirine (as hydrochloride) - EMEA-000317-PIP01-08-M11 

Janssen-Cilag International NV; Treatment of human immunodeficiency virus type 1 
(HIV-1) infection / Rilpivirine is indicated in combination with other antiretroviral (ARV) 
medicinal products, for the treatment of human immunodeficiency virus type 1 (HIV-1) 
infection in ARV-naïve paediatric patients from 2 to less than 18 years with a baseline 
viral load below 100,000 HIV-1 RNA copies/mL. 

Day 30 discussion 

Infectious Diseases 

3.3.5.  2-Iminobiotin - Orphan - EMEA-001070-PIP01-10-M01 

Neurophyxia B.V.; Perinatal asphyxia / Treatment of perinatal asphyxia 

Day 30 discussion 

Neonatology - Paediatric Intensive Care 

 

Eisai Europe Limited; Treatment of treatment-resistant epilepsies / Adjunctive therapy in 
patients with other paediatric epilepsies, Adjunctive therapy in patients with refractory 
partial onset seizures including secondarily generalised seizures 

Day 30 discussion 

Neurology 

3.3.7.  Atezolizumab - EMEA-001638-PIP01-14-M02 

Roche Registration GmbH; Treatment of all conditions included in the category of 
malignant neoplasms (except central nervous system tumours, haematopoietic and 
lymphoid tissue neoplasms) / Treatment of paediatric patients from birth to less than 18 
years old with a PD-L1 positive paediatric solid tumour as part of the first line treatment 

Day 30 discussion 

Oncology 
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3.3.8.  lisocabtagene maraleucel (Autologous CD4+ and CD8+ T cells expressing a 
CD19-Specific Chimeric Antigen Receptor ) - Orphan - EMEA-001995-PIP01-16-
M02 

Celgene Europe B.V.; Treatment of B-lymphoblastic leukemia/lymphoma, Treatment of 
mature B-cell neoplasms / Treatment of paediatric patients with CD19+ relapsed or 
refractory B-cell acute lymphoblastic leukaemia, Treatment of paediatric patients with 
CD19+ relapsed or refractory diffuse-large B-cell lymphoma, Burkitt lymphoma or 
primary mediastinal large B-cell lymphoma 

Day 30 discussion 

Oncology 

3.3.9.  Daratumumab - Orphan - EMEA-002152-PIP01-17-M01 

Janssen-Cilag International NV; Treatment of lymphoid malignancies (except mature B-
cell neoplasms) / Treatment of paediatric patients from birth to less than 18 years of age 
with a lymphoid malignancy (except mature B-cell neoplasms) 

Day 30 discussion 

Oncology 

3.3.10.  Ibrutinib - Orphan - EMEA-001397-PIP03-14-M04 

Janssen-Cilag International N.V.; Treatment of mature B-cell neoplasm / Treatment of 
children from 1 year to less than 18 years of age with newly-diagnosed and 
relapsed/refractory mature B-cell lymphoma, that is, diffuse large B-cell lymphoma or 
Burkitt and Burkitt-like lymphoma. 

Day 30 discussion 

Oncology 

3.3.11.  Isatuximab - Orphan - EMEA-002205-PIP01-17-M01 

Sanofi-Aventis Recherche & Développement; Treatment of malignant neoplasms of the 
haematopoietic and lymphoid tissue / Treatment of relapsed, refractory and newly-
diagnosed acute lymphoblastic  leukemia in combination with standard treatment in 
paediatric patients from 28 days to less than 18 years of age, Treatment of relapsed, 
refractory and newly-diagnosed acute myeloid leukemia in combination with standard 
treatment in paediatric patients from 28 days to less than 18 years of age 

Day 30 discussion 

Oncology 

3.3.12.  Lenvatinib - EMEA-001119-PIP02-12-M05 

Eisai Europe Ltd; Treatment of papillary thyroid carcinoma, Treatment of Osteosarcoma, 
Treatment of follicular thyroid carcinoma / Treatment of refractory or relapsed 
osteosarcoma in children and adolescents, Treatment of progressive, radioiodine-
refractory differentiated thyroid cancer in children and adolescents 
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Day 30 discussion 

Oncology 

3.3.13.  Palbociclib - EMEA-002146-PIP01-17-M01 

Pfizer Europe MA EEIG; Treatment of Ewing sarcoma / treatment of refractory or 
recurrent Ewing sarcoma 

Day 30 discussion 

Oncology 

3.3.14.  Autologous CD34+ enriched cell fraction that contains CD34+ cells transduced 
with lentiviral vector that encodes for the human ARSA cDNA sequence - Orphan 
- EMEA-001765-PIP02-15-M03 

Orchard Therapeutics (Europe) Ltd; Metachromatic leukodystrophy (MLD) / For the 
treatment of metachromatic leukodystrophy (MLD) 

Day 30 discussion 

Other 

3.3.15.  Allogeneic T cells genetically modified with a retroviral vector encoding for a 
truncated form of the human low affinity nerve growth factor receptor (ΔLNGFR) 
and the herpes simplex I virus thymidine kinase (HSV-TK Mut2) - Orphan - 
EMEA-001370-PIP02-13-M02 

MolMed S.p.A.; adjunctive treatment in haematopoietic cell transplantation  

Day 30 discussion 

Other / Haematology-Hemostaseology 

3.3.16.  Aqueous extracts of Dermatophagoides pteronyssinus and Dermatophagoides 
farinae  - EMEA-000815-PIP01-09-M01 

Allergy Therapeutics (UK) Ltd; Allergic rhinitis and Acute atopic conjunctivitis due to 
house dust mites / allergic rhinitis/allergic conjunctivitis 

Day 30 discussion 

Pneumology - Allergology 

3.3.17.  Birch, Hazel and Alder Pollen Extract - EMEA-000808-PIP01-09-M01 

Allergy Therapeutics (UK) Ltd; J.30.1 Allergic rhinitis due to pollen H10.1 Acute atopic 
conjunctivitis / Allergic rhinitis/allergic conjuctivitis 

Day 30 discussion 

Pneumology - Allergology 
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3.3.18.  Vortioxetine - EMEA-000455-PIP02-10-M05 

H. Lundbeck A/S; Major Depressive Disorder 

Day 30 discussion 

Psychiatry 

3.3.19.  Fc- and CDR-modified humanized monoclonal antibody against C5 - Orphan - 
EMEA-001943-PIP01-16-M02 

Alexion Europe SAS; Atypical Haemolytic Uremic Syndrome / Treatment of atypical 
Haemolytic Uremic Syndrome 

Day 30 discussion 

Uro-nephrology / Haematology-Hemostaseology 

4.  Nominations 

Information related to this section cannot be released at the present time as it is deemed to contain 
commercially confidential information. 

4.1.  List of letters of intent received for submission of applications 
with start of procedure DD Month 20XX for Nomination of 
Rapporteur and Peer reviewer 

Summary of committee discussion: 

The PDCO approved the lists of Rapporteurs and Peer Reviewers. 

4.2.  Nomination of Rapporteur for requests of confirmation on the 
applicability of the EMA decision on class waiver. 

Summary of committee discussion: 

The PDCO approved the lists of Rapporteurs and Peer Reviewers. 

4.3.  Nominations for other activities 

No items. 

5.  Scientific Advice Working Party (SAWP) and Paediatric 
Committee (PDCO) Interaction 

Information related to this section cannot be released at the present time as it is deemed to contain 
commercially confidential information.  

5.1.  New Scientific Advice 

Information related to this section cannot be released at the present time as it is deemed 
to contain commercially confidential information. 
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5.2.  Ongoing Scientific Advice 

Information related to this section cannot be released at the present time as it is deemed 
to contain commercially confidential information. 

5.3.  Final Scientific Advice (Reports and Scientific Advice letters) 

Information related to this section cannot be released at the present time as it is deemed 
to contain commercially confidential information. 
 

6.  Discussion on the applicability of class waivers 
Some information related to this section cannot be released at the present time as it is deemed to 
contain commercially confidential information. 

6.1.  Discussions on the applicability of class waiver for products  

6.1.1.    Cetuximab-IRDye 700DX Conjugate - EMEA-01-2019 

Rakuten Aspyrian, Inc.; The class of Her- / Epidermal growth factor-receptor antibody 
medicinal products for treatment of head and neck epithelial malignant neoplasms and the 
class of photosensitising medicinal products for treatment of head and neck epithelial 
malignant neoplasms/ Treatment, in combination with a PIT690 Laser System, of patients 
with locoregional recurrent head and neck squamous cell carcinoma (HNSCC) with 
progressive disease on or after two or more lines of therapy 

   Summary of committee discussion: 

The applicability of the class waiver as referred to in the Agency’s Decision CW/0001/2015 
to the planned therapeutic indication was not confirmed since this is a novel product and 
the class waiver list does not include drug-device combinations.  
Other potential paediatric interests of this medicine suggested by PDCO: None at this 
stage. 

6.1.2.    Leuco-methylthioninium bis(hydromethanesulfonate) - EMEA-04-2019 

TauRx Therapeutics Europe Ltd.; All classes of medicinal products for treatment of 
Alzheimer’s disease / Treatment of early/mild/moderate Alzheimer's Disease 

   Summary of committee discussion: 

The applicability of the class waiver as referred to in the Agency’s Decision CW/0001/2015 
to the planned therapeutic indication was confirmed.  
Other potential paediatric interests of this medicine suggested by PDCO: None at this 
stage. 
 

7.  Discussion on the inclusion of an indication within a 
condition in an agreed PIP/waiver 

 
No items 
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8.  Annual reports on deferrals 
 
The members of the PDCO took note of the products listed in the Annex B. 

 

9.  Organisational, regulatory and methodological matters 
 

9.1.    Mandate and organisation of the PDCO 

No items  

9.2.    Coordination with EMA Scientific Committees or CMDh-v 

9.2.1.    Committee for Medicinal Products for Human Use (CHMP) 

  Summary of committee discussion: 

The PDCO members were informed about the final CHMP opinions on medicinal products 
with recommended paediatric indications adopted in February 2019. These included 
Dectova (zanamivir), Dupixent (dupilumab) and Viread (tenofovir disoproxil). Viread 
granules 33 mg/g were introduced to include use in paediatric patients aged from 2 to less 
than 12 years of age.  

The list of procedures with paediatric indications to be evaluated by the CHMP, starting in 
February 2019, was presented to the PDCO members. 

9.2.2.    Committee for Medicinal Products for Human Use (CHMP) 

CHMP/PDCO joint session 

   Summary of committee discussion: 

A joint session CHMP/PDCO was held.  

9.3.  Coordination with EMA Working Parties/Working Groups/Drafting 
Groups 

9.3.1.  Non-clinical Working Group: D30 Products identified  

PDCO member: Karen van Malderen  

Summary of committee discussion: 

The Chair of the Non-clinical Working Group identified the products which will require Non-
clinical Working Group (NCWG) evaluation and discussion. 

9.3.2.  Formulation Working Group  

PDCO member: Brian Aylward  

  Summary of committee discussion: 

https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group
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The Chair of the Formulation Working Group (FWG) identified the products which will 
require Formulation Working Group evaluation and discussion. 

9.4.  Cooperation within the EU regulatory network  

9.4.1.  European Network of Paediatric Research (Enpr) - European Medicines Agency             
(EMA): Introduction to activities of PEDMED-NL 

  Summary of committee discussion: 

Tessa van der Geest presented an overview of Pedmed-NL (the former Dutch Medicines for 
Children Research Network) and the activities the network is involved in. The network has 
been involved in the development of the Dutch Paediatric Formulary (kinderformularium), 
the establishment of European Paediatric Translational Research Infrastructure (EPTRI) 
and Paediatric Clinical Research Infrastructure (PEDCRIN) as well as in the planning of 
clinical trials, mainly via Connect4Children (C4C). These activities were described as the 
“pharmacotherapy improvement cycle”, spanning from “best evidence dose” over 
translational research to clinical studies. The network was relaunched in 2018 as Pedmed-
NL with the main goal to facilitate and support the conduct of C4C proof of viability studies 
(by 2023). The main goal beyond 2023 is to create a sustainable network for research in 
children.  

9.4.2.  European Network of Paediatric Research (Enpr) - European Medicines Agency 
(EMA): Update on outcome of Working Group on Trial Preparedness 

PDCO member: Angeliki Siapkara 

Summary of committee discussion: 

The Committee discussed some wording improvements in the trial preparedness document 
following a review by the members. 

9.4.3.  Handling of confidential information within the EU network 

Summary of committee discussion: 

The PDCO was informed of the best practice for sharing information within the EU network 
and of the recommended tools to safeguard the confidentiality of the shared information.  

9.5.  Cooperation with International Regulators 

9.5.1.  Report from the Paediatric Cluster Teleconference 

 Summary of committee discussion: 

The Committee was informed about the discussions at the Paediatric Cluster 
teleconference on 21 March 2019. 

https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group
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9.6.  Contacts of the PDCO with external parties and interaction with 
the Interested Parties to the Committee 

9.6.1.  Cardiac Safety Research Consortium Think Tank: NOAC Use in the Paediatric 
Population: Defining the Path Forward - ACC Heart House - Washington, DC – 
Agenda 

PDCO: Dirk Mentzer (Chair)  

Summary of committee discussion: 

The Committee endorsed the remote participation of Dirk Mentzer, as PDCO Chair, to the 
upcoming meeting on non-vitamin K antagonist oral anticoagulants (NOAC) Use in the 
Paediatric Population, organised by the Cardiac Safety Research Consortium. Feedback 
from the meeting will be provided during the next PDCO plenary. 

9.6.2.  Outcome of the WHO/Paediatric HIV Vatican Meeting 

Summary of committee discussion: 

The Committee adopted a letter to WHO summarising some principles considered during 
the evaluation of PIPs for human immunodeficiency viruses (HIV) medicines. 

9.7.  PDCO work plan 

No items 

9.8.  Planning and reporting 

10.  Any other business 
 

No items 

 

11.  Breakout sessions 

11.1.1.  Paediatric oncology  

Summary of committee discussion: 

The group discussed the upcoming 4th Paediatric Strategy Forum (Paediatric Strategy 
Forum for Medicinal Product Development for Acute Myeloid Leukaemia in Children and 
Adolescents). Additionally, the group discussed topics related to currently ongoing 
paediatric oncology procedures. 

11.1.2.  Neonatology 

Summary of committee discussion: 

The Neonatology breakout session discussed PIPs concerning drug development in 
neonates. The breakout session also discussed the risk of increased mortality after light 
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exposure of parenteral nutrition and agreed that this potential signal could merit 
assessment by the PRAC. 

11.1.3.  Inventory 

Summary of committee discussion: 

The group convened in the margins of the PDCO plenary meeting to discuss the best 
approach to capture the Committee’s discussion on unmet needs in the minutes of the 
procedures.  

 

The Chair thanked all participants and closed the meeting. 
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12.  List of participants 
List of participants including any restrictions with respect to involvement of members / alternates / 
experts following evaluation of declared interests for the 26-29 March 2019 meeting. 

Name Role Member state 
or affiliation 

Outcome 
restriction 
following 
evaluation of e-
DoI 

Topics on agenda for 
which restrictions 
apply 

Dirk Mentzer Chair Germany No interests declared   
Karl-Heinz 
Huemer 

Member Austria No interests declared   

Koenraad 
Norga 

Member 
(Vice-Chair) 

Belgium When chairing the 
meeting: 
To be replaced for 
discussions, final 
deliberations and 
voting  
 
When not chairing 
the meeting: No 
participation in final 
deliberations and 
voting  

2.1.12.  Humanized 
antibody targeting B cell 
maturation antigen 
conjugated with 
maleimidocaproyl 
monomethyl auristatin F 
- Orphan - EMEA-
002468-PIP02-18 (D60 
opinion) 
 
3.1.28.  Human 
immunoglobulin G2 
isotype antibody to   IL-
33R - EMEA-002515-
PIP01-18 (D30 
discussion) 

Karen Van 
Malderen 

Alternate Belgium No interests declared   

Dimitar 
Roussinov 

Member Bulgaria No restrictions 
applicable to this 
meeting 

  

Petra 
Dominikova 

Alternate Czech Republic No interests declared   

Kirstine Moll 
Harboe 

Member Denmark No interests declared   

Irja Lutsar Member Estonia No interests declared   
Jana Lass Alternate Estonia No interests declared   
Ann Marie 
Totterman 

Member Finland No interests declared   

Sylvie 
Benchetrit 

Member France No interests declared   

Dominique 
Ploin 

Alternate France No interests declared   

Sabine Scherer Member Germany No interests declared   
Yuansheng Sun Alternate Germany No interests declared   
Eleni Katsomiti Member Greece No interests declared   
Anastasia 
Mountaki 

Alternate Greece No interests declared   

Ágnes 
Gyurasics 

Member 
(CHMP 
member) 

Hungary No interests declared   

Brian Aylward Member Ireland No interests declared   
Sara Galluzzo Member Italy No interests declared   
Dina Apele-
Freimane 

Member Latvia No restrictions 
applicable to this 
meeting 

  

Sigita Member Lithuania No interests declared   
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Name Role Member state 
or affiliation 

Outcome 
restriction 
following 
evaluation of e-
DoI 

Topics on agenda for 
which restrictions 
apply 

Burokiene 
Goda 
Vaitkeviciene 

Alternate Lithuania No interests declared   

Carola de 
Beaufort 

Member 
(CHMP 
alternate) 

Luxembourg No interests declared   

Herbert 
Lenicker 

Alternate Malta No interests declared   

Maaike van 
Dartel 

Member Netherlands No interests declared   

Siri Wang Member Norway No interests declared   
Anette Solli 
Karlsen 

Alternate Norway No interests declared   

Marek Migdal Member Poland No interests declared   
Helena Fonseca Member Portugal No interests declared   
Hugo Tavares Alternate Portugal No interests declared   
Dana Gabriela 
Marin 

Member 
(CHMP 
alternate) 

Romania No interests declared   

Peter Sisovsky Member Slovakia No interests declared   
Peter Szitanyi Alternate Slovakia No interests declared   
Stefan Grosek Member Slovenia No interests declared   
Fernando de 
Andrés Trelles 

Member Spain No interests declared   

Maria Jesus 
Fernández 
Cortizo 

Alternate Spain No interests declared   

Ninna Gullberg Member Sweden No interests declared   
Eva Agurell Alternate Sweden No interests declared   
Angeliki 
Siapkara 

Member United Kingdom  No interests declared   

Martina Riegl Alternate United Kingdom  No interests declared   
Fernando 
Cabanas 

Member Healthcare 
Professionals' 
Representative 

No interests declared   

Jorrit Gerritsen Alternate Healthcare 
Professionals' 
Representative 

No interests declared   

Francesca 
Rocchi 

Member Healthcare 
Professionals' 
Representative 

No restrictions 
applicable to this 
meeting 

  

Catherine 
Cornu 

Alternate Healthcare 
Professionals' 
Representative 

No restrictions 
applicable to this 
meeting 

  

Johannes 
Taminiau 

Member Healthcare 
Professionals' 
Representative 

No interests declared   

Doina Plesca Alternate Healthcare 
Professionals' 
Representative 

No restrictions 
applicable to this 
meeting 

  

Günter Karl-
Heinz  
Auerswald 

Member Patients’ 
Organisation 
Representative 

No restrictions 
applicable to this 
meeting 

  

Michal Member Patients’ No restrictions   
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Name Role Member state 
or affiliation 

Outcome 
restriction 
following 
evaluation of e-
DoI 

Topics on agenda for 
which restrictions 
apply 

Odermarsky Organisation 
Representative 

applicable to this 
meeting 

Dimitrios 
Athanasiou 

Member Patients’ 
Organisation 
Representative 

No interests declared   

Tessa  van der 
Geest  

Expert - in 
person* 

  No interests declared   

Nithyanandan  
Nagercoil 

Expert - in 
person* 

MHRA Direct interests 
declared 

  

John  Johnston  Expert - via 
telephone* 

MHRA No interests declared   

Ita  Walsh Expert - via 
telephone* 

Netherlands - 
CBG/MEB 

No interests declared   

Peter Mol Expert - via 
telephone* 

Netherlands - 
CBG/MEB 

No interests declared   

Mogens  
Westergaard 

Expert - via 
telephone* 

Denmark - DMA Direct interests 
declared 

  

Anja  Schiel Expert - via 
telephone* 

Norway - NOMA No interests declared   

Jacqueline  Kerr Expert - via 
telephone* 

 Germany - PEI  No interests declared   

Andrea Laslop Expert - in 
person* 

Austria - AGES No interests declared   

Alexandre  
Moreau 

Expert - in 
person* 

France - ANSM No interests declared   

Jan  Mueller 
Berghaus 

Expert - in 
person* 

Germany - PEI No interests declared   

Meeting run with support from relevant EMA staff 
* Experts were only evaluated against the agenda topics or activities they participated in 
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13.  Explanatory notes 

The Notes give a brief explanation of relevant agenda items and should be read in conjunction with 
the agenda. 

Paediatric investigation plan (PIP) (section 2.1 Opinion on PIPs and section 3.1 Discussions on 
PIPs) 
A paediatric investigation plan (PIP) is a development plan aimed at ensuring that the necessary 
data are obtained through studies in children, when it is safe to do so, to support the authorisation 
of a medicine for children. Pharmaceutical companies submit proposals for PIPs to the European 
Medicines Agency's Paediatric Committee (PDCO). This Committee is responsible for agreeing or 
refusing the plan. 
 
Compliance checks (section 2.2 Opinions on Compliance check, section 3.2 Discussions on 
Compliance check) 
A compliance check may be necessary before any application for marketing authorisation (even for 
an adult indication) can be considered valid, if there was no deferral for at least one of the studies 
agreed in the PIP, or after the due date of initiation or completion of a study/measure. The same 
applies to some regulatory applications for authorised products, as described above. 
 
Modification of an Agreed Paediatric Investigation Plan (section 2.3 Opinions on Modification 
of an agreed PIP, section 3.3 Discussions on Modification of an agreed PIP)  
The development plan for a medicine can be modified at a later stage as knowledge increases. 
Modifications can also be made if the Applicant encounters such difficulties with the implementation 
of a PIP, which render it unworkable or no longer appropriate. 
In some cases, studies can be deferred until after the studies in adults have been conducted. This 
ensures that research in children is done only when it is safe and ethical to do so. Even when 
studies are deferred, the PIP will include details of the paediatric studies and their timelines. 
 
Class waiver (section 6 Discussion on the applicability of class waiver) 
As some diseases do not affect children (for example Parkinson's disease), the development of 
medicines for these diseases should not be performed in children. In these cases, a PIP is not 
required and it will be waived. For more information on the classes of diseases subject to waivers, 
see class waivers. 
 
Annual reports on deferrals (section 8) 
If the medicinal product is approved in the EU, annual reports on the deferred measures in the PIP 
must be submitted to the Agency. 
  

More detailed information on the above terms can be found on the EMA website: 
www.ema.europa.eu/ 

http://www.ema.europa.eu/ema/index.jsp?curl=pages/about_us/general/general_content_000265.jsp&mid=WC0b01ac0580028e9d
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000036.jsp&mid=WC0b01ac05801177cd
http://www.ema.europa.eu/
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[bookmark: _Toc21371904]Introductions

[bookmark: _Toc21371905]Welcome and declarations of interest of members, alternates and experts 

In accordance with the Agency’s policy on handling of declarations of interests of scientific committees’ members and experts, based on the declarations of interest submitted by the Committee members, alternates and experts and based on the topics in the agenda of the current meeting, the Committee Secretariat announced the restricted involvement of some meeting participants in upcoming discussions as included in the pre-meeting list of participants and restrictions. 

Participants in this meeting were asked to declare any changes, omissions or errors to their declared interests and/or additional restrictions concerning the matters for discussion. 

Discussions, deliberations and voting took place in full respect of the restricted involvement of Committee members and experts in line with the relevant provisions of the Rules of Procedure and as included in the list of participants. All decisions taken at this meeting were made in the presence of a quorum of members (i.e. 23 or more members were present in the room). All decisions, recommendations and advice were agreed by consensus, unless otherwise specified.

[bookmark: _Toc21371906]Adoption of agenda 

The agenda was adopted and will be published on the EMA website.

[bookmark: _Toc21371907]Adoption of the minutes 

The minutes of February 2019 PDCO meeting were adopted and will be published on the EMA website.

[bookmark: _Toc21371908]Opinions

Some information related to this section cannot be released at the present time as it is deemed to contain commercially confidential information.

[bookmark: _Toc21371909]Opinions on Products

[bookmark: _Toc21371910]Efpeglenatide - EMEA-001903-PIP01-15

Sanofi-aventis recherche et développement; Type 2 diabetes mellitus  

Rapporteur: Carine de Beaufort; Peer reviewer: Ann Marie Tötterman; EMA Paediatric Coordinator: Janina Karres

Day 120 opinion

Article 7; PIP and Deferral and Waiver

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

During its March plenary meeting, the PDCO discussed the Applicant’s responses to PDCO’s questions from the day 90 discussion for efpeglenatide (long acting glucagon-like-peptide-1 (GLP-1) receptor agonist) for the treatment of adolescents from 10-18 years with type 2 diabetes and adopted a positive Opinion.
The responses to the following issues have been deemed acceptable by the PDCO:
- the non-clinical issue (additional endpoint in PPND study to examine possible effects on lateral ventricles), 
- the up titration and PK sampling schedule,
- the secondary endpoints, 
- the exclusion of patients with a history of diabetic ketoacidosis after receiving anti-hyperglycemic medications.
As regards the use of concomitant glucose lowering agents, the PDCO could accept insulin alone (without metformin). However, considering that patients will be at least 8 weeks post T2D diagnosis, the PDCO strongly emphasized that insulin only is not considered optimal/good clinical practice. From a clinical perspective, insulin as single background medication is only deemed acceptable when no transition towards metformin has been possible.

[bookmark: _Toc21371911]Dusquetide - EMEA-002306-PIP02-18

Soligenix UK Limited; Prevention of Severe Oral Mucositis  

Rapporteur: Marek Migdal; Peer reviewer: Siri Wang; EMA Paediatric Coordinator: Rocio Fernandez

Day 120 opinion

Article 7; PIP and Deferral

Gastroenterology-Hepatology

Summary of committee discussion:

All issues were solved and a positive Opinion was adopted at Day 120.
In conclusion, the PDCO recommends granting a paediatric investigation plan for children from birth to less than 18 years of age and a deferral for the treatment of oral mucositis.

