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Disclaimers 

Some of the information contained in this set of minutes is considered commercially confidential or 
sensitive and therefore not disclosed. With regard to intended therapeutic indications or procedure 
scopes listed against products, it must be noted that these may not reflect the full wording proposed 
by Applicants and may also vary during the course of the review. Additional details on some of these 
procedures will be published in the PDCO Committee meeting reports (after the PDCO Opinion is 
adopted), and on the Opinions and decisions on paediatric investigation plans webpage (after the 
EMA Decision is issued).  

Of note, this set of minutes is a working document primarily designed for PDCO members and the 
work the Committee undertakes. 

Further information with relevant explanatory notes can be found at the end of this document. 

Note on access to documents 

Some documents mentioned in the minutes cannot be released at present following a request for 
access to documents within the framework of Regulation (EC) No 1049/2001 as they are subject to 
on-going procedures for which a final decision has not yet been adopted. They will become public 
when adopted or considered public according to the principles stated in the Agency policy on access 
to documents (EMA/127362/2006). 
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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. No new or additional interests or restrictions were declared. 

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 for 27-29 May meeting was adopted and published on the EMA website. 

1.3.  Adoption of the minutes  

The minutes of 23-26 April 2019 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.  Emricasan - EMEA-002457-PIP01-18 

Novartis Europharm Limited; Non-alcoholic steatohepatitis (NASH) / Treatment of NASH 
with moderate to severe liver