[bookmark: _Toc21371912]Fitusiran (synthetic double-stranded siRNA oligonucleotide directed against antithrombin mRNA and covalently linked to a ligand containing three N-acetylgalactosamine residues) - Orphan - EMEA-001855-PIP01-15

Genzyme Europe B.V.; Treatment of Haemophilia B, Treatment of Heamophilia A / Fitusiran is indicated for routine prophylaxis to prevent or reduce the frequency of bleeding episodes in children aged ≥ 1 year with severe Haemophilia B, including patients who express neutralizing antibodies to exogenous factor IX substitution., Ffitusiran is indicated for routine prophylaxis to prevent or reduce the frequency of bleeding episodes in children aged ≥ 1 year with severe Haemophilia A, including patients who express neutralizing antibodies to exogenous factor VIII substitution 

Rapporteur: Karl-Heinz Huemer, Hendrik van den Berg; Peer reviewer: Fernando de Andres Trelles; EMA Paediatric Coordinator: Janina Karres

Day 120 opinion

Article 7; PIP

Haematology-Hemostaseology

Summary of committee discussion:

During the March PDCO plenary meeting, the Company attended an oral explanation. 
The main issues for discussion were pertaining to patient numbers and study duration of Study ALN-AT3SC-009 (supportive study in adults & adolescents with H-A + H-B: inhibitor + non-inhibitor patients- comparison to previous prophylaxis treatment) and the pivotal paediatric Study ATLAS PED Part B/NIS, in children 1-12 years of age (H-A + H-B: inhibitor + non-inhibitor patients- comparison to previous prophylaxis treatment).
Considering the totality of the adult and adolescent data, including also the separate inhibitor and non-inhibitor studies ALN-AT3SC-003 and ALN-AT3SC-004, the PDCO could accept the Applicant’s proposal for Study ALN-AT3SC-009, as follows:
- Patient numbers:
+Cohort A:
at least 23 patients with inhibitors H-A and at least 7 with H-B with inhibitors.  
+Cohort B: 
at least 29 patients with H-A without inhibitors and at least 11 patients with H-B without inhibitors 
- Adolescents:
at least 7 patients from 12 to less than 18 years of age.
Treatment period:
- Onset period: at least 4 weeks.
- Efficacy period: at least 6 months.

As regards the pivotal paediatric Study ATLAS PED Part B/NIS, the PDCO did maintain their requirements concerning patient numbers and duration of efficacy period, as per the day 90 PDCO discussion from 01 March 2019). However, the Applicant’s position could be accepted to only have an onset period of 4 weeks.
The PDCO emphasized again that patient numbers in the clinical development program need to be sufficient to inform about safety events such as break-through bleedings (e.g. from falls/trauma) and surgeries. Sufficient data needs to be generated to guide physicians on the correct use of additional administration of factor and BPA therapies while on Fitusiran. 
A positive Opinion has been adopted by the PDCO.

[bookmark: _Toc21371913]Ustekinumab - EMEA-000311-PIP06-18

Janssen-Cilag International NV; ICD10: M32 Systemic lupus erythematosus (SLE) / Treatment of systemic lupus erythematosus (SLE) 

Rapporteur: Sara Galluzzo; Peer reviewer: Fernando de Andres Trelles, Immanuel Barth; EMA Paediatric Coordinator: Roberto De Lisa

Day 120 opinion

Article 8; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

Following the discussion held at Day 90, the Applicant took the issues raised by the PDCO into account and proposed a higher number of patients in the main study that had also been transformed in a RCT 3:1 versus placebo on top of standard therapy. The Applicant also expressed difficulties in recruiting patients in the adult and possible adolescent patients above 16 years of age study. The PDCO agreed that at least there should be an attempt to recruit 4 patients. If such documented attempt is not successful the Applicant will have to come back to PDCO with appropriate modification. A certain number of patients – to get an indication able to cover for the full paeditric proposed age range – below 12 years of age need to be recruited. Therefore thehe PDCO finally endorsed at its March 2019 meeting a PIP for ustekinumab for the treatment of systemic lupus erythematosus (SLE) with a waiver and a deferral.

Tafenoquine - EMEA-002301-PIP01-17 WITHDRAWN[footnoteRef:1] [1: ] 


60 Degrees Pharmaceuticals LLC; Prevention of malaria / Prevention of malaria 

Rapporteur: Helena Fonseca; Peer reviewer: Kirstine Moll Harboe; EMA Paediatric Coordinator: Maribel Gonzalez Tome, Andrea Ecker

Day 120 opinion

Article 7; PIP and Deferral

Infectious Diseases

Summary of committee discussion:

A response to the outstanding issues highlighted at Day 90 was received on 15 March 2019.
The Applicant provided further justification for the lack of an active comparator, stressing again that in the countries where the trial is proposed to be conducted (Papua New Guinea and Kenya), no prevention represents the standard-of-care. In addition, treatment will be offered to children who become symptomatic during the study and thus study participants will have medical care at least as good as children not participating in the study. Altogether the Applicant’s response was considered acceptable by the Committee.
Regarding the study sites and timelines, the Applicant again stressed the need to assess safety before age de-escalation and highlighted that in endemic areas study sites may not have the capability to perform the required ophthalmology assessments. This response was also considered acceptable by the Committee. 
However, the Applicant’s response regarding the formulation was not reassuring, and the Committee remained concerned that it may not be possible to accurately fraction the dose given the active substance is virtually insoluble in water. 
The Committee thus consulted the FWG, who agreed that the proposed 50 mg dispersible tablet is not acceptable as the active substance is insoluble in water and the envisaged posology requires fractioning the dose. Moreover, FWG noted that the instructions for dispersing the tablets and sampling an aliquot are very complex, counter-intuitive, and thus are highly likely to cause medication errors, particularly within the proposed setting of weekly dosing in travellers. The FWG concluded that a pharmaceutical form adapted to the physico-chemical properties of the active substance and suitable for the required posology and the indication should be developed (e.g. multiple strengths dispersible tablets, segmented tablets to allow easy fractioning of the dose, etc) in order to improve dose accuracy and compliance.
Altogether the Applicant’s response has not provided any certainty that the product can be correctly dosed, not even in the clinical study, which thus might produce uninterpretable dose-ranging data. PDCO was concerned that the Applicant has not considered this very fundamental issue before planning to execute a clinical trial.  
For this reason the Committee did not find the proposed plan acceptable in its current form. After a trend towards a negative Opinion within the PDCO was communicated to the Applicant, the Applicant withdrew the present application in the month before adoption of the Opinion.  
The Applicant is recommended to request a presubmission TC to gain more clarity about the PDCO’s requirements. This may help improve the plan and facilitate a smooth approval in a subsequent procedure.

Benzimidazole-containing ENaC inhibitor (BI 1265162) - EMEA-002394-PIP01-18 WITHDRAWN[footnoteRef:2] [2: ] 


Boehringer Ingelheim International GmbH; Treatment of cystic fibrosis / BI 1265162 Respimat is indicated to improve lung function and reduce pulmonary exacerbations for patients with CF in conjunction with standard therapies. 

Rapporteur: Catherine Cornu; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Laura Fregonese

Day 120 opinion

Article 7; PIP and Deferral

Pneumology - Allergology

Summary of committee discussion:

[bookmark: _Toc5197937][bookmark: _Toc5198120][bookmark: _Toc5263174][bookmark: _Toc5267493][bookmark: _Toc5281176]After the oral explanation the applicant withdrew the application.

[bookmark: _Toc21371930]Glycopyrronium bromide / formoterol fumarate dihydrate / beclometasone dipropionate - EMEA-001875-PIP02-18

Chiesi Farmaceutici S.p.A.; Treatment of asthma / Regular treatment of asthma in patients not controlled with medium-high doses of inhaled corticosteroids and long-acting beta2-agonists 

Rapporteur: Marek Migdal; Peer reviewer: Francesca Rocchi; EMA Paediatric Coordinator: Chrissi Pallidis

Day 120 opinion

Article 8; PIP and Deferral and Waiver

Pneumology - Allergology

Summary of committee discussion:

The Applicant’s responses to the Day 90 issues were considered acceptable and a A positive Opinion was adopted.

[bookmark: _Toc5281178][bookmark: _Toc5281179][bookmark: _Toc5281180][bookmark: _Toc5281181][bookmark: _Toc5281182][bookmark: _Toc5281183][bookmark: _Toc5281184][bookmark: _Toc5281185][bookmark: _Toc21371931]Atorvastatin / amlodipine / candesartan - EMEA-002520-PIP01-18

Midas Pharma GmbH; Treatment of essential hypertension (ICD9: 401, ICD10: I10), Treatment of Familial hypercholesterolemia (ICD9: 272.0, ICD10: E78.0) / For adults with hypertension and elevated cholesterol already controlled with candesartan ramipril, amlodipine and atorvastatin given concurrently at the same dose level as in the fixed dose combination (FDC), (substitution indication). 

Rapporteur: Anastasia Mountaki; Peer reviewer: Doina Plesca; EMA Paediatric Coordinator: Gunter Egger

Day 60 opinion

Article 7; Waiver

Cardiovascular Diseases

Summary of committee discussion:

The PDCO confirmed the outcome of the discussion at Day 30. Based on the assessment of this application and further discussions at the Paediatric Paediatric Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO recommends granting a waiver for candesartan / atorvastatin / amlodipine for all subsets of the paediatric population (0 to less than 18 years of age) in the conditions of treatment of hypertension and treatment of hypercholesterolemia.
The PDCO emphasises that the granting of a waiver for the condition mentioned above should not prevent the Applicant from considering a development in the paediatric population in indications where there is a paediatric need.

[bookmark: _Toc21371932]Recombinant human lecithin cholesterol acyltransferase - Orphan - EMEA-002497-PIP01-18

AstraZeneca AB; Acute ST-Elevation Myocardial Infarction (STEMI)  

Rapporteur: Sabine Scherer; Peer reviewer: Eleni Katsomiti; EMA Paediatric Coordinator: Irmgard Eichler

Day 60 opinion

Article 7; Waiver

Cardiovascular Diseases

Summary of committee discussion:

Based on the assessment of this application and on the discussion on day 30, the PDCO agrees with the Applicant's request for a waiver. The PDCO adopted a positive Opinion on the granting of a product-specific waiver for recombinant human lecithin cholesterol acyltransferase for all subsets of the paediatric population (0 to 18 years of age) in the condition of acute ST elevation myocardial infarction (STEMI) on the ground that “the specific medicinal product does not represent a significant therapeutic benefit as clinical studies are not feasible”.

[bookmark: _Toc21371933]Inactivated patient's own (autologous) microorganism (Escherichia coli, Candida spp., Enterococcus spp., Streptococcus spp., Staphylococcus spp., Prevotella intermedia, Fusobacterium nucleatum and others) - EMEA-002442-PIP01-18

SymbioVaccin GmbH; Prevention and treatment of chronic or recurrent dermal or mucosal inflammation / Prevention and treatment of chronic or recurrent skin and/or mucosa inflammation in the urogenital, otorhinolaryngeal, bronchial, oral, gingiva or periodontal tract, resistant to treatment or not sufficiently treatable with topical or systemtic antibiotics, antivirals, antifungals or anti-inflammatory compounds 

Rapporteur: Sabine Scherer; Peer reviewer: Carine de Beaufort; EMA Paediatric Coordinator: Dobromir Penkov

Day 60 opinion

Article 7; Waiver

Dermatology / Pneumology - Allergology / Oto-rhino-laryngology / Uro-nephrology

Summary of committee discussion:

The PDCO view expressed at Day 30 was re-discussed and endorsed. 
The members agreed that the following MedDRA high level terms are the appropriate condition names: Treatment and prevention of bacterial upper respiratory tract infections, Treatment and prevention of dermatitis and eczema and Treatment and prevention of genitourinary tract infections and inflammations.
The PDCO recommends granting a waiver for inactivated patient's own (autologous) microorganism (Escherichia coli, Candida spp., Enterococcus spp., Streptococcus spp., Staphylococcus spp., Prevotella intermedia, Fusobacterium nucleatum and others) for all subsets of the paediatric population (0 to 18 years of age) in the conditions of ‘Treatment and prevention of bacterial upper respiratory tract infections’, ‘Treatment and prevention of dermatitis and eczema’ and ‘Treatment and prevention of genitourinary tract infections and inflammations’.

[bookmark: _Toc21371934]Seladelpar - Orphan - EMEA-002527-PIP01-18

CymaBay Ireland Limited; Treatment of primary biliary cholangitis 

Rapporteur: Sara Galluzzo; Peer reviewer: Viviana Giannuzzi; EMA Paediatric Coordinator: Chrissi Pallidis

Day 60 opinion

Article 7; Waiver

Gastroenterology-Hepatology

Summary of committee discussion:

Based on the assessment of this application, the PDCO agrees with the Applicant's request for a waiver. The PDCO recommends granting a waiver for seladelpar for all subsets of the paediatric population (0 to 18 years of age) in the condition of treatment of primary biliary cholangitis.
The PDCO emphasises that the granting of a waiver for the condition mentioned above should not prevent the Applicant from considering a development in the paediatric population in indications where there is a paediatric need. The PDCO identified cholestatic diseases affecting children as an unmet need. In principle, according to the Paediatric Regulation, incentives for the development for use in the paediatric population are available even if a waiver has been granted in another condition.

[bookmark: _Toc21371935]Humanized antibody targeting B cell maturation antigen conjugated with maleimidocaproyl monomethyl auristatin F - Orphan - EMEA-002468-PIP02-18

GlaxoSmithKline Trading Services; Treatment of multiple myeloma  

Rapporteur: Goda Vaitkeviciene; Peer reviewer: Maaike van Dartel; EMA Paediatric Coordinator: Giovanni Lesa

Day 60 opinion

Article 7; Waiver

Oncology

Summary of committee discussion:

The PDCO re-discussed this procedure at Day 60 during the March 2019 plenary.
The Committee confirmed all the conclusions reached at Day 30.

Based on the assessment of this application and further discussions at the Paediatric Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO recommends granting a waiver for humanized antibody targeting B cell maturation antigen conjugated with maleimidocaproyl monomethyl auristatin F for all subsets of the paediatric population (0 to 18 years of age) in the condition of treatment of multiple myeloma.
The PDCO emphasises that the granting of a waiver for the condition mentioned above should not prevent the Applicant from considering a development in the paediatric population in indications where there is a paediatric need. In principle according to the Paediatric Regulation, incentives for the development for use in the paediatric population are available even if a waiver has been granted in another condition.

[bookmark: _Toc21371936]Niraparib - Orphan - EMEA-002268-PIP03-18

Janssen Research & Development; Treatment of prostate malignant neoplasms  

Rapporteur: Koenraad Norga; Peer reviewer: Herbert Lenicker; EMA Paediatric Coordinator: Dominik Karres

Day 60 opinion

Article 8; Waiver

Oncology

Summary of committee discussion:

The PDCO re-discussed this procedure again in line with the comments made at Day 30..  
Based on the assessment of this application and further discussions at the Paediatric Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO recommends granting a waiver for niraparib for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘Treatment of prostate malignant neoplasms’.
The PDCO emphasises that the granting of a waiver for the condition mentioned above should not prevent the Applicant from considering a development in the paediatric population in indications where there is a pae diatric need. In principle, according to the Paediatric Regulation, incentives for the development for use in the paediatric population are available even if a waiver has been granted in another condition.

[bookmark: _Toc21371937]Carfilzomib - Orphan - EMEA-001806-PIP03-18

Amgen Europe BV; Treatment of multiple myeloma  

Rapporteur: Helena Fonseca; Peer reviewer: Kirstine Moll Harboe; EMA Paediatric Coordinator: Giovanni Lesa

Day 60 opinion

Article 8; Waiver

Oncology / Haematology-Hemostaseology

Summary of committee discussion:

The PDCO re-discussed this procedure at Day 60 during the March 2019 plenary.
The Committee confirmed all the conclusions reached at Day 30.

Based on the assessment of this application and further discussions at the Paediatric Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO recommends granting a waiver for carfilzomib for all subsets of the paediatric population (0 to 18 years of age) in the condition of treatment of multiple myeloma.
The PDCO emphasises that the granting of a waiver for the condition mentioned above should not prevent the Applicant from considering a development in the paediatric population in indications where there is a paediatric need. In principle, according to the Paediatric Regulation, incentives for the development for use in the paediatric population are available even if a waiver has been granted in another condition.

[bookmark: _Toc21371938]Amoxicillin - EMEA-002548-PIP01-19

Micro Labs GmbH; Adults / Pantoprazole/clarithromycin/amoxicillin is used for combination therapy for the eradication of Helicobacter pylori in patients with peptic ulceration, with the aim of reducing the frequency of recurrence of duodenal ulcer disease (ulcera duodeni) and gastric ulcer (ulcer ventriculi) caused by this pathogen. 

Rapporteur: Johannes Taminiau; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Chrissi Pallidis

Day 60 opinion

Article 7; Waiver

Other

Summary of committee discussion:

Based on the assessment of this application and further discussions at the Paediatric Committee including contributions of external expert(s), the PDCO agrees with the Applicant's request for a waiver. The PDCO recommends granting a waiver for pantoprazole / amoxicillin / clarithromycin (in a combination pack) for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘Treatment of helicobacter pylori infections’.

[bookmark: _Toc21371939]Clarithromycin - EMEA-002549-PIP01-19

Micro Labs GmbH; Adults / Pantoprazole/clarithromycin/amoxicillin is used for combination therapy for the eradication of Helicobacter pylori in patients with peptic ulceration, with the aim of reducing the frequency of recurrence of duodenal ulcer disease (ulcera duodeni) and gastric ulcer (ulcer ventriculi) caused by this pathogen. 

Rapporteur: Johannes Taminiau; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Chrissi Pallidis

Day 60 opinion

Article 7; Waiver

Other

Summary of committee discussion:

Based on the assessment of this application and further discussions at the Paediatric Committee including contributions of external expert(s), the PDCO agrees with the Applicant's request for a waiver. The PDCO recommends granting a waiver for pantoprazole / amoxicillin / clarithromycin (in a combination pack) for all subsets of the paediatric population (0 to 18 years of age) in the condition of treatment of helicobacter pylori infections.

[bookmark: _Toc21371940]Colecalciferol - EMEA-002553-PIP01-19

Pharma Patent Kft.; Treatment of osteoporosis  

Rapporteur: Helena Fonseca; Peer reviewer: Peter Sisovsky; EMA Paediatric Coordinator: Emilie Desfontaine

Day 60 opinion

Article 7; Waiver

Other

Summary of committee discussion:

The PDCO agrees with the Applicant's request for a waiver. The PDCO recommends granting a waiver for colecalciferol for all subsets of the paediatric population (0 to 18 years of age) in the condition of treatment of osteoporosis, on grounds of lack of significant therapeutic benefit over existing treatments.
The PDCO emphasises that the granting of a waiver for the condition mentioned above should not prevent the Applicant from considering a development in the paediatric population in indications where there is a paediatric need. In principle, according to the Paediatric Regulation, incentives for the development for use in the paediatric population are available even if a waiver has been granted in another condition.

[bookmark: _Toc21371941]Ibandronic acid (in the form of ibandronate sodium monohydrate) - EMEA-002331-PIP01-18

Pharma Patent Kft.; Treatment of osteoporosis  

Rapporteur: Helena Fonseca, Hugo Tavares; Peer reviewer: Peter Sisovsky; EMA Paediatric Coordinator: Emilie Desfontaine

Day 60 opinion

Article 7; Waiver

Other

Summary of committee discussion:

The PDCO agrees with the Applicant's request for a waiver. The PDCO recommends granting a waiver for ibandronic acid (in the form of ibandronate sodium monohydrate) for all subsets of the paediatric population (0 to 18 years of age) in the condition of treatment of osteoporosis, on grounds of lack of significant therapeutic benefit over existing treatments.
The PDCO emphasises that the granting of a waiver for the condition mentioned above should not prevent the Applicant from considering a development in the paediatric population in indications where there is a paediatric need. In principle, according to the Paediatric Regulation, incentives for the development for use in the paediatric population are available even if a waiver has been granted in another condition.

[bookmark: _Toc21371942]Pantoprazole - EMEA-002512-PIP01-18

Micro Labs GmbH; Adults / Pantoprazole/clarithromycin/amoxicillin is used for combination therapy for the eradication of Helicobacter pylori in patients with peptic ulceration, with the aim of reducing the frequency of recurrence of duodenal ulcer disease (ulcera duodeni) and gastric ulcer (ulcer ventriculi) caused by this pathogen. 

Rapporteur: Johannes Taminiau; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Chrissi Pallidis

Day 60 opinion

Article 7; Waiver

Other

Summary of committee discussion:

Based on the assessment of this application and further discussions at the Paediatric Committee including contributions of external expert(s), the PDCO agrees with the Applicant's request for a waiver. The PDCO recommends granting a waiver for pantoprazole / amoxicillin / clarithromycin (in a combination pack) for all subsets of the paediatric population (0 to 18 years of age) in the condition of treatment of helicobacter pylori infections.

[bookmark: _Toc21371943]Olopatadine hydrochloride / mometasone furoate (as the monohydrate) - EMEA-002514-PIP01-18

Glenmark Pharmaceuticals Europe Ltd.; Treatment of allergic rhinitis / rhino-conjunctivitis 

Rapporteur: Sabine Scherer; Peer reviewer: Paola Baiardi; EMA Paediatric Coordinator: Dobromir Penkov

Day 60 opinion

Article 7; PIP and Waiver

Oto-rhino-laryngology

Summary of committee discussion:

The PDCO adopted a positive Opinion, including a waiver in children from birth to less than 2 years of age on the grounds that the disease does not occur in the specified paediatric subset and in children from 2 to less than 12 years of age on the grounds that the specific medicinal product does not represent a significant therapeutic benefit over existing treatments.

[bookmark: _Toc21371944]PTI-428 - EMEA-002398-PIP01-18

SFL Regulatory Services GmbH; Cystic fibrosis / Treatment of cystic fibrosis in individuals with cystic fibrosis who are homozygous for the F508del mutation and are receiving treatment with a cystic fibrosis transmembrane conductance regulator (CFTR) modulator 

Rapporteur: Catherine Cornu; Peer reviewer: Peter Szitanyi; EMA Paediatric Coordinator: Irmgard Eichler

Day 120 opinion

Article 7; PIP and Deferral

Pneumology - Allergology

Summary of committee discussion:

The PDCO’s view expressed on Day 90 was re-discussed taking into account the Applicant’s additional clarifications. 
The PDCO endorsed the conclusion of the Non-clinical Working Group (NC-WG); in particular the need for a combination study in adult rats. It was noted that the combination toxicity studies in adult animals conducted for Orkambi (lumacaftor / ivacaftor) and Symkevi (tezacaftor / ivacaftor) have not revealed any unexpected or alarming toxicity. Nevertheless, the mode of action for PTI-428 is by increasing and stabilising CFTR mRNA, and not potentiator or corrector activity. As such, extrapolation is difficult. Therefore, a combination study is considered needed for the general development of PTI-428 administered together with CFTR modulator background treatment, not just for the paediatric development. Thus, the study is requested  to be conducted in adult/adolescent rats, not juvenile animals. According to guideline ICH M3, a combination toxicity study is expected: “When an early stage entity(ies) with limited clinical experience is combined with a late stage entity(ies), clinical studies of longer duration (more than 1 month) should be supported by a nonclinical combination toxicity study”.
At this stage available clinical evidence is not considered enough. If the Applicant succeeds in conducting clinical trials in adults/adolescents without this non-clinical combo study to gather more clinical experience with PTI-428 on top of CFTR modulator background treatment, the need for the non-clinical combination study might be reconsidered at a later stage.
The Committee also supported the NC-WG conclusion, that only one definitive juvenile animal study in addition to the proposed dose range finding study should be performed with a starting age of postnatal day 10 and a duration of 8 weeks.
The Committee discussed again that the size of the currently available tablet is very large and young adolescents might not be able to swallow it. Therefore, before enrolment of adolescents, it must be tested how the tablet could be split or crushed without clinically significant loss of mass, resulting in pieces which are easy to administer and to swallow. This requirement is included in the Opinion.
The Committee adopted a positive Opinion for PTI-428 for the treatment of cystic fibrosis in individuals who are homozygous for the F508del mutation and are receiving treatment with a CFTR modulator.

[bookmark: _Toc21371945]Budesonide / salbutamol sulfate - EMEA-002533-PIP01-18

AstraZeneca AB; Treatment of asthma / as-needed treatment or prevention of bronchoconstriction in children aged 6 years and older with reversible obstructive airway disease / The reduction of exacerbations in children aged 6 years and older with asthma

Rapporteur: Jorrit Gerritsen; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Irmgard Eichler

Day 60 opinion

Article 7; PIP and Deferral and Waiver

Pneumology - Allergology

Summary of committee discussion:

The PDCO’s view expressed on day 30 was re-discussed and endorsed. The Committee further discussed that the most appropriate ground for the full waiver would be that the specific medicinal product does not represent a significant therapeutic benefit over existing treatments, as the mono-components are authorised and available and allow dosing flexibility. The potential benefit of budesonide/albuterol sulfate metered-dose inhaler (BDA MDI) as discussed on Day 30, is considered limited in the acute setting by the fact that actuations of the short-acting β2 Agonist (SABA) need to be limited due to co-administration of corticosteroids to avoid overuse of inhaled corticosteroids.
Based on the assessment of this application and further discussions at the Paediatric Committee, the PDCO recommends granting a waiver on its own motion for budesonide / salbutamol sulfate for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘Treatment of asthma’ on the grounds that the specific medicinal product does not represent a significant therapeutic benefit over existing treatments.

[bookmark: _Toc5197137][bookmark: _Toc5197954][bookmark: _Toc5198137][bookmark: _Toc5263191][bookmark: _Toc5267509][bookmark: _Toc5281200][bookmark: _Toc21371946]Opinions on Compliance Check

The following compliance checks have been put up for discussion and the members of the PDCO have been invited to comment on issues of possible non-compliance

Lurasidone hydrochloride - EMEA-C-001230-PIP01-11-M04 WITHDRAWN[footnoteRef:3] [3: ] 


Aziende Chimiche Riunite Angelini Francesco - ACRAF S.p.A; Treatment of Schizophrenia

Rapporteur: Martina Riegl; EMA Paediatric Coordinator: Steve Estevao, Sonia Roldan Munoz, Peter Karolyi

Day 60 opinion

Psychiatry

Summary of committee discussion:

Following the Applicant’s responses to the Day 30 issues, the PDCO concluded that study 1 (D1050300) and study 2 (D1050301) were not completed in compliance with the agreed paediatric investigation plan because:
•The screening period consisted of a 26-day screening period instead of a 28-day screening period as per the latest decision - Study 1 (D1050300).
•Vz/F = apparent volume of distribution at terminal phase has been reported instead of Vd/F and Vss/F - Study 1 (D1050300).
•At least 25% of the patients were to be enrolled from the EU. This percentage was not met - Study 2 (D1050301).

The Applicant withdrew the present application.

[bookmark: _Toc21371954]Cobicistat / darunavir - EMEA-C3-001280-PIP01-12-M02

Janssen-Cilag International NV; Treatment of HIV-1 infection

Rapporteur: Maria Fernandez Cortizo; EMA Paediatric Coordinator: Andrea Ecker, Dobromir Penkov

Day 30 letter

Infectious Diseases

Summary of committee discussion:

The PDCO discussed the completed study and considered that it is compliant with the latest Agency's Decision (P/0006/2019) of 3 January 2019.The PDCO finalised this partially completed compliance procedure on 29 March 2019.
However, the PDCO reiterated their view voiced at the Day 60 discussion of the preceding modification that the Applicant will need to demonstrate as part of the paediatric extension application that breaking or crushing the tablet results in pieces which are easy to administer to and be swallowed by adolescents, and that such measures do not result in a clinically significant loss in mass, so that an alternative method of administration to the intact tablet can be formally requested in section 4.2 of the Summary of Products Characteristics (SmPC) including any instructions for the methods of breaking the tablets (e.g. the use of cutters) and administration.

[bookmark: _Toc21371955]Potassium hydrogen carbonate / potassium citrate monohydrated - EMEA-C1-001357-PIP01-12-M02

ADVICENNE; Treatment of renal tubular acidosis

Rapporteur: Angeliki Siapkara; EMA Paediatric Coordinator: Roberto De Lisa

Day 30 letter

Uro-nephrology

Summary of committee discussion:

The PDCO discussed the completed study(ies) and considered that these are compliant with the latest Agency's Decision (P/0355/2018) of 7/12/2018.
The PDCO finalised this partially completed compliance procedure on 29 March 2019. The PDCO noted that data from Study 3 were submitted as part of an initial MAA. Compliance of such study report with the PIP needs to be assessed before MAA could be considered valid.

[bookmark: _Toc21371956]Opinions on Modification of an Agreed Paediatric Investigation Plan

[bookmark: _Toc21371957]Angiotensin II (LJPC-501) - EMEA-001912-PIP02-16-M02

La Jolla Pharmaceutical II B.V.; Hypotension associated with distributive or vasodilatory shock 

Rapporteur: Ninna Gullberg; Peer reviewer: Stefan Grosek; EMA Paediatric Coordinator: Gunter Egger, Elena Mezquita, Peter Karolyi

Day 60 opinion

Article 7; PIP and Deferral

Cardiovascular Diseases

Summary of committee discussion:

Following the receipt of further information from the Applicant, the requested modifications, including the change of Study 3 from a double-blind, placebo-controlled design to an open-label, active-controlled design were deemed to be acceptable. In addition, the pharmaceutical form was corrected from "solution for infusion" to "concentrate for solution for infusion", in line with the ongoing marketing authorisation procedure.
Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that the proposed changes could be accepted.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0130/2018 of 06/04/2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371958]Omecamtiv mecarbil (AMG 423) - EMEA-001696-PIP01-14-M01

Amgen Europe B.V.; Treatment of heart failure / Treatment of chronic heart failure New York Association (NYHA) class II-IV with systolic dysfunction, in children and adolescents 6 to <18 years, in combination with standard pharmacological therapy, including angiotensin converting enzyme inhibitors (ACE inhibitors), angiotensin II receptor blockers, and/or beta-blockers

Rapporteur: Ninna Gullberg; Peer reviewer: Stefan Grosek; EMA Paediatric Coordinator: Steve Estevao, Peter Karolyi

Day 60 opinion

Article 7; PIP and Deferral

Cardiovascular Diseases

Summary of committee discussion:

Based on the review of the clarifications submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that the proposed changes could be accepted.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0197/2015 of 04 September 2015).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371959]Asfotase alfa - Orphan - EMEA-000987-PIP01-10-M04

Alexion Europe SAS; Hypophosphatasia / Treatment of hypophosphatasia

Rapporteur: Sylvie Benchetrit; Peer reviewer: Carine de Beaufort; EMA Paediatric Coordinator: Gunter Egger

Day 60 opinion

Article 7; PIP

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

The PDCO considered the information provided by the Applicant between Day 30 and Day 60 and also the feedback received from the PRAC Rapporteur. The PDCO finally agreed with the deletion of Study 10 (ENB-014-12). It was pointed out that long-term safety and efficacy was still considered to be missing information, despite the fact that the product was authorised for all age groups. However, it was agreed that the benefit of Study 10 in terms of providing this information would be limited, not least due to the small sample size. In addition, the Committee pointed out that this information should now be investigated in the ongoing registry study (ALX-HPP-501) for Strensiq (asfotase alfa) to further characterise the long term safety and efficacy as well as other important identified and potential risks included in the Strensiq (asfotase alfa) Risk Management Plan (RMP).
Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that the proposed changes could be accepted.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0204/2017 of 09/08/2017).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371960]Deferiprone - Orphan - EMEA-001126-PIP01-10-M03

Consorzio per Valutazioni Biologiche e Farmacologiche (CVBF) - Coordinator for DEEP Project (HEALTH-F4-2010-261483); treatment of chronic iron overload requiring chelation therapy / treatment of iron overload in paediatric patients affected by haemoglobinopathies requiring chronic transfusions and iron chelation

Rapporteur: Fernando de Andres Trelles; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Gunter Egger

Day 60 opinion

Article 7; PIP and Waiver

Haematology-Hemostaseology

Summary of committee discussion:

The PDCO confirmed the outcome of the Day 30 discussion and agreed with the requested modifications. Regarding the change of analysis populations for the primary analysis, the Committee pointed out that the Applicant had confirmed that this was not data driven, and that the primary analysis was specified to be based on both the PP (per protocol) and ITT (intent to treat) populations from the first version of the statistical analysis plan. In any case, both populations were deemed to be appropriate for this non-inferiority study and assessors would have to assess all data at the time of marketing authorisation application.
Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that the proposed changes could be accepted.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0357/2016 of 21/12/2016).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371961]Ravulizumab (ALXN1210) - Orphan - EMEA-002077-PIP01-16-M02

Alexion Europe SAS; Paroxysmal nocturnal haemoglobinuria / Treatment of paroxysmal nocturnal haemoglobinuria

Rapporteur: Sylvie Benchetrit; Peer reviewer: Dimitar Roussinov; EMA Paediatric Coordinator: Emilie Desfontaine

Day 60 opinion

Article 7; PIP and Deferral

Haematology-Hemostaseology

Summary of committee discussion:

Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that only part of the proposed changes could be accepted.  (i.e. change in dosing regimen for patients from 5 to less than 10 kg and changes proposed in the PIP extrapolation studies 3 and 4).
The PDCO adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0356/2017 of 1 December 2017).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371962]Baricitinib - EMEA-001220-PIP01-11-M05

Eli Lilly and Company Limited; Treatment of chronic idiopathic arthritis (including rheumatoid arthritis, ankylosing spondylarthritis, psoriatic arthritis and juvenile idiopathic arthritis) / Treatment of juvenile idiopathic arthritis (JIA), Treatment of JIA-associated uveitis

Rapporteur: Sara Galluzzo; Peer reviewer: Agnes Gyurasics; EMA Paediatric Coordinator: Gunter Egger

Day 60 opinion

Article 8; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

The PDCO confirmed the outcome of the discussion at Day 30. Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that the proposed changes could be accepted.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0157/2018 of 15/06/2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371963]Adalimumab - EMEA-000366-PIP02-09-M06

AbbVie Limited; Ulcerative Colitis / Treatment of moderate to severe ulcerative colitis

Rapporteur: Johannes Taminiau; Peer reviewer: Sara Galluzzo; EMA Paediatric Coordinator: Chrissi Pallidis

Day 60 opinion

Article 8; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation / Ophthalmology / Dermatology / Gastroenterology-Hepatology

Summary of committee discussion:

Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that the proposed changes could be accepted.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0342/2017 of 10 November 2017).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371964]Relebactam monohydrate / cilastatin sodium / imipenem monohydrate - EMEA-001809-PIP01-15-M01

Merck Sharp & Dohme (Europe), Inc.; Treatment of bacterial infections caused by gram-negative bacteria 

Rapporteur: Maria Fernandez Cortizo; Peer reviewer: Stefan Grosek; EMA Paediatric Coordinator: Dobromir Penkov

Day 60 opinion

Article 7; PIP and Deferral

Infectious Diseases

Summary of committee discussion:

The PDCO took into account the Applicant’s responses and considered that the condition name could remain ‘Treatment of Gram-negative bacterial infections’ at the moment. However, the name should be amended to ‘Treatment of infections caused by aerobic Gram-negative organisms’ in a future modification.  in line with the indication(s) applied for.
The PDCO adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0163/2016 of 15 June 2016).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371965]Onasemnogene abeparvovec - Orphan - EMEA-002168-PIP01-17-M01

AveXis Netherlands B.V.; Treatment of spinal muscular atrophy / Treatment of spinal muscular atrophy Type 1

Rapporteur: Sylvie Benchetrit; Peer reviewer: Doina Plesca; EMA Paediatric Coordinator: Emilie Desfontaine, Maribel Gonzalez Tome

Day 60 opinion

Article 7; PIP and Deferral

Neurology

Summary of committee discussion:

The PDCO was informed of the comments received from the CAT Rapporteur and Co-Rapporteur between Day 30 and Day 60 of this procedure.
Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, and after an oral explanation meeting with the Applicant, the PDCO considered that only some of the proposed changes could be accepted. 
Study AVXS-101-CL-302 (PIP Study 3) in patients with SMA type 1a, 1b or 1c with 1 or 2 SMN2 copies:
- Considering PIP Study 3 (AVXS-101-CL-302) is already ongoing, the PDCO accepted the primary endpoint as per the current protocol (“Achievement of developmental milestone of sitting without support for at least 10 seconds up to 18 months of age”), knowing that “Achievement of developmental milestone of sitting without support for at least 30 seconds up to 18 months of age” is also part of the current protocol as an exploratory endpoint. This has been added under the section Secondary endpoint of the new PIP Opinion.
- The deletion of “The previous use of nusinersen should not be an exclusion criterion for non-responder patients if indicated” was supported. It seems technically not feasible to enrol nusinersen non-responders before 6 months of age, so this scenario would not apply for SMA type 1 patients.
- It was not accepted, at this stage of the knowledge, to modify the study duration for participants “Up to 24 months dependent on phenotypes; at least 24 months for SMA type 1c”. The PDCO pointed out that the longer follow-up was needed to assess the maintenance of effect not only for marketing authorization but also for HTA bodies, which would determine the later availability of the medicinal product should it receive marketing authorization. 
Study AVXS-101-CL-303 (PIP Study 4): 
- The delay for completion date from March to May 2020 was endorsed.
Study AVXS-101-CL-304 (PIP Study 5) in pre-symptomatic patients:
- The Applicant notified the PDCO of their intention to reinstate enrolment of patients with 4 copies of SMN2, after DSMB consultation, as the non-clinical cardiac safety findings have not been translated in human findings and, according to the Applicant, both the CHMP and the FDA supported the enrolment of this cohort.
- It was not accepted to modify neither the sample size nor the study duration for participants, at this stage of the knowledge.
The deletion of the study code (AVXS-101-LT-001) for the a long-term follow-up study, after PIP Study 3 (AVXS-101-CL-302), PIP Study 4 (AVXS-101-CL-303) and PIP Study 5 (AVXS-101-CL-304), was endorsed.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0272/2018 of 13 August 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371966]Quizartinib - Orphan - EMEA-001821-PIP01-15-M03

Daiichi Sankyo Europe GmbH; Treatment of acute myeloid leukaemia (AML) / For the treatment of paediatric patients aged from 1 month to less than 18 years of age with newly diagnosed AML with FLT3-ITD mutations, For the treatment of paediatric patients aged from 1 month to less than 18 years of age with refractory or relapsed AML with FLT3-ITD mutations after failure of front line intensive chemotherapy regimen, in combination with standard chemotherapy.

Rapporteur: Koenraad Norga; Peer reviewer: Adriana Andrić; EMA Paediatric Coordinator: Franca Ligas

Day 60 opinion

Article 7; PIP and Deferral and Waiver

Oncology

Summary of committee discussion:

The PDCO re-discussed the proposed modification taking into account the clarifications provided by the Applicant after the Day 30 discussion and the Applicant’s comments on the draft opinion. 
Regarding the measurement of FLT3-wild-type autophosphorylation activity, the PDCO acknowledged the confirmation that the available assay has been developed/ validated to measure FLT3-ITD activity only, therefore the removal of the measurement of FLT3-wild-type autophosphorylation activity was considered acceptable. However, the Applicant is expected to take into account any implication that the ongoing procedure at CHMP for the adult indication may have on the paediatric development regarding the assessment of inhibition of phosphorylation of FLT-wild type and FLT-ITD by quizartinib.  
Regarding the delay of the initiation of Study 4, the Members concluded that waiting until when the Nordic Pediatric Study Group for Hematology-Oncology is available to carry out the study was reasonable. The collaboration with this cooperative should ensure the feasibility of the trial in paediatric patients with newly-diagnosed AML. 
In summary, bBased on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that the proposed changes could be accepted.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0268/2018 of 16/08/2018)
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371967]Ruxolitinib (phosphate) - EMEA-000901-PIP03-16-M01

Novartis Europharm Limited; Acute Graft versus Host Disease / Treatment of acute Graft versus Host Disease (GvHD) after allogeneic hematopoietic stem cell transplantation (alloSCT) in paediatric patients aged 28 days and above

Rapporteur: Koenraad Norga; Peer reviewer: Alessandro Jenkner; EMA Paediatric Coordinator: Gunter Egger

Day 60 opinion

Article 8; PIP

Oncology

Summary of committee discussion:

The PDCO took note of additional information received between Day 30 and Day 60 and agreed with a slight increase of the number of patients and a delay of the completion date of Study 4, in addition to the changes discussed at Day 30.
Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that the proposed changes could be accepted.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0349/2017 of 01/12/2017).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371968]Gilteritinib (as fumarate) - Orphan - EMEA-002064-PIP01-16-M01

Astellas Pharma Europe B.V.; Treatment of acute myeloid leukemia (AML) / Treatment of patients from 6 months to less than 18 years of age with relapsed or refractory FLT3/ITD positive acute myeloid leukaemia or newly-diagnosed FLT3/ITD positive acute myeloid leukaemia

Rapporteur: Koenraad Norga; Peer reviewer: Pia Annunen; EMA Paediatric Coordinator: Franca Ligas

Day 60 opinion

Article 7; PIP and Deferral and Waiver

Oncology / Haematology-Hemostaseology

Summary of committee discussion:

The PDCO re-discussed the proposed modification taking into account the clarifications provided by the Applicant after the Day 30 discussion and the Applicant’s comments on the draft opinion. 
Most of the issues raised at Day 30 (i.e. relative to long-term maintenance treatment period, use of intrathecal cytarabine, determination of the optimally safe and biologically effective dose, rationale for the proposed revised PK sampling scheme for Study 3; relative to safety lead-in phase for Study 4) were considered solved.
However, it was confirmed that the extension of the waiver for the age subset from birth to less than 6 months of age to the age subset from birth to less than 2 years of age, was not acceptable since no additional data to support the extension of the waiver were presented. The Members considered that if higher plasma concentrations are observed in younger children in line with the juvenile animal studies, the issue may be resolved with adjusted dosing regimen. 
Finally, regarding the starting dose selected to be used in Study 4, it is expected that this will be chosen based on PD data and to ensure a sufficient FLT3 inhibition. 
In conclusion, tThe PDCO adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0006/2018 of 19 January 2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371969]Clostridium botulinum neurotoxin type A (150 kD), free from complexing proteins - EMEA-001039-PIP02-12-M03

Merz Pharmaceuticals GmbH; Treatment of sialorrhea / Treatment of chronic troublesome sialorrhea associated with neurological conditions (e.g. cerebral palsy, traumatic brain injury) and/or intellectual disability in children and adolescents aged 2 – 17 years.

Rapporteur: Sabine Scherer; Peer reviewer: Doina Plesca; EMA Paediatric Coordinator: Emilie Desfontaine

Day 60 opinion

Article 8; PIP and Deferral and Waiver

Ophthalmology / Neurology

Summary of committee discussion:

Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that the proposed changes could be accepted.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0156/2016 of 15/06/2016).
It should be noted that the container (pre-filled syringe for the solution for injection) does not need to be included in the PIP Opinion and was therefore removed.
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371970]Agomelatine - EMEA-001181-PIP01-11-M04

Les Laboratoires Servier; Major Depressive Episodes 

Rapporteur: Fernando de Andres Trelles; Peer reviewer: Ninna Gullberg; EMA Paediatric Coordinator: Rocio Fernandez, Elena Mezquita, Peter Karolyi

Day 60 opinion

Article 8; PIP and Deferral and Waiver

Psychiatry

Summary of committee discussion:

The PDCO discussed the clarification provided by the Applicant on the number of study participants by paediatric subset, statistical justification as well as measures to improve recruitment. 
The PDCO noted the recruitment difficulties in children between 6 and 12 years of age. Due to the lack of recruitment in this age stratum, the known hepatotoxicity associated with agomelatine which may be of particular concern in this age group, and the need for frequent blood draws for monitoring of liver enzymes, the PDCO considered that a product specific waiver might be granted for children below 12 years of age. Continuation of recruitment into this age stratum was not considered required.
However, the Committee considered it premature to reduce the sample size from 484 to 300 patients. The PDCO recommended that the Applicant should conduct a blinded interim analysis. Depending on the result thereof, the total number of adolescents should be recalculated to adequately power the study for the adolescent subgroup. Alternatively, if futility were proven in the interim analysis, the study should be stopped.
Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that the proposed changes could not be accepted.
The PDCO therefore adopted a negative Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0191/2016 of 15/07/2016).

[bookmark: _Toc21371971]Finerenone - EMEA-001623-PIP01-14-M02

Bayer AG; Chronic Kidney Disease / Treatment of chronic kidney disease associated with proteinuria in addition to a therapy with angiotensin converting enzyme inhibitor (ACEi) or angiotensin-receptor blocker (ARB)

Rapporteur: Dominique Ploin, Sylvie Benchetrit; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Irmgard Eichler

Day 60 opinion

Article 7; PIP and Deferral and Waiver

Uro-nephrology

Summary of committee discussion:

Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan and on the discussion on day 30, the PDCO considered that the proposed changes could be accepted.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0362/2016 of 21 December 2019).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc21371972]Opinions on Re-examinations

[bookmark: _Toc4267381][bookmark: _Toc21371973]Chemically modified recombinant human sulfamidase - Orphan - EMEA-002380-PIP01-18

Swedish Orphan Biovitrum AB (publ); Mucopolysaccharidosis type IIIA (MPS IIIA) 

Rapporteur: Karen Van Malderen; Peer reviewer: Fernando de Andres Trelles; EMA Paediatric Coordinator: Emilie Desfontaine

Day 30 opinion

Article 7; PIP and Deferral

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

The Paediatric Committee endorsed the grounds for re-examination and the changes requested by the Applicant.  

The Committee agrees to postpone the date of completion of the chronic toxicity study in juvenile rats from March to December 2019. The proposal to conduct the chronic toxicity study in juvenile rats in parallel with the long-term extension of the first-in-human study (Study 002, PIP Study 3) is considered acceptable. 

Clinical Study 001 (PIP Study 2) has treatment duration of 6 months and is ongoing. The initiation of this study was supported by a 13 week study in MPS IIIA mice and 4 week studies in juvenile rats and adult monkeys. Hence, a deviation from the usual requirements as per ICH M3(R2) has already been agreed for the start of this FIH study in view of the severity of the disease and the medical need. This approach was supported by the CHMP (Scientific advice) and NcWG. The proposal to conduct the chronic rat JAS in parallel with the extension study (Study 002, PIP Study 3) is in line with this and is considered acceptable as there were no unacceptable adverse effects in the short term toxicity studies or major differences in the toxicity profiles between the rodent and non-rodent species in these studies.

The PIP Opinion is modified to reflect that the initiation of Study 002 (PIP Study 3) is not determined by the PDCO.

[bookmark: _Toc21371974]Opinions on Review of Granted Waivers

No items

[bookmark: _Toc5197978][bookmark: _Toc5198161][bookmark: _Toc5263215][bookmark: _Toc5267533][bookmark: _Toc5281224][bookmark: _Toc5197979][bookmark: _Toc5198162][bookmark: _Toc5263216][bookmark: _Toc5267534][bookmark: _Toc5281225][bookmark: _Toc5197980][bookmark: _Toc5198163][bookmark: _Toc5263217][bookmark: _Toc5267535][bookmark: _Toc5281226][bookmark: _Toc5197981][bookmark: _Toc5198164][bookmark: _Toc5263218][bookmark: _Toc5267536][bookmark: _Toc5281227][bookmark: _Toc5197982][bookmark: _Toc5198165][bookmark: _Toc5263219][bookmark: _Toc5267537][bookmark: _Toc5281228][bookmark: _Toc5197983][bookmark: _Toc5198166][bookmark: _Toc5263220][bookmark: _Toc5267538][bookmark: _Toc5281229][bookmark: _Toc5197984][bookmark: _Toc5198167][bookmark: _Toc5263221][bookmark: _Toc5267539][bookmark: _Toc5281230][bookmark: _Toc21371975]Finalisation and adoption of opinions

No items

[bookmark: _Toc21371976]Partial Compliance Checks completed by EMA

For the following partial compliance checks, no need to refer them to PDCO Committee for discussion, were identified by the PME coordinator and PDCO Rapporteur. The PDCO has been informed in writing.

[bookmark: _Toc4267385][bookmark: _Toc21371977]B (Victoria lineage)/A (H1N1)/B (Yamagata lineage)/A (H3N2) - EMEA-C2-001715-PIP01-14-M02 

Seqirus Netherlands B.V.; Prevention of influenza / Active immunisation against influenza in children of 6 to less than 72 months of age / Active immunisation of influenza in elderly subjects of 65 years and older

Rapporteur: Eva Agurell; EMA Paediatric Coordinator: Steve Estevao

Day 1 letter

Vaccines

Summary of committee discussion:

Studies listed in part B of the summary report are hereby confirmed to be compliant as set out in the EMA's Decision P/0057/2019 of 25 February 2019.

[bookmark: _Toc4143861][bookmark: _Toc4144026][bookmark: _Toc4145876][bookmark: _Toc4267387][bookmark: _Toc4267388][bookmark: _Toc21371978]Cobicistat - EMEA-C1-000969-PIP01-10-M04

Gilead Sciences Ireland UC; Treatment of human immunodeficiency virus type-1 (HIV-1) infection

Rapporteur: Maria Fernandez Cortizo; EMA Paediatric Coordinator: Andrea Ecker

Day 30 letter

Infectious Diseases

Summary of committee discussion:

The study listed in part B of this report is hereby confirmed to be compliant as set out in the EMA's Decision (P/0060/2017) of 17 March 2017.

The partial compliance check has been finalised with a confirmation of compliance of all those studies contained in the agreed paediatric investigation plan that were subject of this procedure.

[bookmark: _Toc5197989][bookmark: _Toc5198172][bookmark: _Toc5263226][bookmark: _Toc5267544][bookmark: _Toc5281235][bookmark: _Toc5197990][bookmark: _Toc5198173][bookmark: _Toc5263227][bookmark: _Toc5267545][bookmark: _Toc5281236][bookmark: _Toc5197991][bookmark: _Toc5198174][bookmark: _Toc5263228][bookmark: _Toc5267546][bookmark: _Toc5281237][bookmark: _Toc5197992][bookmark: _Toc5198175][bookmark: _Toc5263229][bookmark: _Toc5267547][bookmark: _Toc5281238][bookmark: _Toc5197993][bookmark: _Toc5198176][bookmark: _Toc5263230][bookmark: _Toc5267548][bookmark: _Toc5281239][bookmark: _Toc5197994][bookmark: _Toc5198177][bookmark: _Toc5263231][bookmark: _Toc5267549][bookmark: _Toc5281240][bookmark: _Toc21371979]Discussion of applications

Some information related to this section cannot be released at the present time as it is deemed to contain commercially confidential information.

[bookmark: _Toc21371980]Discussions on Products D90-D60-D30

[bookmark: _Toc21371981]Dihomo-γ-linolenic acid (DGLA) - EMEA-002364-PIP01-18[footnoteRef:4] [4: ] 


DS Biopharma Ltd.; Treatment of atopic dermatitis / Treatment of moderate to severe atopic dermatitis

Rapporteur: Kirstine Moll Harboe; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Dobromir Penkov, Sonia Roldan Munoz

Day 90 discussion

Article 7; PIP and Waiver

Dermatology

Summary of committee discussion:

Many issues, raised by the PDCO at Day 60, have been addressed now by the Applicant. However, there are still remaining issues, including:
•A study with oral DGLA (DS107) in which patients with moderate to severe atopic dermatitis (AD) are not allowed to use topical treatment does not reflect the real life situation. The Applicant must evaluate oral DS107 as add-on to topical corticosteroids (TCS) in this indication and should propose a revised study protocol.  
•Secondary endpoints reflecting use of TCS should be added to establish if oral DS107 has a steroid sparing effect. 
In view of the above discrepancies a negative Opinion is expected at Day 120[footnoteRef:5]. [5: ] 


[bookmark: _Toc21371984]Adeno-associated viral vector serotype 5 containing a B domain deleted variant of human coagulation factor VIII gene - Orphan - EMEA-002427-PIP01-18

BioMarin International Limited; Treatment of haemophila A / Treatment of patients with haemophilia A

Rapporteur: Kirstine Moll Harboe; Peer reviewer: Anette Solli Karlsen; EMA Paediatric Coordinator: Rocio Fernandez

Day 90 discussion

Article 7; PIP and Deferral

Haematology-Hemostaseology

Summary of committee discussion:

The Committee discussed the responses to the request for modification received from the Applicant. Most of the issues were solved including the number of patients which has been increased from the initial 50 patients to 80 patients and the length of the follow-up which has been increased from 12 to 18 months for the younger cohorts (study 3). Also, the Applicant proposed to set up a registry for an additional 15 years of follow-up, which was welcomed.  
The success criteria to proceed to younger cohorts, which differed between the different cohorts, was also discussed. The proposed cut-off at 15 IU[footnoteRef:6]/dL as proposed in 6-12 year old patients was endorsed while a lower cut-off in adolescents raised doubts as the PDCO considered that the effect of the therapy may be diminished over long time due to less liver growth and expansion of blood volume. However, it was considered premature to raise the threshold in adolescents until more data is available.
As regards the request for a co-primary endpoint of FVIII activity and annualised bleeding rate (ABR), the Committee acknowledged the justification presented by the Applicant to choose ABR and FVIII consumption as a secondary endpoint based on the limitation that ABR presents. Furthermore, it was agreed that ABR in conjunction with FVIII activity levels and the usage of exogenous FVIII replacement products all should be in concordance to declare the trial successful and this should be reflected in the Opinion.
Also, the Applicant’s answer on potential risk-minimising measures for the expected FVIII activity during the first year was raised. It was highlighted that no temporary anti-thrombotic treatment in case that the factor levels reach too high during the first period following treatment had been discussed by the Applicant and it should be considered.
The PDCO noted that a need for modification of the Opinion was likely to be necessary in the future in order to adjust the key elements of the PIP as the scientific area of gene therapy products evolves. 
A positive Opinion is likely at Day 120. [6: ] 


[bookmark: _Toc21371985]Dexamethasone - EMEA-002423-PIP01-18

Ocular Therapeutix, Inc.; ICD10 H59.9 Postprocedural disorder of eye and adnexa, unspecified 

Rapporteur: Hugo Tavares, Martina Riegl; Peer reviewer: Karl-Heinz Huemer; EMA Paediatric Coordinator: Dominik Karres

Day 90 discussion

Article 7; PIP and Deferral

Ophthalmology

Summary of committee discussion:

The PDCO discussed this product, a dexamethasone intracanalicular insert, developed in adults and children for the indication of ‘Treatment of ocular inflammation and pain following ophthalmic surgery’  (for use in patients that have difficulty administering or are unable to administer eye drops). 
The PDCO focused the Day 90 discussion in line with the assessors’ comments on the responses received concerning the acceptability of the proposed extrapolation approach and adequacy of the study design, particularly the control arm. 
The PDCO appreciated disease similarity between the adult and the paediatric population, but noted differences in severity of the inflammatory process, particularly in very young patients, precluding the use of extrapolation. The PDCO emphasized the fact that paediatric protocols used in Europe propose a more aggressive treatment approach than the currently proposed comparator arm, which is considered reflective of clinical practice having adapted to clinically relevant differences in disease severity between (paediatric) populations. Appreciating a more severe phenotype in the very young population, the PDCO had concerns whether the expected local exposure of the insert in the study population can even be considered sufficient. The Committee discussed in this respect the importance of adequate therapy, since insufficient immediate anti-inflammatory therapy post-surgery increases the risk of pupillary membrane development which can lead to re-intervention. 
Given the current prospect in the proposed clinical trial of higher use of (local and possibly systemic) rescue medication, not only in the control group but potentially even across arms, the committee challenged the potential significant therapeutic benefit.
The PDCO also noted that the impact of partial/complete nasolacrimal duct obstruction on exposure and measures to mitigate this has not been adequately discussed by the Applicant. Duct obstruction was considered by the Committee an important aspect to be taken into consideration in view of the high incidence in the first year of age, with the need to be prospectively mitigated. 
Overall, in view of the above concerns, the PDCO considered the use of an extrapolation approach in populations with different disease severities, embedded into the proposed clinical trial, with a control arm most likely underperforming, not an acceptable development plan to generate robust paediatric data sufficient enough to conclude on the benefit:risk of the dexamethasone intracanalucilar insert in children. 
A trend for a negative Opinion was expressed. 
The Applicant is reminded of the right to request an oral explanation meeting at Day 120.

[bookmark: _Toc21371988]lentiviral vector containing the human ABCA4 gene for treatment of Stargardt's disease (SAR422459) - Orphan - EMEA-002407-PIP01-18

Sanofi-Aventis Recherche & Développement; Treatment of inherited retinal disorders 

Rapporteur: Karl-Heinz Huemer; Peer reviewer: Helena Fonseca, Martina Riegl; EMA Paediatric Coordinator: Chrissi Pallidis

Day 90 discussion

Article 7; PIP and Waiver

Ophthalmology

Summary of committee discussion:

The PDCO discussed the Applicant’s response to the request for modification on Day 90. The responses were in general considered acceptable. 
The Applicant, once data from phase 1-2 studies are available, will need to justify how the dose response effect with be evaluated before proceeding with the confirmatory study and re-discuss with the PDCO at a later stage in the development.
Regarding the primary endpoint for the confirmatory trial, it should be ensured that the chosen parameter is not only the one that is statistically the most sensitive but also clinically relevant. 
A positive Opinion is expected to be adopted at the April 2019 PDCO meeting.

[bookmark: _Toc21371991]Glycerol / urea - EMEA-002511-PIP01-18

ACO Hud Nordic AB; Treatment of atopic dermatitis / Treatment of dry skin, Prevention of relapse of atopic dermatitis

Rapporteur: Sabine Scherer; Peer reviewer: Kirstine Moll Harboe; EMA Paediatric Coordinator: Dobromir Penkov

Day 60 discussion

Article 7; PIP

Dermatology

Summary of committee discussion:

The PDCO view expressed at Day 30 was re-discussed and endorsed. 
The Applicant is advised to request Scientific Advice with regard to the choice of a comparator. PDCO emphasises that in the paediatric population demonstration of positive benefit / risk against placebo is not adequate for a paediatric indication. A significant benefit compared to licensed products and standard of care should be demonstrated.  
The Committee adopted a Request for Modification.

[bookmark: _Ref5802763][bookmark: _Ref5803033][bookmark: _Toc21371994]RFVIIIFc-VWF-XTEN - EMEA-002501-PIP01-18

Bioverativ Therapeutics, Inc., a Sanofi Company; Treatment and prophylaxis of bleeding in patients with haemophilia A (congenital FVIII deficiency) 

Rapporteur: Sylvie Benchetrit; Peer reviewer: Anette Solli Karlsen; EMA Paediatric Coordinator: Rocio Fernandez

Day 60 discussion

Article 7; PIP and Deferral

Haematology-Hemostaseology

Summary of committee discussion:

The PDCO discussed this application at Day 60. The issues raised on Day 30 will be put forward in a request for modification as outlined below.

[bookmark: _Toc21371997]1'-{[5-(aminomethyl)-1-(4,4,4-trifluorobutyl)-1H-1,3-benzodiazol-2-yl]methyl}-6'fluoro-1',2'-dihydrospiro[cyclopropane-1,3'-indole]-2'-one - EMEA-002529-PIP01-18

Reviral Limited; Treatment of respiratory syncytial virus infection 

Rapporteur: Maria Fernandez Cortizo; Peer reviewer: Fernando Cabanas; EMA Paediatric Coordinator: Steve Estevao

Day 60 discussion

Article 7; PIP and Waiver

Infectious Diseases

Summary of committee discussion:

The PDCO confirmed its position regarding the issues discussed at Day 30 and adopted a Request for modification. Feedback from the Non-clinical Working Group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG) and Formulation Working Group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG) was received and supported.

[bookmark: _Toc21372000]Cladribine - EMEA-000383-PIP02-18

Merck Europe B.V.; Treatment of multiple sclerosis / Adults and Paediatrics

Rapporteur: Helena Fonseca; Peer reviewer: Fernando de Andres Trelles; EMA Paediatric Coordinator: Irmgard Eichler

Day 60 discussion

Article 8; PIP and Waiver

Neurology

Summary of committee discussion:

The PDCO re-discussed its views expressed on Day 30 taking into account the additional comments by PDCO members and the Non-Clinical Working Group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG). 
The Committee endorsed its view, that before revoking the waiver which was granted because of potential safety concerns, an in-depth discussion is needed on the potential benefit/advantages over the alternatives and the positioning of cladribine balanced with the problematic safety profile and the slow reversibility of its pharmacodynamic (PD) effect on lymphocytes. While dosing once per year is of great convenience to patients, no dose adjustment or dose suspension is possible.
Because of the prolonged effect, annualised relapse rate is considered a more appropriate primary endpoint rather than the proposed “time to first qualifying relapse”.
The Committee adopted a request for modification accordingly.

[bookmark: _Toc21372003]Phenobarbital - EMEA-002532-PIP01-18

Proveca Limited; Epilepsy 

Rapporteur: Helena Fonseca; Peer reviewer: Siri Wang; EMA Paediatric Coordinator: Emilie Desfontaine

Day 60 discussion

Article 7; PIP

Neurology

Summary of committee discussion:

The PDCO took note of the Formulation Working Group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG) comments and adopted a request for modification. The absence of pharmacokinetic (PK) data in children with the age-appropriate formulation developed should be further justified. 
The Applicant should note that some of the comments from the PDCO FWG could be helpful to prepare their initial MAA. The Applicant is also encouraged to confirm the MAA regulatory submission pathway (e.g. well-established use, full-mixed application) in a pre-submission meeting with EMA in due time.

[bookmark: _Toc21372006]Abemaciclib - EMEA-002342-PIP02-18

Eli Lilly and Company Limited; High grade glioma (HGG), Neuroblastoma (NBL) / Treatment of relapsed or refractory neuroblastoma in combination with irinotecan and temozolomide in paediatric patients, Treatment of newly diagnosed high grade glioma in combination with temozolomide in paediatric patients

Rapporteur: Alessandro Jenkner; Peer reviewer: Maaike van Dartel; EMA Paediatric Coordinator: Giovanni Lesa

Day 60 discussion

Article 8; PIP

Oncology

Summary of committee discussion:

The PDCO re-discussed this procedure at Day 60 during the March 2019 plenary.

The PDCO confirmed all conclusions reached at Day 30. In addition, the PDCO took into consideration the evaluation of the statistical methods (summary included in the Summary Report) and considered that further clarifications are need. In particular (please refer to the summary for details): 
1) on clinical issue of the selection of the patients who are used to augment the control arm;
2) on the parameters used in the model and how many data are borrowed;
3) on the size of Type I error;
4) on the reasons why the frequentist error rate is around 10%.

[bookmark: _Toc21372009]Atogepant - EMEA-002530-PIP01-18

Allergan Pharmaceuticals International Limited; G43 Migraine / Prophylaxis of migraine

Rapporteur: Kirstine Moll Harboe; Peer reviewer: Viviana Giannuzzi; EMA Paediatric Coordinator: Roberto De Lisa

Day 60 discussion

Article 7; PIP and Deferral and Waiver

Pain

Summary of committee discussion:

The PDCO discussed the proposed PIP for atogepant at its March 2019 meeting. The PDCO noted the input from the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG. The PDCO reiterated the points previously agreed at Day 30 and agreed a request of modification of the PIP.

[bookmark: _Toc21372012](R)-1-(3-(aminomethyl) phenyl)-N-(5-((3 cyanophenyl)(cyclopropylmethylamino)methyl)-2-fluorophenyl)-3-(trifluoromethyl)-1H-pyrazole-5-carboxamide dihydrochloride - Orphan - EMEA-002449-PIP02-18

BioCryst UK; Treatment of Hereditary Angioedema (HAE) / Treatment of HAE attacks, Prevention of HAE attacks

Rapporteur: Sylvie Benchetrit; Peer reviewer: Sara Galluzzo; EMA Paediatric Coordinator: Roberto De Lisa

Day 60 discussion

Article 7; PIP and Deferral and Waiver

Pneumology - Allergology

Summary of committee discussion:

At their March 2019 meeting PDCO noted the replies provided by the Applicant to the comments raised at Day 30. Input from the Modelling and Simulation Working Party ( HYPERLINK "https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/modelling-simulation-working-party" MSWP) is still to be received so it will be transmitted as a further integration to the request for modification (RfM, below) if necessary as an annex.
The Applicant has underlined that they have agreed recruitment of adolescents with FDA and that they intend to pursue a global development programme. The Applicant requested a meeting with ‘the Committee’ (PDCO?) before Day 60 discussion, however, such request does not seem pertinent and a pre-submission teleconference (TC) can be organised before responses to RFM is submitted.
Based on the points previously agreed, the PDCO agreed on a RfM.

[bookmark: _Toc21372015]Tosatoxumab - Orphan - EMEA-002506-PIP01-18

Aridis Pharmaceuticals Inc; Pneumonia caused by Staphylococcus aureus / Same as adults

Rapporteur: Eva Agurell; Peer reviewer: Sigita Burokiene; EMA Paediatric Coordinator: Laura Fregonese, Maribel Gonzalez Tome

Day 60 discussion

Article 7; PIP and Deferral

Pneumology - Allergology

Summary of committee discussion:

A RfM was agreed based on previous discussions and the response provided by the Applicant to the Day 30 questions

[bookmark: _Toc21372018]Ramipril / bisoprolol - EMEA-002531-PIP01-18

Midas Pharma GmbH; Treatment of chronic (systolic) heart failure (ICD10: I50.22), Treatment of coronary artery disease (ICD10: I25-1), Treatment of essential hypertension (ICD10: I10) / Treatment of hypertension with stable coronary artery disease and those with stable chronic heart failure with reduced systolic left ventricular function in adult patients adequately controlled with bisoprolol and ramipril given concurrently at the same dose level (substitution indication).

Rapporteur: Eleni Katsomiti; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Irmgard Eichler

Day 30 discussion

Article 7; Waiver

Cardiovascular Diseases

Summary of committee discussion:

The PDCO discussed the Applicant’s request for a full waiver for the fixed dose combination of ramipril /bisoprolol. 
Fixed dose combinations (FDC) provide a lack of flexibility for weight-adjusted dosing and are therefore generally unsuitable for younger children, as often only single individual strengths in a single ratio of doses are available.  Although dosing is simpler using an FDC than with the individual components, patients require to be stabilised on these individual components before replacement with the FDC. An FDC in paediatric population could only be considered after all individual mono-components are approved for the use in children. The proposed FDC is not appropriate for the use in children, since the efficacy and safety as well as the appropriate posology have not been established in children for ramipril and for bisoprolol.
Therefore, the Committee endorses the Applicant’s position that there is currently no significant therapeutic benefit for paediatric patients for the use of a fixed-dose combination therapy of ramipril/bisoprolol and will adopt an Opinion granting a waiver for all paediatric age subsets in the conditions: 
•Treatment of hypertension
•Treatment of heart failure
•Treatment of coronary artery disease 
at next month meeting.

[bookmark: _Toc21372021]Genetically modified replication-incompetent herpes simplex virus-1 expressing collagen VII - Orphan - EMEA-002472-PIP02-19

Krystal Biotech, Inc.; Dystrophic epidermolysis bullosa 

Rapporteur: Helena Fonseca; Peer reviewer: Karl-Heinz Huemer; EMA Paediatric Coordinator: Rocio Fernandez

Day 30 discussion

Article 7; PIP

Dermatology

Summary of committee discussion:

The Applicant is developing this genetically modified replication-incompetent herpes simplex virus-1 expressing collagen VII for the condition of ‘treatment of dystrophic epidermolysis bullosa’. The PDCO considered that there is a high unmet need since there are no treatments approved for any of the types of the disease. The Applicant proposes to use the same adult formulation in children. The PDCO noted the lack of information in the submission to make a proper assessment of the formulation. The following missing points were highlighted:
•Volume of gel to be applied on a cm2 surface area basis
•The median and anticipated range of surface area to be treated in the condition
•How this surface relates to the bodyweight of the patients; for instance 10cm2 in a premature infant is different to 10cm2 in a 4 year old child.
•The full quantities and qualitative composition on the product
•A proper description of the purpose of each component of the gel formulation, the safety profile of each component in all the relevant paediatric age subsets
•Descriptions of possible alternatives for excipients for which the safety profiles may be problematic.
No animal studies are proposed. The Committee highlighted that this position seemed contradictory to the CHMP advice received where it was clear the need for clarification of issues such as whether repeat administration of a herpes simplex virus type 1 (HSV-1) derived vector would be possible without eliciting or boosting an immune response. Clarification should be provided by the Applicant.
No PK/PD studies are proposed. Currently data is limited to very few patients. It was questioned that the available data would already allow conclusions on systemic exposure or effective /safe local doses as this would depend on the lesion surface, the dose given and the treatment duration among other factors.
The Applicant is conducting a phase 2 study in the US with 2 adults and 2 adolescents recruited so far. The Applicant is proposing to conduct a study with very similar protocol in the EU. This is a phase 2, vehicle-controlled, efficacy study in all paediatric age subsets.  The Applicant has proposed a sample of only 2 patients and justified it due to dystrophic epidermolysis bullosa (DEB) being a rare disease. However, no estimation of recruitment or feasibility data has been presented. The PDCO highlighted that despite DEB being a rare disease, 2 patients are considered not enough to generate meaningful data.
It was noted that the Applicant received protocol assistance from CHMP in 2018 and several concerns were raised. However, not all of them have been addressed. The rationale to include children at this stage of development and the specific paediatric aspects merit further discussion. In addition, it seems prudent to gather more safety data (in HSV-1 negative and HSV-1 positive patients) before moving into the paediatric population. These concerns should be addressed.
All in all, the PDCO considered that the current proposal lacks a clear rationale and a lot of necessary concise detail for a proper assessment by the Committee.
A negative outcome is likely at Day 60.

[bookmark: _Ref5788214][bookmark: _Ref5789233][bookmark: _Toc21372024]Human monoclonal IgG2 antibody against tissue factor pathway inhibitor - Orphan - EMEA-002498-PIP01-18

Bayer AG; Treatment of haemophilia A, Treatment of haemophilia B 

Rapporteur: Kirstine Moll Harboe; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Janina Karres

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Haematology-Hemostaseology

Summary of committee discussion:


The PDCO agreed that this product with its novel mechanism of action could potentially be of significant therapeutic benefit over existing treatments, especially in hemophilia B. 
However, the PDCO highlighted that this product represents a completely new mechanism of action and its development needs to be seen in context of currently available treatment options (e.g. factor products, bpa’s, emicizumab). There is no experience with such a product in clinical practise yet and the current regulatory haemophilia guideline does not cover such novel type of products. Thromboembolic events are considered the greatest potential safety concern for this product, especially in the context of managing break-through bleedings and surgeries (i.e. concomitant administration with factor VIII/FIX replacement agents or bypassing agents, including activated prothrombin complex concentrate (aPCC)/ factor VIII inhibitor bypassing agent (FEIBA)). Considering these aspects, the PDCO emphasized the importance of generating robust clinical safety and efficacy data to well inform use of such a novel product in children. 
The currently proposed paediatric development by the Applicant, is not deemed acceptable by the PDCO. Major issues include the following: extrapolating efficacy between haemophilia A and B with and without inhibitors in adolescents (and adults), lack of an appropriate comparator for the primary efficacy analysis (i.e. previous prophylaxis), low sample sizes, short treatment durations, extrapolating efficacy to children below 12 years of age, not specifying minimum numbers of paediatric patients in the different hemophilia subgroups (H-A, H-B, with and without inhibitors) to allow robust conclusions on potential differences in these different hemophilia types. 
The PDCO takes note of the previously received Scientific Advice from March 2018 (Procedure No.: EMEA/H/SA/3761/1/2018/III). However, considering the current lack of experience for a product which acts on such a central point in the coagulation cascade, and the available current treatment alternatives especially for hemophilia A patients (with and without inhibitors), a more robust paediatric development is deemed necessary by the PDCO. Patient numbers in the clinical development program need to be sufficient to inform about safety events such as break-through bleedings (e.g. from falls/trauma) and surgeries. These are not infrequent in the paediatric population. Sufficient data needs to be generated to guide physicians on the correct use of additional administration of factor and bypassing agent (BPA) therapies while on this novel compound. The levels of non-linear d-dimer formation and thrombotic risk are the main safety concerns for this product. There is currently no scientific guideline which covers such a novel hemophilia product and the regulators knowledge is also evolving.

[bookmark: _Toc21372027]Sutimlimab - Orphan - EMEA-002542-PIP01-18

Bioverativ Inc; Treatment of primary Cold Agglutinin Disease 

Rapporteur: Helena Fonseca; Peer reviewer: Jorrit Gerritsen; EMA Paediatric Coordinator: Laura Fregonese

Day 30 discussion

Article 7; Waiver

Haematology-Hemostaseology

Summary of committee discussion:

The Applicant will be asked to provide additional information of potential development of the product in different conditions but in general a waiver for the proposed condition was considered acceptable

[bookmark: _Toc21372030] 4-[(3S)-1-(prop-2-enoyl)-piperidin-3-yl]-1H-indole-7-carboxamide (ABBV-105)  / upadacitinib - EMEA-002528-PIP01-19

AbbVie Limited; Chronic idiopathic arthritis / Treatment of juvenile idiopathic arthritis

Rapporteur: Sara Galluzzo; Peer reviewer: Ann Marie Tötterman; EMA Paediatric Coordinator: Roberto De Lisa

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

The PDCO discussed a request for a PIP for ABBV-599, a combination of ABBV-105 and upadacitinib. ABBV-105 is a small molecule that specifically binds and inhibits Bruton’s tyrosine kinase (BTK). Both substances are not authorised for therapy in the paeditric population.
The PDCO confirmed the appropriate condition will be ‘Treatment of juvenile idiopathic arthritis’. The proposed waivers for disease subsets are formally not endorsed. The PIP indication will address the different disease subtypes and age ranges and the lowest age among all of these to be targeted should be the threshold of the waiver.
The PDCO made a number of comments on the proposed strategy for paediatric development which is made challenging by a number of factors. First of all the PDCO stressed that the opportunity to develop the product as a fixed dose combination (FDC) should be validated with SAWP/CHMP to ensure it follows appropriately the definitions laid out in the related CHMP Guideline on clinical development of fixed combination. This should be done before a paeditric development is agreed. 
In second instance, the development should demonstrate that the new treatment regimen is effective in paeditric patients and only then that an FDC would provide additional advantages – for facility of dosing and administration or for compliance to treatment – to the target population. These aspects should be further developed in the application and are made more difficult by the fact that ABBV-105 does not have a stand-alone development.
The PDCO stressed that the final FDC should be used at least in some paeditric studies and so far the strategy for the formulation of choice in the paeditric trials as proposed should be clarified.
 The PDCO stressed that the proof of concept supporting the effectiveness but more importantly the safety of the combination regimen should be further substantiated. 
Additionally upadacitinib is not yet authorised, therefore – in order to avoid depriving patients of an available treatment – trials should only be started after a MA is granted. Overall the PDCO would welcome a more detailed proposal with clear outlines of the proposed timelines in relation to the adults development of the combination vis-à-vis the paediatric development of upadacitininb.
Before the paeditric development goes ahead, further consideration should be given for an appropriate consultation with experts on the target population to be enrolled in paediatric clinicla trials (naïve vs experienced patients relating to previous JAK-inhibitors response) and availability per age group and disease subtype across the EU for appropriate planning. 
For these reasons the PDCO considered challenging agreed a PIP at this stage and a negative Opinion is envisaged at the April 2019 PDCO meeting.

[bookmark: _Toc21372033]Ibrexafungerp citrate - EMEA-002535-PIP01-18

SCYNEXIS, Inc.; Vulvovaginal candidiasis 

Rapporteur: Dina Apele-Freimane; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Gunter Egger

Day 30 discussion

Article 7; Waiver

Infectious Diseases

Summary of committee discussion:

The Applicant requested a full waiver for all paediatric age-groups for ibrexafungerp, the first representative of a novel triterpenoid antifungal family for the condition “treatment of vulvovaginal candidiasis” (VVC). The waiver request in boys (all age groups) and girls from birth to less than 12 years, based on the disease not occurring in these populations, was deemed acceptable. (It was pointed out that menarche would be a more appropriate waiver cut-off for girls, rather than the age of 12 years. In case the cut-off were the age of 12 years then the waiver below 12 years should rather be based on lack of significant therapeutic benefit). The PDCO tended to disagree with the waiver request in girls from 12 to less than 18 years, which was claimed by the Applicant based on expected lack of significant therapeutic benefit. Ibrexafungerp’s broad spectrum antifungal activity against clinically relevant Candida strains, including C. auris, and the expected efficacy against azole-resistant and most echinocandin-resistant strains of Candida spp, as well as the oral formulation were deemed to represent a potential significant therapeutic benefit for postmenarchal girls. Moreover, it was pointed out that an efficacy and safety study in adults including also girls from 12 years of age was already ongoing (in line with CHMP Scientific advice). 
A negative Opinion for this full-waiver request is expected at the April 2019 PDCO meeting.

[bookmark: _Toc21372036]Iclaprim Mesylate - EMEA-002391-PIP02-19

Hemex Germany GmbH; Infection with Gram-positive bacteria 

Rapporteur: Irja Lutsar; Peer reviewer: Maria Fernandez Cortizo; EMA Paediatric Coordinator: Steve Estevao, Maribel Gonzalez Tome

Day 30 discussion

Article 7; PIP and Deferral

Infectious Diseases

Summary of committee discussion:

The Applicant proposes a PIP for ‘Treatment of acute bacterial skin and skin structure infections caused by susceptible strains of Gram-positive bacteria’ in children from birth to less than 18 years of age. The indication should be worded as ‘Treatment of acute bacterial skin and skin structure infections’. No waiver was requested, however, preterm infants will not be included as the place of iclaprim for very young children is felt to be marginal in the current epidemiological situation. Deferrals for the initiation and completion of studies are being requested. 

Feedback from experts from the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG and the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG was received and supported.

With regards to the proposed PIP, several issues were identified by the PDCO:

Juvenile animal study 1 – It appears that the intention is to test one dose (i.e. the maximum feasible volume), however, it also appears that toxicokinetic (TK) is not going to be included for this dose. Determining whether a sufficient degree of systemic exposure can be reached using this route is the key objective of this study. The Applicant should provide a justification/clarification. In addition, PDCO considered it to be useful to also determine TK of the cyclodextrin in this study in order to relate the exposure to the clinical expected exposure, to aid interpretation of renal toxicity effects in the planned juvenile toxicity studies, if any, and to allow extrapolation to published non clinical safety data on hydroxypropyl-beta-cyclodextrin in juvenile rats (De Schaepdrijver et al., 2015[footnoteRef:7]). [7: ] 


Juvenile animal study 2 – It appears that clinical pathology will be an endpoint in the dose-range finding study. Given that this is likely to be a terminal procedure in pre-weaning animals, the Applicant should justify why it would not be sufficient to restrict this endpoint to the pivotal juvenile animal study (JAS). 

Juvenile animal study 3 – The Applicant needs to ensure that TK will be measured soon after the study start and at the end of the study to compare exposure differences in terms of age. The Applicant is also advised to remove the reproductive assessment as an endpoint as there were no concerns for mating performance or fertility in the fertility and pre- and post-natal development (PPND) studies. Furthermore, it appears that the applicant considers the functional observational battery (FOB) a sensitive and relevant endpoint to evaluate the potential for central nervous system (CNS) toxicity and this needs to be justified.

Ethanol-free formulation – It appears that the proposed maximum dose for iclaprim will be 1.3mg/Kg, but the mg/kg dose of the excipients in the currently proposed ethanol-free formulation have not been provided. The Applicant should provide a clarification on the levels of hydroxypropylbetadex that are expected to be tested in the non-clinical program, as well as estimates of clinical doses, and on how the accumulation (levels and limits) of this excipient in the renal system is planned to be assessed, namely for the (equivalent of) children below the 2 years of age.

SD PK studies – The Applicant needs to ensure a sufficient number of samples taken at appropriate times. The PDCO discussed that two sequential PK studies were acceptable; however, in study ICLA-24-pSI1 children below 12 years of age down to 2 years of age should be enrolled simultaneously unless safety concerns are identified. In this respect, the timing assessment of liver function tests in the single dose studies as well as in study ICLA-24-pSI3 should be clarified. 

Studies timelines – The Applicant should consider adjusting the studies timelines. For instance, the bioequivalence study (study 8) should start earlier than it is now planned and the efficacy/safety study (study 7 – study ICLA-24-pSI3) later than it is now planned, given the planned completion date of study ICLA-24-pSI2 (study 6).

The Applicant is invited to comment on the above issues. The PDCO will take their response into consideration if submitted by 11 April 2019 the latest.

[bookmark: _Toc21372048]1-[4-bromo-5-[1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl]-2-fluorophenyl]-3-phenylurea - Orphan - EMEA-002526-PIP02-19

Deciphera Pharmaceuticals LLC; Treatment of gastrointestinal stromal tumours

Rapporteur: Koenraad Norga; Peer reviewer: Maaike van Dartel; EMA Paediatric Coordinator: Dominik Karres

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Oncology

Summary of committee discussion:

The PDCO discussed this submission in line with assessors’ comments. The PDCO noted the development plan for this inhibitor of KIT and PDGFR kinases (DCC-2618), for the condition of ‘treatment of gastrointestinal stromal tumours (GIST)’, which was agreed as an acceptable condition wording.
The PDCO noted that this product is proposed to be developed for the same condition as the recently completed sunitinib PIP. The Committee was reminded that the totality of paediatric data for sunitinib were not considered to be sufficient enough for CHMP to conclude on a positive benefit / risk. The PDCO considered it important to appreciate the insufficiencies highlighted by CHMP during the assessment of the paediatric sunitinib dataset. 
The PDCO in principle agreed to the requested waiver cut-off, but considered the waiver ground would of lack of significant therapeutic benefit since studies are not feasible more relevant. 
The PDCO discussed the quality development, noting that a new development of an age appropriate formulation is not proposed, but to assess the appropriateness of mixing the existing oral formulation to make it palatable for children. The  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG is invited to comment. The main concern however is what if the proposed quality study concludes that this is not a suitable option. 
Regarding the non-clinical program, the PDCO discussed the observed impact on teeth and testis atrophy which requires special precautions within the clinical program.  Feedback of the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG was requested by the PDCO whether from safety and pharmacology perspective additional toxicities studies are required.
The PDCO discussed the single arm trial, proposed to recruit at least 6 patients. The design was generally endorsed; however additional clarification is required regarding generation of comparative safety and efficacy data. Furthermore, the PDCO did not endorse the staggered enrolment for adolescents and children. 
Overall, the PDCO highlighted the need to further improve the development plan with a focus on the following: 
- Acknowledging the indolent nature of GIST in paediatric patients, there is the necessity to better justify and define the proposed paediatric population intended to be enrolled into the PIP trial, appreciating the mechanism of action but also its potential advantage over other TKIs; all to allow the use of extrapolation in line with recent recommendations (see EMA reflection paper on extrapolation  HYPERLINK "https://www.ema.europa.eu/en/documents/scientific-guideline/adopted-reflection-paper-use-extrapolation-development-medicines-paediatrics-revision-1_en.pdf" EMA/189724/2018). The PDCO emphasized the necessity for whole genome sequencing in this respect. 
- The need to scientifically justify a minimum number of paediatric patients, taking into consideration the totality of current evidence (e.g. PK variability observed). The PDCO emphasized again that data generated through a PIP need to be sufficient enough to allow robust assessment on benefit / risk for a paediatric indication.  
A detailed request for modification acknowledging the above concerns will be adopted by PDCO at Day 60.

[bookmark: _Toc21372051]Abemaciclib - EMEA-002342-PIP03-18

Eli Lilly and Company Limited; Treatment of Breast Cancer 

Rapporteur: Sylvie Benchetrit; Peer reviewer: Jana Lass; EMA Paediatric Coordinator: Giovanni Lesa

Day 30 discussion

Article 8; Waiver

Oncology

Summary of committee discussion:

The PDCO discussed this procedure at Day 30 during the March 2019 PDCO plenary meeting.

The Applicant requests a product-specific waiver for the treatment of breast cancer on the basis that breast cancer does not occur in the paediatric population. This waiver, if approved, would cover the presently approved indication.

The PDCO agreed in principle that the waiver request could be acceptable, given that breast cancer is virtually non-existent in the paediatric population, and considering the mode of action of this drug already authorised.
Importantly, the PDCO acknowledged that two voluntary PIPs have been submitted, one of them with Opinion adopted. Indeed, paediatric developments are encouraged with this novel compound, with a mode of action of interest in the paediatric population.

A positive Opinion is expected at Day 60.

[bookmark: _Toc21372054]Capivasertib - EMEA-002551-PIP01-18

AstraZeneca AB; Prostate Cancer, Breast cancer 

Rapporteur: Herbert Lenicker; Peer reviewer: Pia Annunen; EMA Paediatric Coordinator: Dominik Karres

Day 30 discussion

Article 7; Waiver

Oncology

Summary of committee discussion:

The PDCO discussed the application for this pan-AKT inhibitor (capivasertib) in line with the assessors’ comments. The PDCO noted the request for a product specific waiver for the two proposed conditions of ‘treatment of prostate cancer’ and ‘treatment of breast cancer’, based on the grounds that the diseases do not occur in children. Both conditions have previously been covered by the class waiver list (ie being considered to not occur in children); a product specific waiver for the two narrow conditions appears hence acceptable.
The PDCO took note that the Applicant has currently no intentions to develop capivasertib in any other setting. However PDCO considered that capivasertib based on the mechanism of action is a product able to potentially address paediatric unmet medical needs in paediatric oncology. The possibility of a broad condition wording for ‘treatment of solid tumours’ was therefore discussed to be an alternative ensuring paediatric development.
In this respect the PDCO noted that two Phase I trials recruited a broad population of patients with advanced solid tumours. The PDCO would be interested to learn if there has been any response in patients with a solid tumour (other than breast or prostate cancer) and relevant to paediatrics. 
Furthermore, the PDCO stressed that in light of the recent changes in the US legislation (FDARA Title V) there is the need to engage into discussions with relevant paediatric oncology consortia (such as ITCCP4 Platform) to explore potentials for paediatric development to fulfil US requirements. The Applicant is invited to comment on any plans in this respect. 
Should the Applicant wish to comment on these two questions, the PDCO will take any additional information into account if submitted no later than two weeks before the Day 60 meeting, i.e. by EOB 09 April 2019. Should the Applicant choose not to respond or to respond late the Opinion shall be adopted at Day 60 on the basis of the currently available information. Please submit the MODIFIED FILES ONLY via eSubmission Gateway and/or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number.

[bookmark: _Toc21372057]Tisotumab vedotin - EMEA-002522-PIP01-18

Genmab A/S; Treatment of cervical cancer 

Rapporteur: Helena Fonseca; Peer reviewer: Koenraad Norga; EMA Paediatric Coordinator: Giovanni Lesa

Day 30 discussion

Article 7; Waiver

Oncology

Summary of committee discussion:

The PDCO discussed this procedure at Day 30 during the March 2019 PDCO plenary meeting.

The Applicant requests a product-specific waiver for the ‘treatment of cervical cancer’.  

The PDCO considered that tisotumab vedotin is an antibody linked to a toxin and targets human tissue factor. Its mechanism of action is not selective for cervical cancer and the product could in principle be effective in all cancers that express human tissue factor. Several paediatric cancers with clear unmet need (such as adrenocortical carcinoma, brain ependymoma, malignant glioma, glioblastoma and childhood acute lymphoblastic leukaemia) have been shown to overexpress human tissue factor and could therefore be targets of tisotumab vedotin. However, the Applicant is not presently studying these cancers. Because there appears to be a potential for development in the paediatric population, the Applicant is requested to elaborate on such future plans and timelines. The PDCO also considered that human tissue factor, as a new target, is expected to belong to the FDA paediatric oncology-related molecular target list.

The condition ‘treatment of cervical cancer’ could be acceptable on the regulatory point of view. However, based on the product’s mechanism of action and the information provided by the Applicant, the PDCO will decide whether the appropriate condition for this application is broader than that proposed by the Applicant, in which case it would adopt a negative Opinion to this waiver application.

Should the Applicant wish to comment on the point in bold above, the PDCO will take any additional information into account if submitted no later than the 12 April 2019 via the eSubmission Gateway or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number. Should the Applicant choose not to respond or to respond late, the Request for Modification shall be adopted at Day 60 on the basis of the currently available information.

[bookmark: _Toc21372058]Trilaciclib - EMEA-002534-PIP02-19

G1 Therapeutics; Prevention of chemotherapy induced myelosuppression / Prevention of chemotherapy induced myelosuppression

Rapporteur: Kirstine Moll Harboe; Peer reviewer: Maaike van Dartel; EMA Paediatric Coordinator: Franca Ligas

Day 30 discussion

Article 7; PIP and Deferral

Oncology

Summary of committee discussion:

The PDCO discussed the application for a paediatric investigational plan including a deferral for trilaciclib, a selective reversible CDK4/6 inhibitor that transiently maintains a G1 cell cycle arrest of hematopoietic stem and progenitor cells (HSPC) in the bone marrow for the prevention of chemotherapy-induced myelosuppression. 
The proposed condition limited to the prevention of chemotherapy-induced myelosuppression was considered appropriate since the mechanism of action of trilaciclib leads to suppression of proliferation of HSPCs. 
The Members also supported that development of the product for the entire paediatric population. In terms of unmet medical need that could be covered by this product, it was noted that granulocyte-colony stimulating factors are available to treat/prevent neutropenia and transfusions (and erythropoiesis-stimulating agent) available to treat anaemia and thrombocytopenia, therefore even if it would be useful to have a product to prevent chemotherapy-induced myelosuppression overall, the need was not considered high. 
Feedback from the Formulation Working Group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG) of the PDCO may be requested in reference to appropriateness of the formulation for the entire paediatric population and especially whether the product can be administered in volumes small enough for small children.
In terms of preclinical studies, the PDCO considered that the planned efficacy non-clinical studies may need to be included as part of the PIP, they will in fact collect relevant data to further support the development of the product in the adult population. Input of the Non-clinical Working Group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG) of the PDCO may be requested in this regard and also on the possible need of juvenile animal studies. 
Some concerns were raised on the clinical development consisting of two open-label studies to assess safety, PK and to identify the recommended phase 2 dose of trilaciclib (first study) and confirm the recommended phase 2 dose of trilaciclib (second study) in paediatric patients with relapsed or refractory solid tumours and two modelling and simulation studies to estimate and confirm the appropriate dosing regimens of trilaciclib for paediatric patients. 
In particular, the PDCO considered that efficacy could be extrapolated from adults  as it is expected that the product would act in the same way in the paediatric and adult population, however specific drug-drug interactions in the paediatric population need to be excluded since the back bone anti- cancer treatment used in adults and children might be different. 
It was noted that no formal extrapolation study was proposed to support the extrapolation of efficacy from adult to the paediatric population and that no clinical endpoint (such as occurrence/Reduction of febrile neutropenia episodes) was included among the endpoints of the studies.  A framework for extrapolation should be presented, including a discussion of the extrapolation concept and an extrapolation plan ( HYPERLINK "https://www.ema.europa.eu/en/documents/scientific-guideline/adopted-reflection-paper-use-extrapolation-development-medicines-paediatrics-revision-1_en.pdf" EMA/189724/2018) 
Furthermore, the duration of the first paediatric trial was considered too long taking into account that only a maximum of 16 patients is planned to be included in the trial. 
The deferral of the initiation of the paediatric trials until when a positive benefit / risk has been established in the adult population seemed acceptable.    
In conclusion, the PDCO therefore considered adopting a request for modification of the proposed PIP at the April 2019 PDCO meeting.

[bookmark: _Toc21372061]Glu-NH-CO-NH-Lys-(Ahx)-[N,N9-bis[2-hydroxy-5-(carboxyethyl) benzyl]ethylenediamine-N,N9-diacetic acid  (PSMA11-HBED-CC) - EMEA-002503-PIP01-18

Trasis S.A.; Biochemical recurrence of prostate cancer 

Rapporteur: Helena Fonseca; Peer reviewer: Koenraad Norga; EMA Paediatric Coordinator: Dominik Karres

Day 30 discussion

Article 7; Waiver

Oncology / Uro-nephrology

Summary of committee discussion:

The PDCO discussed this full waiver application for a carrier molecule (PSMA11-HBED-CC), which, together with the radiolabelling agent 68gallium, prepared ex vivo in a kit, forms the radiopharmaceutical product, administered IV to visualize prostate specific membrane antigen (PSMA) positive prostate cancer cells in positron emission tomography (PET) scans. The PDCO noted that the waiver is requested based on disease not occurring, which is acceptable and in line with previous Opinions. The PDCO however considered the condition wording of ‘Visualisation of prostate specific membrane antigen in prostate cancer’ more appropriate. Overall a trend for a positive Opinion was expressed.

[bookmark: _Toc21372064]Emiplacel - EMEA-002539-PIP01-18

Pluristem Ltd.; Treatment of peripheral ischaemia 

Rapporteur: Herbert Lenicker; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Gunter Egger

Day 30 discussion

Article 7; Waiver

Other

Summary of committee discussion:

The Applicant requested a full waiver for emiplacel (allogeneic ex-vivo expanded placental adherent stromal cells) for all paediatric age groups for the treatment of peripheral ischaemia based on the expected lack of significant therapeutic benefit. This request was a consequence of the revocation of the respective class waiver in 2015. The PDCO pointed out that although there are a few paediatric conditions which can cause atherosclerosis, these cases are very rare, and that childhood atherosclerosis would be sub-clinical and not lead to signs of critical limb ischaemia during childhood. Moreover, the committee was of the opinion that in most cases of paediatric limb ischaemia, which are acute in nature, emiplacel was not expected to provide a significant therapeutic benefit over other treatments (e.g. anticoagulants). Therefore, the Committee tended to agree with the Applicant’s waiver request. 
The granting of a full waiver based on lack of significant therapeutic benefit at the April 2019 PDCO meeting is likely.

[bookmark: _Toc21372067]Human immunoglobulin G2 isotype antibody to IL-33R - EMEA-002515-PIP01-18

GlaxoSmithKline Trading Services Limited; Treatment of asthma / Add-on therapy for the maintenance treatment for moderate-severe asthma

Rapporteur: Sabine Scherer; Peer reviewer: Jorrit Gerritsen; EMA Paediatric Coordinator: Dobromir Penkov

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Pneumology - Allergology

Summary of committee discussion:

The Applicant proposes a PIP for ‘Treatment of asthma’ in children from 6 years to less than 18 years of age and requests a waiver in children from birth to less than 6 years of age on the grounds of disease / condition not occurring in the specified paediatric subsets. A deferral is requested for the completion of safety / efficacy study in children from 6 to less than 12 years of age until the benefit / risk profile of GSK3772847 is established in adults / adolescents with asthma.
The PDCO tend to agree with the Applicant request for waiver in children below 6 years of age based on the grounds that the specific medicinal product does not represent a significant therapeutic benefit as clinical studies are not feasible.
The  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG feedback on the proposed excipients is awaited. As the paediatric doses are currently unknown a lower strength of powder for solution might be needed to limit waste.
Outcomes in the non-clinical pre and postnatal development (PPND) study reflecting the impact on the immune system should be added to the key element form. The  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG is asked to comment on the study design and on the need for further non-clinical studies.
The PDCO expressed the view that the PIP should target children with uncontrolled asthma on current Global Initiative for Astham (GINA) treatment steps 4-5.
Adolescents should be represented better in studies 209636 and 209678, e.g. at least 10% of the total study population. Sub-group analysis in adolescents should be performed in the adult / adolescent trials. The atopic status of the patients should be recorded and accounted for in the analysis. The study synopses should explicitly state that the compound is used an add-on to standard of care (SOC). All three studies need external data safety monitoring boards (DSMBs). The Applicant is asked to clarify why studies 209636 and 209678 will run in parallel and to explain in more detail how the treatment regimen for pivotal Study 209678 is chosen. The wording of the primary endpoint in Study 209679 is rather confusing and should be amended. The secondary endpoints should include IL-33, free / total sST2 levels and quality of life assessment in all clinical studies. The evaluation of further biomarkers is strongly encouraged. Effects on wound healing should be evaluated throughout the programme. The effect on the hypothalamic-pituitary-adrenal (HPA) axis and other oral corticosteroids (OCS) related adverse events should be assessed in Study 209679.
The current design of Study 6 in children from 6 to 11 years is not supported. The validity of the proposed biomarker to predict the clinical outcome is unknown. This is a first in class product and the potential to extrapolate efficacy might be limited. Therefore, a double-blind, placebo-controlled efficacy and safety study is requested in the population from 6 to <12 with years of age. The evaluation of the effect on biomarkers should be included in this trial. The Applicant is advised to liaise with experts / networks in the field, e.g. European Respiratory Society (ERS)/ Severe Paediatric Asthma Collaborative in Europe (SPACE) collaborative. 
Tolerability of the formulation should be assessed during the clinical programme. 
The initiation of PK/PD in younger children 16 months after completion of Study 209679 in August 2025 is not supported and therefore will not be deferred. A deferral for the PK/PD modelling to select a suitable dose for the above trial is not supported either. The trial timelines have to be amended accordingly.
The Committee shall adopt a detailed Request for Modification at the April 2019 PDCO meeting.

[bookmark: _Toc21372068]2-(2-(3-Butoxy-phenyl)-ethylamino)-N,N-dimethyl-acetamide hydrochloride - EMEA-002519-PIP02-18

Newron Pharmaceuticals SpA; Treatment of schizophrenia 

Rapporteur: Kirstine Moll Harboe; Peer reviewer: Fernando de Andres Trelles; EMA Paediatric Coordinator: Janina Karres, Peter Karolyi

Day 30 discussion

Article 7; Waiver

Psychiatry

Summary of committee discussion:

During its March 2019 plenary meeting, the PDCO discussed for the first time the Applicant’s request for a full waiver for evenamide for the treatment of schizophrenia.
The Applicant plans a development of evenamide in two different indications: 
1. Treatment-resistant schizophrenia: Patients whose psychotic symptoms are not responding adequately to treatment with clozapine antipsychotic monotherapy.
2. Non-treatment-resistant patients: Patients with chronic schizophrenia who are experiencing inadequate benefit for symptoms of their psychosis with their current antipsychotic monotherapy.
As regards indication 1, a full waiver in all paediatric age subsets could be supported by the PDCO.
As regards indication 2, only a waiver in children below 13 years of age is supported (grounds: condition does not occur in this paediatric subset) by the PDCO. It is considered that evenamide could be of potential significant therapeutic benefit in adolescents from 13-18 years of age for the following reasons:
•Schizophrenia is particularly difficult to treat in the age range from 13-18 years, and adjunctive treatment in those with inadequate benefit for symptoms of their psychosis with their current antipsychotic monotherapy’ is an unmet medical need.
•The Applicant states that ‘In some of these (animal) models, evidence for the efficacy of evenamide has been demonstrated at lower doses of evenamide when combined with ineffective doses of marketed first or second-generation antipsychotics (FGA, SGA), including clozapine.’  Such a ‘dose-sparing effect’ might be of clinical interest because of the adverse metabolic and extrapyramidal effects of atypical antipsychotics.  
•Furthermore, evenamide, as monotherapy or add-on, has reversed ketamine- and phencyclidine-induced worsening of prepulse inhibition (Avand et al., 2018[footnoteRef:8])   
So this drug might potentially also work as monotherapy in adolescents.
Nevertheless, as clarified by the Applicant during validation, as monotherapy evenamide may have to be used at much higher doses which may lead to exposures that induce an unfavourable/untolerable safety profile (i.e. 6mg/kg as monotherapy vs 1mg/kg as adjunct to antipsychotic monotherapy). 
During clinical trials conducted with evenamide one patient had a seizure event (dose: 20 mg BID) and another had an episode of atrial fibrillation (dose: 25 mg BID). Also, during preclinical studies CNS adverse events were reported with a relatively small safety margin (i.e. 5-6 fold). If the dose would be higher in case of monotherapy, there may no longer be a safety margin at all.   
In conclusion, the adoption of a negative Opinion on this full waiver request is envisaged by the PDCO during the forthcoming PDCO plenary meeting in April 2019. 
A PIP in adolescents from 13-18 years of age is deemed necessary by the PDCO. The patient population should be non-treatment-resistant patients: patients with chronic schizophrenia who are experiencing inadequate benefit for symptoms of their psychosis with their current antipsychotic monotherapy. The initiation of the adolescent studies should be deferred until confirmatory safety and efficacy data is available and the benefit/risk balance is judged positively by the Applicant. Improvement especially on cognitive deficits would be a desirable characteristic for a suitable drug in adolescent schizophrenia. [8:  HYPERLINK "https://academic.oup.com/schizophreniabulletin/article/44/suppl_1/S132/4957389" ] 


[bookmark: _Toc21372071]Discussions on Compliance Check

The following compliance checks have been put up for discussion and the members of the PDCO have been invited to comment on issues of possible non-compliance

[bookmark: _Toc21372072]Emicizumab - EMEA-C-001839-PIP01-15

Roche Registration GmbH; Treatment of Hereditary FVIII Deficiency

Rapporteur: Sylvie Benchetrit; EMA Paediatric Coordinator: Emilie Desfontaine

Day 30 discussion

Haematology-Hemostaseology

Summary of committee discussion:

The PDCO discussed the compliance check request. 
Concerning the primary endpoint of PIP Study 4, it was considered acceptable that “Due to the small number of patients that were up-titrated, the analyses were done on a patient basis and not on a population level.”
Some clarifications from the Applicant are however needed to conclude on compliance of PIP Studies 4 (BH29992) and 7 (Pop PK model). 
For PIP Study 4:
- The Applicant should provide the Statistical Plan to check compliance of the following element of the PIP Study 4 concerning Dosage, treatment regimen, route of administration: “Dose to be refined (or confirmed) by Population Pharmacokinetic (PopPK) modelling (study 7) after interim data reviews (see Statistical Plan).” 
- Clarifications regarding the timing of the interim data review and the number of patients concerned should be provided.
For PIP Study 7:
The Applicant should clarify that the following PIP Opinion elements are met: 
- “The current PopPK model incorporates intensive sampling data from 24 Japanese and 18 Caucasian healthy male adult volunteers and sparse sampling data from 18 Japanese adolescent and adult patients with haemophilia A in the Phase I (ACE001JP) and Phase I/II (ACE002JP) studies, respectively.”
- “The final popPK model will also incorporate intensive sampling data from 60 Japanese healthy male adult volunteers in the ongoing phase I study JP29574.”
- The Applicant should clarfy whether the following covariates were tested within the model: bleed rate at baseline and anti-drug antibody status (i.e. positive vs. negative).
The PDCO shall adopt an Opinion at the next meeting, provided the additional clarifications to be provided by the Applicant (within 2 working days of receipt of this report) are satisfactory.

[bookmark: _Toc21372075]Turoctocog alfa - EMEA-C-000428-PIP01-08-M03

Novo Nordisk A/S; Treatment of hereditary Factor VIII deficiency

Rapporteur: Sylvie Benchetrit; EMA Paediatric Coordinator: Giovanni Lesa

Day 30 discussion

Haematology-Hemostaseology

Summary of committee discussion:

The PDCO discussed this procedure at Day 30 during the March 2019 plenary meeting.

The Applicant requested a compliance check of study 4.

The PDCO agreed that study 4 could probably be considered compliant with the latest PIP as set out in the above stated Agency's Decision. However, before confirming this, the PDCO requested the Applicant to provide additional information on the reasons why the starting dose (bolus injection) in preventive treatment was 15 IU/kg BW instead of 20 IU/kg BW.

Should the Applicant wish to comment on the point in bold above, the PDCO will take any additional information into account if submitted no later than the 13 April 2019 via the eSubmission Gateway or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number. Should the Applicant choose not to respond or to respond late, the Request for Modification shall be adopted at Day 60 on the basis of the currently available information.

[bookmark: _Toc21372078]Split influenza virus, inactivated containing antigen equivalent to A/
California/7/2009(H1N1)-like strain (A/California/7/2009 (NYMC X-179A)),
adjuvanted - EMEA-C-000669-PIP01-09-M02

Sanofi Pasteur SA; Influenza

Rapporteur: Dina Apele-Freimane; EMA Paediatric Coordinator: Laura Fregonese

Day 30 discussion

Vaccines

Summary of committee discussion:

All elements were considered compliant. An opinion will be adopted at the April 2019 PDCO meeting.

[bookmark: _Toc21372081]Discussions on Modification of an Agreed Paediatric Investigation Plan

[bookmark: _Toc21372082]Semaglutide - EMEA-001441-PIP02-15-M02

Novo Nordisk; Type 2 Diabetes Mellitus 

Rapporteur: Agnes Gyurasics; Peer reviewer: Koenraad Norga; EMA Paediatric Coordinator: Janina Karres

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

The PDCO discussed the modification request during the March 2019 PDCO meeting and concluded the following:
The Applicant requests deletion of all criteria defined by the PDCO in the initiation key element of the pivotal paediatric study (PIP Study 6) and which reflect the safety concerns related to the sodium N-(8-[2-hydroxybenzoyl] amino) caprylate (SNAC) excipient.
Based on the information provided by the Applicant of the completed pre-clinical and clinical evaluations, no safety issues have been identified so far which would block the initiation of the paediatric study.
As regards the patients discontinuing the trial product prematurely within the PIONEER 1 and PIONEER 2 studies, the Applicant has clarified that the main reasons were gastrointestinal adverse events in connection with dose escalation of trial product. 
Instead of following the Applicants proposal to delete all of the text in the study initiation key element, the PDCO proposes the following wording adjustment*. This wording will still make it clear what type of data the PDCO had been requested prior to study start of the first paediatric study (due to the safety concerns related to the SNAC excipient) but this wording will not block paediatric study initiation.
*PIP Study 6
Date of initiation: 
Only after the following results are available:
• juvenile toxicity study (study 3),
• adult clinical studies NN9924-4233 (PIONEER 1) and NN9924-4223 (PIONEER 2) in adults (inclusion of SNAC PK and lactate assessment).
• clinical pharmacology trial exploring the effect of SNAC on the QTc interval of supra-therapeutic doses of SNAC: data on arterial blood-gas parameters and arterial lactate 
The initiation of this study is deferred.
A positive Opinion on this modification request is envisaged during the forthcoming PDCO plenary in April 2019, along the lines of the above wording.

[bookmark: _Toc21372085]Obeticholic Acid - Orphan - EMEA-001304-PIP02-13-M04

Intercept Pharma Ltd.; Primary Biliary Cholangitis (PBC) / Biliary Atresia

Rapporteur: Peter Szitanyi; Peer reviewer: Ninna Gullberg; EMA Paediatric Coordinator: Chrissi Pallidis

Day 30 discussion

Article 8; PIP and Deferral

Gastroenterology-Hepatology

Summary of committee discussion:

The PDCO discussed the modification request on Day 30. 
Study 5: This study was due to be completed in June 2019 and a delay of 4 years is now requested. Although the difficulties in recruitment are acknowledged, the Applicant is requested to provide more information on the number of patients recruited and the number of study sites included so far.
Study 8: Natural history study
A delay of completion of this study by 4 years to 2023 is requested. The current key binding element in the opinion for the natural history data collection reads as follows: ”collaboration with existing biliary atresia registries to further understanding of the natural history of biliary atresia and identify relevant clinical and/or laboratory parameters to be used to assess efficacy in future biliary atresia studies including study 9”. The analysis of the results from Childhood Liver Disease Research Network (ChiLDReN) which will be available in Q3/Q4 would fulfil this PIP measure. The development of a global biliary atresia consortium to study the natural history of biliary atresia is welcomed, but for the purposes of the PIP, analysis of results from ChiLDReN would fulfil the PIP requirement and allow the data to be used to inform study 9 (placebo controlled, efficacy and safety study in children with biliary atresia, post-hepatoportoenterostomy). As results from this analysis are expected later this year, the date of completion of PIP study 8 could be amended to January 2020.
The Applicant is requested to respond to the issues above via the gateway by 15 April 2019. Upon resolution of the outstanding issues a positive Opinion is expected atthe April 2019 PDCO meeting.

[bookmark: _Toc21372088]Potassium chloride / sodium chloride / ascorbic acid / sodium ascorbate / sodium sulfate / polyethylene glycol 3350 - EMEA-001705-PIP02-15-M02

Norgine Limited; Bowel cleansing prior to clinical procedures 

Rapporteur: Helena Fonseca; Peer reviewer: Johannes Taminiau; EMA Paediatric Coordinator: Gunter Egger

Day 30 discussion

Article 8; PIP

Gastroenterology-Hepatology

Summary of committee discussion:

The agreed PIP for this powder for oral solution for bowel cleansing prior to clinical procedures covers children from 1 year of age (waiver 0<1y). The Applicant requested a change of scope of the quality-related Study 2 “Evaluation of physical compatibility with nasogastric tubes”. The committee questioned the need to change the term from “nasogastric tube” to “feeding tube”. It was mentioned that the diameter of the tube may need to be specified if the term “feeding tube” were used. Feedback form the PDCO’s Formulation Working Group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG) regarding this and the other modifications of Study 2 may be sought prior to Day 60.

[bookmark: _Toc21372091]Rilpivirine (as hydrochloride) - EMEA-000317-PIP01-08-M11

Janssen-Cilag International NV; Treatment of human immunodeficiency virus type 1 (HIV-1) infection / Rilpivirine is indicated in combination with other antiretroviral (ARV) medicinal products, for the treatment of human immunodeficiency virus type 1 (HIV-1) infection in ARV-naïve paediatric patients from 2 to less than 18 years with a baseline viral load below 100,000 HIV-1 RNA copies/mL.

Rapporteur: Maria Fernandez Cortizo; Peer reviewer: Irja Lutsar; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 8; PIP

Infectious Diseases

Summary of committee discussion:

The PDCO discussed the modification request during its March 2019 plenary meeting.
The product is a non-nucleoside reverse transcriptase inhibitor for the treatment of HIV-1 infection, which is currently authorised in adults and adolescents, and which is also subject of several related PIPs concerning rilpivirine-containing products, including FDCs. 
The Applicant has been struggling with the recruitment of Study 4 (C213-Cohort 2) in treatment-naïve children from 6 to less than 12 years of age as very few children are treatment-naïve and meet the required viral load of less than 100,000 copies/ml. In addition, the Applicant raises – belatedly - feasibility concerns with the “add-on” design of planned Study 5 in children from 2 to less than 6 years of age.
Consequently, the Applicant requests a delay to Study 4, and proposes to replace Study 5 with a new study (TMC278HTX2002) in virologically suppressed subjects from 2 to less than 12 years of age, who are to switch to a rilpivirine (RPV)-containing regimen. The Applicant proposes to enrol 40 subjects aged from 2 to less than 12 years across Study 4 and new study HTX2002.
While PDCO noted feasibility concerns also with the proposed “switch” design, if RPV does not represent an improvement over a child’s current regimen, the new study was considered acceptable, pending some modifications and clarifications, which will be communicated to the Applicant via the draft opinion. 
In particular the Applicant should update the PDCO with details of the age-appropriate formulation (dimension, quantitative composition, instructions for administration) and the rationale for dose selection (if pop-PK modelling and simulation has been performed the report should be provided). The Applicant should also guarantee a minimum number of children aged 2 to less than 6 years of age and clarify the age and body weight of the children enrolled in study C213 so far. Finally, PDCO considered that 24-week data would be sufficient to file for the paediatric extension of the indication, with 48-week data to be provided during the assessment. 
The PDCO also questioned whether this product will still represent a relevant treatment option at the point of PIP completion, but noted that the generation of paediatric data with rilpivirine is required also for related PIPs for other rilpivirine-containing products. 
These clarifications should be provided by 10 April 2019 to enable the adoption of a positive Opinion at the next meeting.

[bookmark: _Toc21372094]2-Iminobiotin - Orphan - EMEA-001070-PIP01-10-M01 - WITHDRAWN[footnoteRef:9] [9: ] 


Neurophyxia B.V.; Perinatal asphyxia / Treatment of perinatal asphyxia

Rapporteur: Dina Apele-Freimane; Peer reviewer: Fernando de Andres Trelles; EMA Paediatric Coordinator: Chrissi Pallidis

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Neonatology - Paediatric Intensive Care

Summary of committee discussion:

The PDCO discussed the modification request on Day 30. 
The PDCO welcomed the efforts made by the company to move this development programme forward. However, neonatal clinical practice has moved significantly since the original PIP was agreed. The PDCO considered that many aspects of the design of the studies need to be re-discussed (e.g inclusion criteria, standard of care, primary endpoints etc.)
As the modification application currently stands, it was not acceptable to the committee. The PDCO recommends a pre-submission meeting before the next modification is submitted in order to assist with designing a clinical programme which is in line with the current standards. 
A negative Opinion is expected at the April 2019 PDCO meeting[footnoteRef:10]. [10: ] 


[bookmark: _Toc21372097]Perampanel - EMEA-000467-PIP01-08-M11

Eisai Europe Limited; Treatment of treatment-resistant epilepsies / Adjunctive therapy in patients with other paediatric epilepsies, Adjunctive therapy in patients with refractory partial onset seizures including secondarily generalised seizures

Rapporteur: Sylvie Benchetrit; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Steve Estevao

Day 30 discussion

Article 8; PIP and Deferral

Neurology

Summary of committee discussion:

The PDCO discussed at Day 30 the Applicant’s request for modification of the agreed Paediatric Investigation Plan. The Applicant proposed changes to the completion date key binding element of study 11, study 13 and study 14, and the initiation date key binding element of study 8. The purpose of this modification is to avoid delays during the validation of the submission related to the 2 to 11 years paediatric subset due to the required compliance check and expected compliance issues. 

The PDCO tends to agree with the overall plan proposed by the Applicant, however, there were some concerns raised during the discussion that require further clarification/action:
•Study 11 – Scientific justification regarding the slow recruitment rate and the lack of interest from the sites is needed. Further clarification regarding the sites to be opened is also needed.
• Study 14 – As outlined in the latest decision, an extrapolation study still needs to be agreed with the PDCO despite the previous modifications to study 9 to generate the appropriate data. Therefore, a proposal for an extrapolation study following the recently published reflection paper on the use of extrapolation in the development of medicines for paediatrics (which includes guidance to the development of an extrapolation framework table) is still needed.

The Applicant is invited to take action on the above issues. The PDCO will take their response into consideration if submitted at least two weeks prior to the Day 60 plenary meeting, i.e. by 9 April 2019 the latest. Should no response be received, or received late, the opinion shall be adopted on the basis of the currently available information. With regards to the extrapolation study, the Applicant is reminded that a key element form (KEF) should also be completed. 

If the outstanding issues can be resolved a positive Opinion could be expected at Day 60.

[bookmark: _Toc21372100]Atezolizumab - EMEA-001638-PIP01-14-M02

Roche Registration GmbH; Treatment of all conditions included in the category of malignant neoplasms (except central nervous system tumours, haematopoietic and lymphoid tissue neoplasms) / Treatment of paediatric patients from birth to less than 18 years old with a PD-L1 positive paediatric solid tumour as part of the first line treatment

Rapporteur: Koenraad Norga; Peer reviewer: Pia Annunen; EMA Paediatric Coordinator: Franca Ligas

Day 30 discussion

Article 8; PIP

Oncology

Summary of committee discussion:

The PDCO discussed the modification request on 28 March 2019.
The modification consists of the deletion from the PIP of the ‘confirmatory’ clinical Study 3 (Randomized, controlled study to evaluate efficacy and safety of MPDL3280A in combination with standard of care in children from birth to less than 18 years of age with a PD-L1 positive paediatric solid tumour selected on the basis of the results of Study 1 and Study 2) proposed in view of the results of the first paediatric trial (i.e. Study 2, aimed at identifying the paediatric patients (tumour types) to be included in Study 3) considered insufficient to support initiation and conduction of Study 3. 
The proposed modification was considered acceptable. In fact the results available for this product, as well as from other products of the same class (programmed cell death-1-PD-1/PD-1 ligand inhibitors), have shown that these products are ineffective for the treatment of most childhood non-CNS solid cancers, except for a few very rare tumour types, such as hypermutated tumors. 
Regarding a possible development of the product in combination, the Members noted that it cannot be excluded that atezolizumab can be of benefit for some paediatric solid tumours if combined with therapies that promote one of the various steps of the cancer-immunity cycle. However since no/very limited responses were observed in paediatric non-CNS solid tumours, it would be difficult at this stage to justify a trial in combination as well as to define what type of combination to use. 
However, in case atezolizumab is studied in combination with new medicinal products, it is anticipated that paediatric investigation plans, if scientifically justified in view of new emerging data, are submitted for the possible combination to meet the paediatric requirements. 
A trend towards a positive Opinion is anticipated at next month.

[bookmark: _Toc21372103]lisocabtagene maraleucel (JCAR017, Autologous CD4+ and CD8+ T cells expressing a CD19-Specific Chimeric Antigen Receptor ) - Orphan - EMEA-001995-PIP01-16-M02

Celgene Europe B.V.; Treatment of B-lymphoblastic leukemia/lymphoma, Treatment of mature B-cell neoplasms / Treatment of paediatric patients with CD19+ relapsed or refractory B-cell acute lymphoblastic leukaemia, Treatment of paediatric patients with CD19+ relapsed or refractory diffuse-large B-cell lymphoma, Burkitt lymphoma or primary mediastinal large B-cell lymphoma

Rapporteur: Pia Annunen; Peer reviewer: Goda Vaitkeviciene; EMA Paediatric Coordinator: Giovanni Lesa

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Oncology

Summary of committee discussion:

The PDCO discussed this procedure at Day 30 during the March 2019 plenary meeting.

The Committee considered that the Applicant proposes minor changes to some elements of study 2, which do not modify the main features of the study. In addition, the Applicant requests to delay by 1 month initiation and completion of study 2 thus delaying by 1 month the completion of the PIP.
The PDCO noted that the Applicant appears to widen the patient population to the second line. The Committee would like the Applicant to confirm this and, if confirmed, to provide additional justification. 
The PDCO was also made aware that study 2 (JCAR017-BCM-004) was recently halted due to safety concerns (serious adverse event grade 4 –neurotoxicity-) and that the sponsor is evaluating the dose modification guidelines.
The Committee agreed that the Applicant should provide more information to the PDCO regarding this event and should clarify whether the observed safety issue has implications for study 2 and for the rest of the paediatric development for JCAR017. In addition, more information on study progression (number of patients treated, doses used, safety data in detail) and implications on dose guidelines should be provided.

Should the Applicant wish to comment on the point in bold above, the PDCO will take any additional information into account if submitted no later than the 13 April 2019 via the eSubmission Gateway or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number. Should the Applicant choose not to respond or to respond late, the Request for Modification shall be adopted at Day 60 on the basis of the currently available information.

[bookmark: _Toc21372106]Daratumumab - Orphan - EMEA-002152-PIP01-17-M01

Janssen-Cilag International NV; Treatment of lymphoid malignancies (except mature B-cell neoplasms) / Treatment of paediatric patients from birth to less than 18 years of age with a lymphoid malignancy (except mature B-cell neoplasms)

Rapporteur: Koenraad Norga; Peer reviewer: Kirstine Moll Harboe; EMA Paediatric Coordinator: Laura Fregonese

Day 30 discussion

Article 8; PIP and Deferral

Oncology

Summary of committee discussion:

the majority of the requests were considered acceptbale. Additional information will be requested by the Applicant on elimiating patients with lymphoblastic lymphoma (LL)  from the primary endpoint analysis.

[bookmark: _Toc21372109]Ibrutinib - Orphan - EMEA-001397-PIP03-14-M04

Janssen-Cilag International N.V.; Treatment of mature B-cell neoplasm / Treatment of children from 1 year to less than 18 years of age with newly-diagnosed and relapsed/refractory mature B-cell lymphoma, that is, diffuse large B-cell lymphoma or Burkitt and Burkitt-like lymphoma.

Rapporteur: Herbert Lenicker; Peer reviewer: Koenraad Norga; EMA Paediatric Coordinator: Franca Ligas

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Oncology

Summary of committee discussion:

The PDCO discussed the modification request at its March 2019 meeting.
The proposed modification consists of changes of one of the main secondary endpoints and specifically of the removal/interruption of assessment of BTK occupancy, measurement of BTK phosphorylation and removal of assessment of SYK, STAT3, caspase-3, BCL-xL and cIAP1 expression during treatment.
The obstacles identified by the Applicant in carrying out the assessment of BTK occupancy were acknowledged by the PDCO. However it was pointed out that it was unclear if National Competent Authorities/Ethics Committees actually raised the ethical concerns at the time of the clinical trial application as well. It was also unclear why these issues were not presented by the Applicant in the course of the initial PIP procedure. In fact, the bleeding risk could theoretically even be mitigated by platelet transfusions. 
It was also not completely clear why measurement of SYK/STAT3, caspase-3, BCL-XL and cIAP1 cannot be estimated during and at the end of treatment (still for not repeating biopsies?).
In view of outstanding issues above mentioned and reported in the summary report should the Applicant wish to comment on the points below, the PDCO will take any additional information into account if submitted (via eSubmission Gateway and/or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number) no later than 9 April 2019. 
1) Have National Competent Authorities/Ethics Committees raised ethical concerns on repeated biopsies for assessment of biomarkers?
2) Why measurement of SYK/STAT3, caspase-3, BCL-XL and cIAP1 cannot be estimated during and at the end of treatment? Still for not repeating biopsies?
3) What are the anticipated implications of removing these measurements in collecting relevant data for the assessment of the efficacy of the product? 
Pending the clarifications above are considered satisfactory, a trend towards a positive opinion is anticipated at April 2019 meeting.

[bookmark: _Toc21372112]Isatuximab - Orphan - EMEA-002205-PIP01-17-M01

Sanofi-Aventis Recherche & Développement; Treatment of malignant neoplasms of the haematopoietic and lymphoid tissue / Treatment of relapsed, refractory and newly-diagnosed acute lymphoblastic  leukemia in combination with standard treatment in paediatric patients from 28 days to less than 18 years of age, Treatment of relapsed, refractory and newly-diagnosed acute myeloid leukemia in combination with standard treatment in paediatric patients from 28 days to less than 18 years of age

Rapporteur: Koenraad Norga; Peer reviewer: Yuansheng Sun; EMA Paediatric Coordinator: Franca Ligas

Day 30 discussion

Article 7; PIP

Oncology

Summary of committee discussion:

The PDCO discussed the modification request at its March 2019 meeting.
The proposed modification consists of:
- Changes to study description and study objectives, to remove the use of the in vivo assay and to specify the in vitro assessments carried out in the non-clinical study-Study 1. 
- Changes to the date of completion of the study to properly reflect the date of signature of the study report of the non-clinical study-Study 1. 
The proposed changes were considered acceptable and a trend towards a positive Opinion is anticipated for next month.

[bookmark: _Toc21372115]Lenvatinib - EMEA-001119-PIP02-12-M05

Eisai Europe Ltd; Treatment of papillary thyroid carcinoma, Treatment of Osteosarcoma, Treatment of follicular thyroid carcinoma / Treatment of refractory or relapsed osteosarcoma in children and adolescents, Treatment of progressive, radioiodine-refractory differentiated thyroid cancer in children and adolescents

Rapporteur: Herbert Lenicker; Peer reviewer: Goda Vaitkeviciene; EMA Paediatric Coordinator: Franca Ligas

Day 30 discussion

Article 8; PIP

Oncology

Summary of committee discussion:

The PDCO discussed the modification request at its March 2019 meeting. 
The proposed modification consists of the replacement of Study 6 (‘Multi-centre, randomized, controlled trial to evaluate the efficacy and safety of lenvatinib as add-on to ifosfamide and etoposide in children from 5 years to less than 18 years (and adults) with relapsed osteosarcoma’) with a new study i.e. ‘A multicentre, open-label, randomised, Phase 2 study to compare the efficacy and safety of lenvatinib in combination with ifosfamide and etoposide versus ifosfamide and etoposide in subjects from 5 years to <18 years (and adults) with relapsed or refractory osteosarcoma who have been treated with 1 prior chemotherapy regimen, that foresees the inclusion of a reduced number of patients (at least 32 instead of at least 150), different treatment duration, different time of assessment of the primary endpoint (at 1 year instead of at 2 years), modification of few of the secondary endpoints. 
The new study, proposed taken into account the key elements of the current agreed study, was considered overall agreeable including the inclusion in the trial of adult patients as the biology of the disease is similar in the adult and the paediatric population.
However, feedback from statisticians may be requested to assess the statistical power/sample size calculation of the study in view of a small number of patients planned to be included in the trial. 
Furthermore, it was not clear on the basis of which results, the expected progression free survival rate at 1 year (PFS-1) of 50% for the lenvatinib + ifosfamide and etoposide was chosen. 
Additionally, it was considered that the removal of the inclusion criterion for patients with no clinically significant ECG abnormality was not necessary as this is already covered by the eligibility criteria implemented across the lenvatinib development program. 
Finally, it was suggested to still include ‘evaluation of changes in tumour biomarkers’ as a key element of the opinion, specifying that that endpoint is an exploratory endpoint. 
In view of outstanding issue regarding the results to the propose PFS-1 rate, should the Applicant wish to comment on the points below, the PDCO will take any additional information into account if submitted (via eSubmission Gateway and/or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number) no later than 8 April 2019.
- What results were used to consider an expected progression free survival rate at 1 year (PFS-1) of 50% for the lenvatinib + ifosfamide and etoposide? It seems that in the Summary of Overall Survival (Table 14.2.4.1.1.3A) for the phase 1-cohort 3A of the study, no results on PFS rate at 1 year is available. 
Pending the clarification requested by the Applicant and feedback from statisticians, a trend towards a positive Opinion is anticipated at April 2019 PDCOmeeting.

[bookmark: _Toc21372118]Palbociclib - EMEA-002146-PIP01-17-M01

Pfizer Europe MA EEIG; Treatment of Ewing sarcoma / treatment of refractory or recurrent Ewing sarcoma

Rapporteur: Alessandro Jenkner; Peer reviewer: Koenraad Norga; EMA Paediatric Coordinator: Franca Ligas

Day 30 discussion

Article 8; PIP and Waiver

Oncology

Summary of committee discussion:

The PDCO discussed the modification request at its March 2019 meeting.
The proposed modification consists of: 
- changes to the non-clinical study-Study 2 to remove the assessment of the pathway inhibition (prb) and cell proliferation/apoptosis from the study objectives since the chosen xenograft model proved resistant to palbociclib as single agent and to delay the study completion of 3 months 
- changes to the non-clinical study-Study 3 to remove  the confirmation that palbociclib treatment in EWS cell lines results in G1 cell cycle arrest from the study objectives, to remove details relative to the techniques used to carry out some analysis foreseen in the study and to delay the study completion of 3 months. 
With regard to the changes to the non-clinical Study 2, the Members acknowledged that carrying out the assessment of the pathway inhibition (prb) and cell proliferation/apoptosis was meaningless since the chosen EWS TC-71 xenograft model choosen proved to be resistant to palbociclib as single agent. However it would be important to understand the implication, if any, of this failure for the ongoing and planned clinical studies. 
With regard to the proposed removal of one of the main study objectives of Study 3, based on the justifcation that ’the studies were technically flawed and results did not meet scientific & QC standards for inclusion’, the Members considered that reapenting the study following scientific standards seems to be the logical next step. 
The minor delay of the completion of the studies was considered acceptable. 
Furthermore, it was noted that in the product specific waiver granted for the treatment of breast malignant neoplasms, tablets are also included among the pharmaceutical forms for palbociclib. 
Therefore, the Applicant may need to take into account that at the time of the submission of the indication of the paediatric indication for Ewing sarcoma also the tablets will need be covered by the PIP, since according to the Art.8 of the Paediatric Regulation all pharmaceutical forms need to be covered by the PIP Decision even if not planned to be used in the paediatric population’. 
Therefore, it could be taken the opportunity of the current modification to include also this pharmaceutical form in the PIP. 
In summary,in view of outstanding issues reported above and specified in the summary report, should the Applicant wish to comment on the points below, the PDCO will take any additional information into account if submitted (via eSubmission Gateway and/or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number) no later than 8 April 2019.
Non-clinical Study 2
1) Summary of the results observed using the CHLA-9 cell lines, if any available. 
2) Whether preclinical studies with other xenograft models of ES are planned to be carried out taking ,for example, into account that Sampson et al. in their analysis conclude that ‘the testing of new therapies in a single in vivo mouse model system of OS and ES is not expected to fully predict clinical behavior and outcome for patients’; 
3) What are, from the Applicant’s perspective, the implications of these results on the proposed clinical development. 
Non-clinical Study 3
- Would be possible to repeat the study using scientific standards? Or why there is no need to repeat the study to support the clinical development of the product in the paediatric population? 
Tablets
- Is there any plan to use the tablets in the paediatric population? Would be the tablets suitable to be used at least in a subset of the paediatric population?
Study4 
- Update on the status of clinical Study 4 (Study A5481092). 
At this stage it is not possible to anticipate which changes can be eventually agreeable.

[bookmark: _Toc21372121]Autologous CD34+ enriched cell fraction that contains CD34+ cells transduced with lentiviral vector that encodes for the human ARSA cDNA sequence - Orphan - EMEA-001765-PIP02-15-M03

Orchard Therapeutics (Europe) Ltd; Metachromatic leukodystrophy (MLD) / For the treatment of metachromatic leukodystrophy (MLD)

Rapporteur: Fernando de Andres Trelles; Peer reviewer: Sylvie Benchetrit; EMA Paediatric Coordinator: Giovanni Lesa

Day 30 discussion

Article 7; PIP

Other

Summary of committee discussion:

The PDCO discussed this procedure at Day 30 during the March 2019 plenary.
The PDCO noted that the Applicant requests to modify the initiation date of study 4 from ‘January 2020 first patient first visit’ to ‘Clinical trial application submission by Q1 2021’. The PDCO disagreed in principle with this change, since the date of initiation in the Opinion is meant to indicate the date by which the study has actually started. The wording proposed by the Applicant would not indicate this.
The Committee also discussed the Applicant’s request to delay the completion of study 4 from ‘January 2032 last patients last visit’ to ‘Q1 2034 last patient last visit’. However, the PDCO agreed in principle that the delay appears too long.  The PDCO noted that the idea of accepting NAA:Cr as co-primary endpoint was based on the fact that it would simplify/shorten the development. If this is now believed not to be the case (since the validation procedure is claimed to take long) a more conventional type of variable (with clinical data) should be used instead (for example, by sticking to the previous, conventional endpoints, including IQ score measured by WISC, as agreed before M02). However, the Committee doubted that the required further validation needs so much time and considered that, up to a point, the validation could proceed in parallel with the conduct of the trial and that there must be substantial data from study 3 already available, since the company plans to submit them for Marketing in October 2019. Thus, the PDCO considered that a more detailed plan/justification would be needed before accepting such a long delay.
Should the Applicant wish to comment on the point in bold above, the PDCO will take any additional information into account if submitted no later than the 12 April 2019 via the eSubmission Gateway or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number. Should the Applicant choose not to respond or to respond late, the Request for Modification shall be adopted at Day 60 on the basis of the currently available information.

[bookmark: _Toc21372124]Allogeneic T cells genetically modified with a retroviral vector encoding for a truncated form of the human low affinity nerve growth factor receptor (ΔLNGFR) and the herpes simplex I virus thymidine kinase (HSV-TK Mut2) - Orphan - EMEA-001370-PIP02-13-M02

MolMed S.p.A.; adjunctive treatment in haematopoietic cell transplantation 

Rapporteur: Koenraad Norga; Peer reviewer: Pia Annunen; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 8; PIP and Deferral

Other / Haematology-Hemostaseology

Summary of committee discussion:

The PDCO discussed this modification on 29 March 2019.

The Applicant requests a substantial delay by several years of the completion date of both PIP studies, repeating arguments regarding study feasibility and medical need already made in the initial application and in M01. No formal feasibility analysis has been provided, although this was suggested both in M01 and a recent SME meeting with the company. The PDCO also noted that neither paediatric study has yet opened for enrolment and that hence the Applicant cannot yet have encountered recruitment problems.

While PDCO considered that in view of the evolving practice the current plan may indeed need to be re-discussed and substantial changes may indeed be warranted, simply postponing the current plan further into the future does not address the challenges at hand.

The Committee thus likely will adopt a negative Opinion at the April 2019 PDCO meeting and recommends the Applicant to request a presubmission meeting with the PDCO Rapporteur and Peer Reviewer and/or seek Scientific Advice before submitting another modification to redesign the PIP.

[bookmark: _Toc21372127]Aqueous extracts of Dermatophagoides pteronyssinus and Dermatophagoides farinae 50%/50% - EMEA-000815-PIP01-09-M01

Allergy Therapeutics (UK) Ltd; Allergic rhinitis and Acute atopic conjunctivitis due to house dust mites / allergic rhinitis/allergic conjunctivitis

Rapporteur: Maria Fernandez Cortizo; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Dobromir Penkov

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Pneumology - Allergology

Summary of committee discussion:

The PDCO discussed the proposed changes to the agreed PIP. 
Some of the proposed additions to the key elements such as more detailed inclusion / exclusion criteria – while important to be included in the study protocol – are not necessary to be added as key elements in the opinion.
The PDCO discussed that the proposal to allow subjects co-sensitised to perennial or seasonal allergens other than house dust mites (HDM) carries the risk of difficult interpretation of study results. It would appear that only subjects with a disease which is not considered clinically relevant and that does not interfere with the baseline and efficacy periods will be allowed to enrol in the study. However, the guidance provided is not reassuring. Unless the Applicant provides further justification how in practice this can be accomplished, e.g. the avoidance of moulds, the exclusion criterion will remain as currently agreed, i.e., “Clinically relevant allergic sensitisation to seasonal or perennial allergens other than to HDM”. 
Several of the proposed changes are considered agreeable:
•Change of the selected allergen product 
•Inclusion of patients with combined symptom and medication score (CSMS) >1.5 during the baseline period
•Addition оf ImmunoCAP test
•Change of the primary endpoint to combined symptom medication score (CSMS) as defined by the European Academy of Allergy and Clinical Immunology (EAACI) Taskforce Group
The proposed additions related to stopping rules are not considered necessary to be included as key element in the Opinion, although very important for the study protocol. 
The following proposed changes are not acceptable:
•To replace FEV1 by Peak Expiratory Flow Rate (PEFR), (<80%) for patient exclusion. Reliable PEFR measurements are very dependent on thorough instructions and good cooperation. While after thorough training/instruction PEFR is a valid tool to monitor symptom control, it is not recommended to be used as diagnostic criterion to diagnose/establish asthma. The exclusion/ inclusion should be based on Forced Expiratory Volume in 1 second (FEV1).
•The modified statistical analysis.
•Delay of completion by 9 years. At this point there are still several uncertainties since the optimal dose has yet to be established and the adult E&S study has not yet started. There is a need to re-discuss the paediatric development at a later stage. Therefore, at present the currently agreed date will remain unchanged and should be re-discussed via another modification procedure once the still unresolved issues in the adult development have been clarified.
As the final dosing regimen is still not known to be confirmed in dose finding/efficacy studies in adults, modification of dosage, treatment regimen is considered premature and not supported at this stage. Asthma control questionnaire (ACQ) should be added as a secondary endpoint in subjects with allergic asthma.
A positive opinion is expected at Day 60.

[bookmark: _Toc21372130]Birch, Hazel and Alder Pollen Extract - EMEA-000808-PIP01-09-M01

Allergy Therapeutics (UK) Ltd; J.30.1 Allergic rhinitis due to pollen H10.1 Acute atopic conjunctivitis / Allergic rhinitis/allergic conjuctivitis

Rapporteur: Yuansheng Sun; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Irmgard Eichler

Day 30 discussion

Article 7; PIP and Deferral

Pneumology - Allergology

Summary of committee discussion:

The PDCO discussed the proposed changes to the agreed PIP. 
Some of the proposed additions to the key elements such as more detailed inclusion criteria – while important to be included in the study protocol - are not necessary to be added as key elements in the opinion.
Several of the proposed changes are considered agreeable:
•The change of the selected allergen product 
•Inclusion of patients with or without  well-controlled allergic asthma due to tree pollen
•The addition of ImmunoCAP test for clarification
•deletion of the exclusion criterion re autoimmune disease
•the change of the primary endpoint to combined symptom medication score (CSMS) as defined by the EAACI Taskforce Group
•Addition of the asthma control questionnaire (ACQ) in subjects with allergic asthma
The Applicant’s clarification that the final dosing regimen might change and depending on the results of the phase II Dose range finding study as well as the efficacy studies in adults is acknowledged. The currently agreed key element therefore might be changed, e.g. to 
•The optimal effective dose level of OV Trees (birch, hazel and alder pollen extract) identified and assessed from the dose-finding and efficacy studies in adults.
•Pre-seasonal treatment of at least 3 months followed by co-seasonal treatment.
The proposed additions related to stopping rules are not considered necessary to be included as key element in the opinion, although very important for the study protocol. 
The following proposed changes are not acceptable:
•to replace FEV1 by PEFR (<80%) for patient exclusion. Reliable PEFR measurements are very dependent on thorough instructions and good cooperation. While after thorough training/instruction PEFR is a valid tool to monitor symptom control, it is not recommended to be used as diagnostic criterion to diagnose/establish asthma. The exclusion/ inclusion should be based on FEV1.
•the delay of completion by 9 years. At this point in time, there are still several uncertainties as the optimal dose has yet to be established and the adult E&S study has not yet started. There is a need to re-discuss the paediatric development at a later stage. Therefore, at present the currently agreed date will remain unchanged and should be re-discussed (via another modification procedure) once the still unresolved issues in the adult development have been clarified.
The PDCO will adopt an opinion accordingly at April 2019 meeting.

[bookmark: _Toc21372133]Vortioxetine - EMEA-000455-PIP02-10-M05

H. Lundbeck A/S; Major Depressive Disorder / Major Depressive Disorder

Rapporteur: Peter Sisovsky; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Chrissi Pallidis

Day 30 discussion

Article 8

Psychiatry

Summary of committee discussion:

The PDCO discussed the modification request on Day 30.  The Applicant with this modification procedure is requesting to delete study 8 (relapse/prevention study) and include an extrapolation study instead. The current CHMP guideline (under revision) includes the following regarding paediatrics: ‘In general maintenance of efficacy data and long term safety data should be generated in the paediatric population as in adults, however, this might depend on the magnitude of efficacy observed in the short term trials and the evidence already available from the studies in adults’. As data from short term trials in paediatrics are not available yet this modification request is premature. The Applicant is invited to revisit this issue once the results of the short term studies are available.
A negative Opinion on this modification request is expected at April 2019 meeting.

[bookmark: _Toc21372136]Fc- and CDR-modified humanized monoclonal antibody against C5 - Orphan - EMEA-001943-PIP01-16-M02

Alexion Europe SAS; Atypical Haemolytic Uremic Syndrome / Treatment of atypical Haemolytic Uremic Syndrome

Rapporteur: Sylvie Benchetrit; Peer reviewer: Dimitar Roussinov; EMA Paediatric Coordinator: Gunter Egger

Day 30 discussion

Article 7; PIP and Deferral

Uro-nephrology / Haematology-Hemostaseology

1.  Summary of committee discussion:

The agreed PIP covers ravulizumab for the treatment of atypical haemolytic syndrome in all age-groups. The Applicant sought a reduction of the number of patients in the lower age cohort, as well as a dose modification for patients who weigh less than 10 kg in the only clinical study in this PIP (Study 2), an open-label, single-arm study. The Applicant faced difficulties to recruit the requested 4 patients below 2 years of age despite reasonable efforts. The Committee was of the opinion that recruitement should be kept open for at least the originally planned time, in an effort to try to achieve recruiting 4 patients below 2 years of age, even if the other age groups have already been fully recruited. The Committee deemed it important not to decrease the patient number in this most fragile subset, and to generate data from at least 4 patients to support a model for dosing confirmation in children below 2 years of age. The Committee tended to agree with the change of dosing instructions for the 5-10kg group. This was in line with a recent modification for the PIP in paroxysmal nocturnal haemoglobinuria (PNH) by the same Applicant.

[bookmark: _Toc21372139]Nominations

Information related to this section cannot be released at the present time as it is deemed to contain commercially confidential information.

[bookmark: _Toc21348700][bookmark: _Toc21372140]List of letters of intent received for submission of applications with start of procedure DD Month 20XX for Nomination of Rapporteur and Peer reviewer

Summary of committee discussion:

The PDCO approved the lists of Rapporteurs and Peer Reviewers.

[bookmark: _Toc21372141]Nomination of Rapporteur for requests of confirmation on the applicability of the EMA decision on class waiver.

Summary of committee discussion:

The PDCO approved the lists of Rapporteurs and Peer Reviewers.

[bookmark: _Toc21372142]Nominations for other activities

No items.

[bookmark: _Toc4510261][bookmark: _Toc21372143]Scientific Advice Working Party (SAWP) and Paediatric Committee (PDCO) Interaction

Information related to this section cannot be released at the present time as it is deemed to contain commercially confidential information. 

PDCO representatives at SAWP (elected by the PDCO) are Dr Karl-Heinz Huemer, Dr Kirstine Moll Harboe, Prof Koenraad Norga as PDCO / SAWP members and Dr Johanna Wernsperger, Dr Dana Gabriela Marin,  Dr Dina Apele-Freimane as their PDCO / SAWP Alternates respectively.

[bookmark: _Toc964687][bookmark: _Toc1656829][bookmark: _Toc4510262][bookmark: _Toc5281310][bookmark: _Toc6330814][bookmark: _Toc9417547][bookmark: _Toc12440329][bookmark: _Toc19283082][bookmark: _Toc21348704][bookmark: _Toc21372145]New Scientific Advice

Information related to this section cannot be released at the present time as it is deemed to contain commercially confidential information.

Timetable for new requests for PDCO member(s) appointment:

- Start of procedures on: 12 March 2019

- SAWP Coordinators' First reports: from 1-5 April 2019

- Finalisation on PDCO coordinator nomination: 26 -29 March 2019 PDCO meeting

- PDCO Comments to SAWP Scientific administrators by: 08 April 2019

- First reports discussed - List of issues for DM (D70 procedure) or finalisation (D40 procedure): 8-11 April 2019 SAWP plenary

- First possible PDCO interaction presentation: 23-26 April 2019 PDCO meeting

- Discussion meeting at SAWP (D70 procedures only): 13-16 May 2019 SAWP plenary 

See corresponding Nominations list for New requests -  PDCO March 2019 – SA for PDCO Consultation in PDCO –  HYPERLINK "http://docs.eudra.org/webtop/ema/library/objectlist/ema_objectlist.jsp" 2019/ HYPERLINK "http://docs.eudra.org/webtop/ema/library/objectlist/ema_objectlist.jsp" 2019-03 PDCO (26.03-29.03) Plenary/– 4.Nominations Lists. 

[bookmark: _Toc21365552][bookmark: _Toc21372155]

[bookmark: _Toc1656830][bookmark: _Toc4510263][bookmark: _Toc5281311][bookmark: _Toc6330815][bookmark: _Toc9417548][bookmark: _Toc12440330][bookmark: _Toc19283083][bookmark: _Toc21348705][bookmark: _Toc21372156]Ongoing Scientific Advice

Information related to this section cannot be released at the present time as it is deemed to contain commercially confidential information.

ACT-541468 - EMEA/H/SA/4062/1/2019/PED/III

Applicant: Idorsia Deutschland GmbH

SAWP coordinators: André Elferink and Kirstine Moll Harboe

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: Helena Fonseca (EMEA-002121-PIP02-18, withdrawn)

PDCO Peer reviewer: Fernando de Andres Trelles (EMEA-002121-PIP02-18, withdrawn)

PDCO member nominated: Johanna Wernesperger

EMA resources: Scientific Advice Officer: Francesca Cerreta, Paediatric Coordinator: Dominik Karres

Scope: Orexin receptor antagonist for treatment of insomnia. Scientific Advice is sought on preclinical and clinical development programmes. PDCO involvement. Paediatric fee waiver.

Action: For Discussion

Background

ACT-541468((S)-(2-(5-chloro-4-methyl-1H-benzo[d]imidazol-2-yl)-2-methylpyrrolidin-1-yl)(4-methoxy-2-(2H-1,2,3-triazol-2-yl)phenyl)methanone hydrochloride) is a dual orexin receptor antagonist (DORA), that blocks the actions of the orexin neuropeptides at both OX1 and OX2 receptors, under development for the long-term treatment of insomnia disorder in adult and elderly subjects. No difference is made in the definition of insomnia regarding specific age groups, e.g., paediatric subjects. The pathophysiology of insomnia is not completely understood, and several models exist. A widely accepted model is the psychobiological inhibition model, which states that stressful life events precipitate physiologic and psychologic arousal, preventing the normal inhibition of wakefulness and resulting in insomnia symptoms. Orexins (orexin-A and orexin-B, also named hypocretin-1 and hypocretin-2) are hypothalamic peptides which are produced primarily in the perifornical area and the lateral and posterior hypothalamic areas. Orexins promote wakefulness via the ascending arousal system by having an excitatory effect on wake promoting neurons of the ascending reticular activating system. In children, functional maturation of orexin neurons takes at least 3 weeks postnatally, coinciding with maturation of sleep/wake architecture.

Two Paediatric Investigation Plans (PIPs) have previously been submitted (EMEA-002121-PIP01-17 and EMEA-002121-PIP02-18) and subsequently withdrawn. EMEA-002121-PIP01-17 was submitted in March 2017 focusing on insomnia in subjects aged 6 to < 18 years with Attention deficit hyperactivity disorder (ADHD). At D60, the PDCO disagreed with the target population, stating that there was no reason to restrict the population to children with ADHD and that the paediatric development should focus on paediatric patients with insomnia associated with neurodevelopmental or psychiatric disorders (NDPDs) aged from 2 to < 18 years, in line with PIPs approved for other insomnia treatments. The PIP application was withdrawn. In January 2018, an initial Pediatric Study Plan (iPSP) was submitted to the FDA to fulfil paediatric requirements under the Pediatric Research Equity Act (PREA). Under the PREA, the paediatric indication must mirror the adult indication, which is insomnia, i.e., not limited to children with NDPDs. The proposed programme, targeting adolescents with insomnia disorder, was generally agreed by the FDA. EMEA-002121-PIP02-17 was submitted in March 2018, including a paediatric programme for ACT-541468 similar to the one proposed to the FDA in the iPSP. At Day 30, the feedback from the PDCO reflected the Committee's intention to adopt a negative Opinion at Day 60, stating that "a full, thorough revision and redesign of the PIP was necessary for eventual acceptance – an entirely new proposal", which should comply with the EMA guideline on insomnia ( HYPERLINK "https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-medicinal-products-treatment-insomnia_en.pdf" EMA/CHMP/16274/2009 previously (EMEA/16274/2009) Rev. 1). The PDCO reinforced that "primary insomnia is less of a priority in children, and that the PIP could focus on patients with comorbidities as expressed before". The objective of this procedure is to seek advice on the nonclinical and clinical studies for ACT-541468 in paediatric subjects aged from 2 to <18 years with insomnia disorder with or without comorbid neurodevelopmental or psychiatric disorder (NDPDs). The Applicant is proposing a programme aiming to fulfil requirements under the Paediatric Regulation and to support the registration of the product in paediatric subjects with insomnia, while keeping in mind the expectations of the FDA.

Summary of discussion

The questions relate to the juvenile toxicity study for the non-clinical development as well as with regards to the clinical development to the patient population, to the paediatric dose-finding study, to the paediatric phase 3 study, to the proposed extension study for long term safety assessment and to the adequacy of proposed paediatric programme for registration. 

The discussion at PDCO was postponed to April 2019 PDCO meeting after the discussion meeting at SAWP (April 2019 SAWP meeting). 



[bookmark: _Ref5788984]BAY 1093884- EMEA/H/SA/3761/2/2019/PA/II

Applicant: Bayer AG

SAWP coordinators: Finbarr Patrick Leacy and Odoardo Olimpieri.

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: Kirstine Moll Harboe (EMEA-002498-PIP01-18)

PDCO Peer reviewer: Fernando de Andres Trelles (EMEA-002498-PIP01-18)

PDCO member nominated: Hugo Tavares

EMA resources: Scientific Advice Officer: Jan Regnström, Paediatric Coordinator: Janina Karres



Scope: Anti-TFPI mAb as routine prophylaxis to prevent bleeding episodes in haemophilia A. Protocol Assistance is sought on clinical development programme.[footnoteRef:11] [11: ] 




Action: For Discussion



Background

BAY 1093884 (anti-TFPI mAb) is a recombinant, human monoclonal IgG2 antibody (mAb) against human tissue factor pathway inhibitor (TFPI).On 22 February 2018, an  HYPERLINK "https://www.ema.europa.eu/en/glossary/orphan-designation" \o "A status assigned to a medicine intended for use against a rare condition. The medicine must fulfil certain criteria for designation as an orphan medicine so that it can benefit from incentives such as protection from competition once on the market.More inform" \t "_blank" orphan designation (EU/3/18/1979) was granted by the European Commission to Bayer AG, Germany, for human monoclonal IgG2 antibody against tissue factor pathway inhibitor (BAY 1093884) for the treatment of haemophilia A. Hemophilia A and B are genetic bleeding disorders caused by the deficiency of Factor VIII (FVIII) or Factor IX (FIX), respectively.  The standard treatment for hemophilia A or B is replacement therapy, with intravenous (IV) administration of plasmaderived or recombinant FVIII or FIX, respectively. Some patients treat bleeding episodes as they occur (i.e., on-demand treatment), while others treat themselves at regular intervals to prevent bleeding (i.e., prophylaxis). In recent years, prophylaxis has become the prevailing type of hemophilia treatment in most developed countries. Currently, prophylaxis starting in early childhood with the primary goal to prevent bleeding that leads to end-stage joint disease is recommended in most developed countries. Hemlibra (emicizumab-kxwh) is currently approved in the US and EU for subcutaneous routine prophylaxis in hemophilia A patients with inhibitors, and in the US also for patients with hemophilia A without inhibitors. However, Hemlibra (emicizumab) is characterized by certain risk of thrombotic and TMA events when used together with activated prothrombin complex concentrate (aPCC), and is indicated for hemophilia A only, leaving hemophilia B patients with the only option of IV infusions and no prophylaxis option for hemophilia B with inhibitors. There is currently no treatment option available that provides constant protection against bleeding episodes, lower the burden of treatment, and avoid the risk of FVIII/FIX inhibitor development, regardless of the FVIII or FIX deficiency status or the presence of FVIII or FIX inhibitors.

BAY 1093884 may address all these unmet needs, representing a viable new treatment option for both hemophilia A and B patients. The proposed initial indication is ‘Routine prophylaxis to prevent bleeding episodes in patients with hemophilia A or hemophilia B, with or without inhibitors (including history of inhibitors)’ and is currently planned for patients ≥ 12 years of age at initial marketing authorization application (MAA). The indication for patients <12 years of age will be the subject of a variation application after the initial MAA approval. The Applicant intends to discuss this approach in the pediatric investigation plan (PIP) intended for submission in Q1 2019[footnoteRef:12]. [12: ] 




Summary of discussion

The PDCO noted that it is the third of the TFPI that the PDCO will see and that the first discussion at PDCO on this PIP was scheduled at the same meeting.

The possibility of asking for a development in younger children on PDCO own motion was mentioned depending on the outcome of the D30 PDCO discussion for EMEA-002498-PIP01-18. 

See  REF _Ref5788214 \r \h  \* MERGEFORMAT 3.1.16. the PDCO discussion at D30 for EMEA-002498-PIP01-18.



BAY 1093884- EMEA/H/SA/3761/1/FU/1/2019/II

Applicant: Bayer AG

SAWP coordinators: Finbarr Patrick Leacy and Dr Odoardo Olimpieri

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: Kirstine Moll Harboe (EMEA-002498-PIP01-18)

PDCO Peer reviewer: Fernando de Andres Trelles (EMEA-002498-PIP01-18)

PDCO member nominated: Hugo Tavares

EMA resources: Scientific Advice Officer: Jan Regnström, Paediatric Coordinator: Janina Karres



Scope: Anti-TFPI mAb as routine prophylaxis to prevent bleeding episodes in haemophilia B. Follow-up Scientific Advice is sought on clinical development programme[footnoteRef:13] [13: ] 




Action: For Discussion



Background



See  REF _Ref5788984 \r \h  \* MERGEFORMAT 5.2.2. above for background information on the product. A first scientific advice was sought in January 2018 (Procedure No.: EMEA/H/SA/3761/1/2018/III) on the development of BAY 1093884 in the proposed indication ‘Routine prophylaxis to prevent bleeding episodes in patients with hemophilia A or hemophilia B, with or without inhibitors (including history of inhibitors)’. This follow-up scientific advice is sought taking into consideration new clinical data from completed Phase 1 studies and an ongoing Phase 2 study, to seek alignment with the SAWP and CHMP on the treatment duration of the planned Phase 3 study in adults and adolescents.



Summary of discussion



See  REF _Ref5789233 \r \h  \* MERGEFORMAT 3.1.16.  and  REF _Ref5788984 \r \h  \* MERGEFORMAT 5.2.2. The PDCO discussion will be held at April 2019 PDCO meeting after the SAWP DM.





[bookmark: _Toc1656831][bookmark: _Toc4510264][bookmark: _Toc21372157]Final Scientific Advice (Reports and Scientific Advice letters)

Information related to this section cannot be released at the present time as it is deemed to contain commercially confidential information.





[bookmark: _Toc5696178]rVA576- EMEA/H/SA/2984/5/2019/PED/SME/III

Applicant: Akari Therapeutics, Plc

SAWP coordinators: Juha Kolehmainen and Peter Mol 

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: N/A

PDCO Peer reviewer: N/A 

PDCO member nominated: Fernando de Andres Trelles / Helena Fonseca 

EMA resources: Scientific Advice Officer: Stiina Aarum, Paediatric Coordinator: N/A

		

Scope: Recombinant protein derived from the saliva of Ornithodoros moubata tick acting as C5 and LTB4 inhibitor for treatment of complement mediated thrombotic microangiopathy in haematopoietic stem cell transplantation. Scientific Advice is sought on quality, preclinical and clinical development programmes. BWP, PDCO and PDCO NcWP involvement. Paediatric fee waiver. 



Action: For Discussion



Background

rVA576 is a small, recombinant molecule derived from a native protein found in the saliva of the Ornithodoros moubata tick. rVA576 is currently under development by Akari for several indications of complement-mediated and autoimmune diseases including PNH, atypical haemolytic uraemic syndrome (aHUS), bullous pemphigoid (BP) and atopic keratoconjunctivitis (AKC) and has a number of ongoing trials in these indications. rVA576 binds to complement C5 at a different epitope than Soliris (eculizumab) and prevents cleavage of C5 and formation of the active terminal complement products and also binds tightly to the proinflammatory mediator LTB4. Unlike the antibody eculizumab, rVA576 is a small recombinant protein (16.7kDa) and can be given by low-volume subcutaneous (sc) injection instead of intravenous infusion. The proposed indication is the treatment of hemopoietic stem cell transplant associated thrombotic microangiopathy (HSCT TMA) in paediatric patients.  HSCT TMA is characterized by arteriolar thrombi associated with intimal swelling and fibrinoid necrosis of the vessel wall with thickening of arterioles and capillaries, endothelial swelling and detachment, and subendothelial accumulation of proteins and cell debris. Currently, the mortality of HSCT TMA remains high (60-90% of patients). Current management for HSCT TMA involves withdrawal of the offending agent in the cases where it is potentially linked to one of the drugs being taken to control rejection. Although plasma exchange (PEX) has been used in severe TMA cases, it does not appear to be as effective in the management of HSCT TMA, in contrast to its effectiveness in classical TTP. Other therapies such as defibrotide or rituximab have been used off-label, but there is insufficient evidence to support their use. rVA576 acts by preventing the generation of C5 activation and formation of the MAC while preserving the immune clearance and opsonization functions that depend on C3b and so investigation of rVA576 in HSCT TMA is warranted. rVA576 also inhibits LTB4. Although there is no published evidence that LTB4 has a role in HSCT TMA disease pathology, LTB4 has both proinflammatory and procoagulant effects that have the potential to have a role in HSCT TMA disease pathology. The Applicant intends to submit applications for Orphan Designations for the treatment of HSCT TMA in the EU and US. A paediatric investigational plan for the development of rVA576 in HSCT TMA is currently in preparation. The scope of the current Applicant’s request is to seek advice on the proposed clinical development plan for paediatric HSCT TMA, the acceptability of the proposed pivotal trial and the adequacy of the current non-clinical package for MAA.



Summary of discussion

The PDCO highlighted that the standard of care could differ from a centre to another, therefore historical control could not be supported. External controls would therefore need to be very well defined. Moreover, a monitoring of hypersensitivity reactions, drug-drug interactions (DDI) and antidrug antibody were considered as needed.  The PDCO did not comment the population definition. 

PF-06939926- EMEA/H/SA/4048/1/2019/PA/PED/ADT/III

Applicant: Pfizer Limited

SAWP coordinators: André Elferink and Maura O’Donovan

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: N/A

PDCO Peer reviewer: N/A 

PDCO member nominated: Sylvie Benchetrit 

EMA resources: Scientific Advice Officer: Anna Tavridou, Paediatric Coordinator: Emilie Desfontaine



Scope: Adeno-associated virus serotype 9 vector for treatment of Duchenne muscular dystrophy. Protocol Assistance is sought on quality, preclinical and clinical development programmes. BWP, CAT and PDCO involvement. Paediatric fee waiver. 

	

Action: For Discussion



Background

PF-06939926, is a recombinant adeno-associated virus (rAAV) serotype 9 vector expressing a codon-optimized, miniaturized version of the dystrophin gene (“mini-dystrophin”), which encodes the domains minimally required for functionality of the dystrophin protein. Recombinant AAV serotype 9 vector containing the human mini-dystrophin gene is intended to be used as a gene replacement therapy, i.e., to restore functional dystrophin expression in Duchenne muscular dystrophy (DMD)-deficient skeletal and cardiac muscle cells by direct replacement of the missing protein. DMD is a severe, X-linked, progressive neuromuscular disease affecting approximately one in 3600 to 9300 live male births. It is caused by mutations in the dystrophin gene that eliminate or severely reduce the expression of functional dystrophin protein. The clinical course of DMD is a direct result of the rate of damage to the muscle tissue.  At approximately the age of 6, many of the lower extremity muscles begin to lose the ability to regenerate and the degenerative process becomes dominant. As necrosis continues, the loss of muscle is accompanied by an increase in fatty and connective tissue, ultimately leading to the loss of ambulation. With continued disease progression, functional loss of the muscles of respiration and the upper extremity can occur. Eventually, almost all DMD patients develop cardiomyopathy. Respiratory and cardiac complications are major causes of disease-related morbidity and mortality. Current treatment options are primarily focused on slowing the rate of muscle deterioration and preventing complications of the disease. These include glucocorticoids, cardiac medications, ventilatory support, orthopedic corrections, and supportive measures such as physiotherapy. Translarna (ataluren) is the only therapy designed to address the underlying cause of DMD that has been approved in the EU (EMEA/H/C/002720), on 31 July 2014 and it is applicable to a small fraction of the total DMD population (Translarna (ataluren) is indicated for the treatment of Duchenne muscular dystrophy resulting from a nonsense mutation in the dystrophin gene, in ambulatory patients aged 2 years and older. The Applicant considers that it remains a significant unmet medical need for a therapy that will target the underlying pathophysiology, significantly alter disease progression, and be efficacious for the entire DMD population, irrespective of mutation type. On 29 August 2016, an  HYPERLINK "https://www.ema.europa.eu/en/glossary/orphan-designation" \o "A status assigned to a medicine intended for use against a rare condition. The medicine must fulfil certain criteria for designation as an orphan medicine so that it can benefit from incentives such as protection from competition once on the market.More inform" \t "_blank" orphan designation (EU/3/16/1716) was granted by the European Commission to Advanced Biotherapeutics Consulting SARL, France, for adeno-associated viral vector serotype 9 containing the human mini-dystrophin gene for the treatment of Duchenne muscular dystrophy. The sponsorship was transferred to Pfizer Limited, United Kingdom in May 2017 and subsequently to Pfizer Europe MA EEIG, Belgium, in November 2018. The Applicant is seeking protocol assistance to further progress the development plan for PF-06939926.  Whilst the current Phase 1 study involves US only sites, future studies will include DMD patients from the EU. Main questions are on the manufacturing process, the proposed non-clinical package, and the validity of the mini-dystrophin protein expression as a surrogate endpoint to support conditional marketing authorization in the EU. 



Summary of discussion

The PDCO highlighted many issues in the proposed development plan. Firstly, the Applicant should be reminded of the legal obligation in EU to submit a PIP. Moreover, with regards to the proposed surrogate endpoint for efficacy in clinical development, the PDCO concurred with the PDCO member nominated that a proof of concept study was needed to validate the use of this endpoint (mini-dystrophin protein expression). Finally, questions were asked about the extrapolation plan. 

Idebenone - EMEA/H/SA/561/5/2019/PA/SME/II

Applicant: Santhera Pharmaceuticals GmbH

SAWP coordinators: Andrea Laslop and Joerg Zinserling

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: N/A

PDCO Peer reviewer: N/A 

PDCO member nominated: Dimitrios Athanasiou

EMA resources: Scientific Advice Officer: Lorenzo Guizzaro, Paediatric Coordinator: Emilie Desfontaine



Scope: Mitochondrial electron carrier for treatment of Duchenne muscular dystrophy[footnoteRef:14]. Protocol Assistance is sought on clinical development programme. PDCO involvement.  [14: ] 




Action: For Discussion



Background

Idebenone) is a short-chain benzoquinone, a psychoanaleptics, developed in Duchenne muscular dystrophy (DMD).  In the European Union (EU), Raxone (idebenone ) has a marketing authorisation (MA) since 2015 (EU/1/15/1020/001) in the orphan indication of Leber’s Hereditary Optic Neuropathy (LHON). An EU Orphan Drug Designation was granted for idebenone in DMD on 20 March 2007 (EU/3/07/437). Duchenne muscular dystrophy (DMD) is the most common and devastating type of muscular dystrophy. With an incidence of one in 3,500-5,000 males born worldwide, DMD is an orphan disease. There are no curative therapies available for DMD and the current management of the disease is based on prevention and management of complications. Most active respiratory management occurs after the patient becomes non-ambulatory and pulmonary function declines. glucocorticoids (GCs) have become the mainstay of disease management in DMD. However, due to the well-described, clinically significant side-effects of prolonged GC use, there is a significant proportion of patients who never take GCs, do not tolerate GCs or discontinue their use. There is currently no treatment option to stop or slow the loss of respiratory function in patients with DMD who have declined below the lower limit of normal in their respiratory function. In 2016, the Applicant submitted a Type II variation for extension of the indication for idebenone for the treatment of patients with DMD. Based on the data available at the time of the review, a negative opinion by the CHMP was adopted. After re-examination in January 2018, the CHMP was still of the opinion that the strength of the data on the benefits of idebenone treatment was too limited. Since then, the Applicant has collected additional clinical data including long-term exposure to idebenone and has conducted additional analyses to further strengthen the evidence for a positive benefit/risk ratio of idebenone in patients with DMD. The Applicant is planning a new MA application for idebenone for an indication in patients with DMD who have abnormal respiratory function and who are currently not taking GCs and is proposing a conditional marketing authorisation. The Applicant sought Protocol Assistance to ensure that the design of the proposed confirmatory MILOS study[footnoteRef:15] protocol is appropriate and meets regulatory expectations for a confirmatory study in advanced DMD patients. Main questions related to the primary and secondary endpoints, study objectives, design and analysis of the proposed MILOS study. [15: ] 


Summary of discussion

The PDCO endorsed the PDCO member comments on the application. Overall, the PDCO supported the current set up of the proposed trial as the standard of care does not change too much at this specific age group. However, as the treatment is also a family decision, a need for caution was noted. Of note, the patients that are the external control from the registry are also receiving treatment.  



rFVIIIFc-VWF-XTEN (BIVV001) - EMEA/H/SA/4066/1/2019/III

Applicant: Bioverativ Therapeutics, Inc.

SAWP coordinators: Peter Mol and Jens Reinhardt

SAWP Peer-reviewer: N/A

PDCO Rapporteur: Sylvie Benchetrit (EMEA-002501-PIP01-18)

PDCO Peer reviewer: Anette Solli (EMEA-002501-PIP01-18) 

PDCO member nominated: Sylvie Benchetrit

EMA resources: Scientific Advice Officer: Jan Regnström, Paediatric Coordinator: Rocio Fernandez (EMEA-002501-PIP01-18)



Scope: Recombinant fusion protein for treatment and prophylaxis of bleeding in haemophilia A. Scientific Advice is sought on quality, preclinical and clinical development programmes. BWP and PDCO involvement.



Action: For Discussion



Background

See also  REF _Ref5803033 \r \h  \* MERGEFORMAT 3.1.6.  EMEA-002501-PIP01-18 D60 Discussion. 

BIVV001 is a novel fusion protein consisting of single-chain B-domain deleted (BDD) human FVIII, the Fc domain of human immunoglobulin G1 (IgG1), the FVIII-binding D’D3 domain of human VWF and 2 XTEN polypeptide linkers. The Fc, VWF, and XTEN linker portions of the molecule are each designed to extend the half-life of the FVIII molecule in plasma. BIVV001 is being developed for the following indication: treatment and prophylaxis of bleeding in patients with hemophilia A (congenital FVIII deficiency). Hemophilia A is an X-chromosome linked bleeding disorder that occurs predominantly in males and is characterised by a functional FVIII deficiency caused by mutations in the gene that encodes FVIII. It is a rare disease, with an estimated incidence of 1 per 5000 live male births and a similar prevalence across the world. The severity of the disease is characterised by the endogenous level of FVIII calculated in plasma. Severe hemophilia A (<1 % endogenous FVIII activity level; <1 IU/deciliter [dL]) accounts for approximately 30 % to 50 % of all cases of hemophilia A. Individuals with severe hemophilia experience frequent bleeding episodes into major joints, soft tissue, and muscle, either spontaneously or following trauma and surgery. Signs and symptoms include joint swelling, joint and muscle pain, as well as mucosal, gastrointestinal, and post circumcision bleeding. Repeated joint bleeding episodes can lead to debilitating long-term complications, including hemophilic arthropathy. Acute bleeds can be life threatening; intracranial hemorrhage can result in disability and death, and is the leading cause of hemorrhagic death in individuals with haemophilia. There is no cure available for hemophilia A. The standard of care consists of replacement therapy with plasma-derived or recombinant FVIII. While both types of replacement therapy have similar efficacy and safety profiles, rFVIII products are more commonly used in the EU, because they are not associated with the risk of blood-borne pathogen transmission. The Applicant intends to apply for an Orphan Designation in EU in 2019. The Applicant sought Scientific Advice the chosen release and stability assay for BIVV001 product potency, the non-clinical program and the clinical development plan, including clinical data obtained in the phase 1/2a studies, the study design and proposed endpoints in the planned phase 3 study in PTPs ≥12 years of age, the dose regimen in the planned phase 3 study in PTPs ≥12 years of age, the timing of initiation of the planned phase 3 study in PTPs <12 years of age as well as the proposal to seek marketing authorization based on the data from the phase 3 study in PTPs ≥12 years of age, prior to completion of the study in PTPs <12 years of age.



Summary of discussion

The PDCO supported the advice expressed by the SAWP. A comment was made on the necessity for the MAH to explore what would be the functional level of Factor VIII. 

Concizumab (NN7415, humanised monoclonal IgG4 antibody against tissue-factor-pathway inhibitor) - EMEA/H/SA/2178/3/2019/PA/III

Applicant: Novo Nordisk A/S

SAWP coordinators: Mogens Westergaard and Elena Wolff-Holz

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: Sylvie Benchetrit (EMEA-002326-PIP03-18 in clock-stop)

PDCO Peer reviewer: Viviana Giannuzzi (EMEA-002326-PIP03-18 in clock-stop)

PDCO member nominated: Dana Marin

EMA resources: Scientific Advice Officer: Anna Tavridou, Paediatric Coordinator: Janina Karres



Scope: Anti-TFP inhibitor for prophylaxis of bleeding in haemophilia A. Protocol Assistance is sought on quality, preclinical and clinical development programmes. BWP and PDCO involvement.



Action: For Discussion



Background

Concizumab is a humanised recombinant mAb of IgG4 isotype directed against the tissue factor pathway inhibitor (TFPI), which is involved in down-regulation of the initiation of the coagulation cascade. Concizumab prevents TFPI from binding to and blocking the active site of the coagulation factor Xa (FXa). The novel mechanism of action of concizumab is independent of the presence or absence of FVIII or FIX, and is therefore being developed for the treatment of both HA and HB patients regardless of their inhibitor status. Concizumab has been granted an orphan designation in the EU for the treatment of haemophilia A (EU/3/12/1052) on 10 October 2012 as well as for treatment of haemophilia B (EU/3/17/1940) on 12 October 2017. Congenital haemophilia A (HA) is a recessive, X-linked bleeding disorder, caused by mutations in the factor VIII (FVIII) gene on the long arm of the X-chromosome. Congenital haemophilia B (HB) is also a recessive X-linked bleeding disorder, but caused by mutations in the factor IX (FIX) gene, located in the distal part on the long arm of the X-chromosome. For both types of haemophilia, the gene defects are transferred from a heterozygous mother (carrier), or are ascribable to new, spontaneous mutations. Without adequate treatment, many people with haemophilia will die before they reach adulthood. However, with proper treatment, the median life expectancy for adults with severe haemophilia is currently about 15 years less than that of males without haemophilia, and children can look forward to a normal life expectancy. The major cause of death is intra-cranial haemorrhage. Currently, the majority of patients with HA or HB are treated prophylactically with their missing coagulation factor, FVIII or FIX, by frequent intravenous (i.v.) administration. Prophylaxis (PPX) normally begins when the child becomes mobile, at approximately 1−2 years of age. Such treatment effectively reduces bleeding episodes by more than 90%, and prevents or diminishes serious sequelae of haemophilia, such as joint disease. The Applicant states that there exists an unmet medical need in all haemophilia patients, with the greatest need being in the HBwI population. Consequently, a sub-cutaneously administered, safe, effective PPX treatment would benefit all patients with haemophilia. The Applicant sought scientific advice on the adequacy of drug substance and drug product specifications, the adequacy of the planned stability data to support shelf life for market and process performance qualification (PPQ) setup, the adequacy of the nonclinical programme to support phase 3 and future registration of concizumab, the design of the phase 3 trials and the filing strategy in the EU.

Summary of discussion

The PDCO endorsed the comments from the PDCO member nominated and noted that the request for a MAA under exceptional circumstances requested was not supported by SAWP / CHMP. 







2.  [bookmark: _Toc4510265][bookmark: _Toc21372158]Discussion on the applicability of class waivers

Some information related to this section cannot be released at the present time as it is deemed to contain commercially confidential information.

[bookmark: _Toc4510266][bookmark: _Toc21372159]Discussions on the applicability of class waiver for products 

2.1.1.  [bookmark: _Toc1656834][bookmark: _Toc4510267][bookmark: _Toc21372160]  Cetuximab-IRDye 700DX Conjugate - EMEA-01-2019

Rakuten Aspyrian, Inc.; The class of Her- / Epidermal growth factor-receptor antibody medicinal products for treatment of head and neck epithelial malignant neoplasms and the class of photosensitising medicinal products for treatment of head and neck epithelial malignant neoplasms/ Treatment, in combination with a PIT690 Laser System, of patients with locoregional recurrent head and neck squamous cell carcinoma (HNSCC) with progressive disease on or after two or more lines of therapy

	  EMA Paediatric Coordinator: Franca Ligas

Summary of committee discussion:

The applicability of the class waiver as referred to in the Agency’s Decision CW/0001/2015 to the planned therapeutic indication was not confirmed since this is a novel product and the class waiver list does not include drug-device combinations. 
Other potential paediatric interests of this medicine suggested by PDCO: None at this stage.

2.1.2.  [bookmark: _Toc4510268][bookmark: _Toc21372161]  Leuco-methylthioninium bis(hydromethanesulfonate) - EMEA-04-2019

TauRx Therapeutics Europe Ltd.; All classes of medicinal products for treatment of Alzheimer’s disease / Treatment of early/mild/moderate Alzheimer's Disease

	  EMA Paediatric Coordinator: Franca Ligas

Summary of committee discussion:

The applicability of the class waiver as referred to in the Agency’s Decision CW/0001/2015 to the planned therapeutic indication was confirmed. 
Other potential paediatric interests of this medicine suggested by PDCO: None at this stage.



3.  [bookmark: _Toc4510269][bookmark: _Toc21372162]Discussion on the inclusion of an indication within a condition in an agreed PIP/waiver



No items



4.  [bookmark: _Toc4510271][bookmark: _Toc21372163]Annual reports on deferrals



The members of the PDCO took note of the products listed in the Annex B.



5.  [bookmark: _Toc4510272][bookmark: _Toc21372164]Organisational, regulatory and methodological matters

[bookmark: _Toc4510273]

5.1.  [bookmark: _Toc21372165]  Mandate and organisation of the PDCO

No items 

5.2.  [bookmark: _Toc4510274][bookmark: _Toc21372166]  Coordination with EMA Scientific Committees or CMDh-v

5.2.1.  [bookmark: _Toc4510275][bookmark: _Toc21372167]  Committee for Medicinal Products for Human Use (CHMP)

  EMA Paediatric Coordinator: Dobromir Penkov

Summary of committee discussion:

[bookmark: _Toc512267097][bookmark: _Toc520121094][bookmark: _Toc4510276]The PDCO members were informed about the final CHMP opinions on medicinal products with recommended paediatric indications adopted in February 2019. These included Dectova (zanamivir), Dupixent (dupilumab) and Viread (tenofovir disoproxil). Viread granules 33 mg/g were introduced to include use in paediatric patients aged from 2 to less than 12 years of age. 

The list of procedures with paediatric indications to be evaluated by the CHMP, starting in February 2019, was presented to the PDCO members.

5.2.2.  [bookmark: _Toc21372168]  Committee for Medicinal Products for Human Use (CHMP)

CHMP/PDCO joint session

	  EMA Paediatric Coordinator: Chrissi Pallidis, Richard Vesely, Janina Karres

Summary of committee discussion:

A joint session CHMP/PDCO was held. on novel haemophilia product fitusiran (synthetic double-stranded siRNA oligonucleotide directed against antithrombin mRNA and covalently linked to a ligand containing three N-acetylgalactosamine residues). The PDCO exchanged their scientific views together with colleagues from SAWP, CHMP and BPWP. The aim of the meeting was to have an open dialogue exploring the possibility of common regulatory requirements. The common session helped in understanding each other’s scientific rationale for accepting/refusing certain clinical study requirements and finding a way forward with the opinion drafting and adoption for fitusiran. A continued dialogue between committees and working parties has been deemed important in this therapeutic area.

[bookmark: _Toc5267634][bookmark: _Toc5281325][bookmark: _Toc4510278][bookmark: _Toc21348719][bookmark: _Toc21372169]Coordination with EMA Working Parties/Working Groups/Drafting Groups

[bookmark: _Toc21348720][bookmark: _Toc21372170]Non-clinical Working Group: D30 Products identified 

PDCO member: Karen van Malderen; EMA Paediatric Coordinator: Janina Karres 

Summary of committee discussion:

The Chair of the Non-clinical Working Group identified the products which will require Non-clinical Working Group (NCWG) evaluation and discussion.

[bookmark: _Toc21348721][bookmark: _Toc21372171]Formulation Working Group 

PDCO member: Brian Aylward; EMA Paediatric Coordinator: Rocio Fernandez Fresquet 

  Summary of committee discussion:

The Chair of the Formulation Working Group (FWG) identified the products which will require Formulation Working Group evaluation and discussion.

[bookmark: _Toc4510280][bookmark: _Toc21372172]Cooperation within the EU regulatory network 

5.2.3.  [bookmark: _Toc4510281][bookmark: _Toc21372173]European Network of Paediatric Research (Enpr) - European Medicines Agency             (EMA): Introduction to activities of PEDMED-NL

  EMA Paediatric Coordinator: Gunter Egger

Summary of committee discussion:

Tessa van der Geest presented an overview of Pedmed-NL (the former Dutch Medicines for Children Research Network) and the activities the network is involved in. The network has been involved in the development of the Dutch Paediatric Formulary (kinderformularium), the establishment of European Paediatric Translational Research Infrastructure (EPTRI) and Paediatric Clinical Research Infrastructure (PEDCRIN) as well as in the planning of clinical trials, mainly via Connect4Children (C4C). These activities were described as the “pharmacotherapy improvement cycle”, spanning from “best evidence dose” over translational research to clinical studies. The network was relaunched in 2018 as Pedmed-NL with the main goal to facilitate and support the conduct of C4C proof of viability studies (by 2023). The main goal beyond 2023 is to create a sustainable network for research in children. The network is already willing to offer advice to Companies if approached e.g. in preparation of a PIP submission.

5.2.4.  [bookmark: _Toc1656849][bookmark: _Toc4510282][bookmark: _Toc21372174]European Network of Paediatric Research (Enpr) - European Medicines Agency (EMA): Update on outcome of Working Group on Trial Preparedness

PDCO member: Angeliki Siapkara; EMA Paediatric Coordinator: Gunter Egger

Summary of committee discussion:

The Committee discussed some wording improvements in the trial preparedness document following a review by the members.

5.2.5.  [bookmark: _Toc3221667][bookmark: _Toc4510283][bookmark: _Toc21372175]Handling of confidential information within the EU network

EMA lead: Fergus Sweeney

Summary of committee discussion:

The PDCO was informed of the best practice for sharing information within the EU network and of the recommended tools to safeguard the confidentiality of the shared information. 

[bookmark: _Toc1656851][bookmark: _Toc4510285][bookmark: _Toc21348728][bookmark: _Toc21372176]Cooperation with International Regulators

5.2.6.  [bookmark: _Toc21372177]Report from the Paediatric Cluster Teleconference

	EMA: Irmgard Eichler

Summary of committee discussion:

The Committee was informed about the discussions at the Paediatric Cluster teleconference on 21 March 2019.

[bookmark: _Toc4510286][bookmark: _Toc21372178]Contacts of the PDCO with external parties and interaction with the Interested Parties to the Committee

5.2.7.  [bookmark: _Toc4510287][bookmark: _Toc21372179]Cardiac Safety Research Consortium Think Tank: NOAC Use in the Paediatric Population: Defining the Path Forward - ACC Heart House - Washington, DC – Agenda

PDCO: Dirk Mentzer (Chair) EMA: Emilie Desfontaine

Summary of committee discussion:

The Committee endorsed the remote participation of Dirk Mentzer, as PDCO Chair, to the upcoming meeting on non-vitamin K antagonist oral anticoagulants (NOAC) Use in the Paediatric Population, organised by the Cardiac Safety Research Consortium. Feedback from the meeting will be provided during the next PDCO plenary.

5.2.8.  [bookmark: _Toc2170632][bookmark: _Toc3821488][bookmark: _Toc21372180]Outcome of the WHO/Paediatric HIV Vatican Meeting

EMA: Maribel Gonzalez Tome

Summary of committee discussion:

The Committee adopted a letter to WHO summarising some principles considered during the evaluation of PIPs for human immunodeficiency viruses (HIV) medicines.

[bookmark: _Toc4510288][bookmark: _Toc21372181]PDCO work plan

No items

[bookmark: _Toc4510289][bookmark: _Toc21372182]Planning and reporting

6.  [bookmark: _Toc5197262][bookmark: _Toc5198093][bookmark: _Toc5198276][bookmark: _Toc5263330][bookmark: _Toc5267649][bookmark: _Toc5281340][bookmark: _Toc5197263][bookmark: _Toc5198094][bookmark: _Toc5198277][bookmark: _Toc5263331][bookmark: _Toc5267650][bookmark: _Toc5281341][bookmark: _Toc5197264][bookmark: _Toc5198095][bookmark: _Toc5198278][bookmark: _Toc5263332][bookmark: _Toc5267651][bookmark: _Toc5281342][bookmark: _Toc5197265][bookmark: _Toc5198096][bookmark: _Toc5198279][bookmark: _Toc5263333][bookmark: _Toc5267652][bookmark: _Toc5281343][bookmark: _Toc4510291][bookmark: _Toc21372183]Any other business

6.1.1.  [bookmark: _Toc4143961][bookmark: _Toc4144126][bookmark: _Toc4145982][bookmark: _Toc4510292]Seat allocation in meeting rooms - SPARK building 

EMA lead: Thorsten Olski

Summary of committee discussion:

The Committee was informed of the need to adapt the seating plan due to the space constraint in the EMA temporary location (SPARK, NL). 

No items



7.  [bookmark: _Toc4510293][bookmark: _Toc21372184]Breakout sessions

[bookmark: _Toc21348738][bookmark: _Toc21372185][bookmark: _GoBack]Paediatric oncology 

EMA Paediatric Coordinator: Franca Ligas and Giovanni Lesa

Summary of committee discussion:

The group discussed the upcoming 4th Paediatric Strategy Forum (Paediatric Strategy Forum for Medicinal Product Development for Acute Myeloid Leukaemia in Children and Adolescents). Additionally, the group discussed topics related to currently ongoing paediatric oncology procedures.

[bookmark: _Toc4510295][bookmark: _Toc21372186]Neonatology

EMA Paediatric Coordinator: Andrea Ecker

Summary of committee discussion:

The Neonatology breakout session discussed PIPs concerning drug development in neonates. The breakout session also discussed the risk of increased mortality after light exposure of parenteral nutrition and agreed that this potential signal could merit assessment by the PRAC.

[bookmark: _Toc4510296][bookmark: _Toc21372187]Inventory

EMA Paediatric Coordinator: Rocio Fernandez Fresquet

Summary of committee discussion:

The group convened in the margins of the PDCO plenary meeting to discuss the best approach to capture the Committee’s discussion on unmet needs in the minutes of the procedures. 



The Chair thanked all participants and closed the meeting.




8.  [bookmark: _Toc21372188]List of participants

List of participants including any restrictions with respect to involvement of members / alternates / experts following evaluation of declared interests for the 26-29 March 2019 meeting.
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[bookmark: _Toc21372189]Explanatory notes

The Notes give a brief explanation of relevant agenda items and should be read in conjunction with the agenda.

Paediatric investigation plan (PIP) (section 2.1 Opinion on PIPs and section 3.1 Discussions on PIPs)

A paediatric investigation plan (PIP) is a development plan aimed at ensuring that the necessary data are obtained through studies in children, when it is safe to do so, to support the authorisation of a medicine for children. Pharmaceutical companies submit proposals for PIPs to the European Medicines Agency's Paediatric Committee (PDCO). This Committee is responsible for agreeing or refusing the plan.



Compliance checks (section 2.2 Opinions on Compliance check, section 3.2 Discussions on Compliance check)

A compliance check may be necessary before any application for marketing authorisation (even for an adult indication) can be considered valid, if there was no deferral for at least one of the studies agreed in the PIP, or after the due date of initiation or completion of a study/measure. The same applies to some regulatory applications for authorised products, as described above.



Modification of an Agreed Paediatric Investigation Plan (section 2.3 Opinions on Modification of an agreed PIP, section 3.3 Discussions on Modification of an agreed PIP) 

The development plan for a medicine can be modified at a later stage as knowledge increases. Modifications can also be made if the Applicant encounters such difficulties with the implementation of a PIP, which render it unworkable or no longer appropriate.

In some cases, studies can be deferred until after the studies in adults have been conducted. This ensures that research in children is done only when it is safe and ethical to do so. Even when studies are deferred, the PIP will include details of the paediatric studies and their timelines.



Class waiver (section 6 Discussion on the applicability of class waiver)

As some diseases do not affect children (for example Parkinson's disease), the development of medicines for these diseases should not be performed in children. In these cases, a PIP is not required and it will be waived. For more information on the classes of diseases subject to waivers,

see class waivers.



Annual reports on deferrals (section 8)

If the medicinal product is approved in the EU, annual reports on the deferred measures in the PIP must be submitted to the Agency.

	

[bookmark: page_total_master3][bookmark: page_total]More detailed information on the above terms can be found on the EMA website: www.ema.europa.eu/
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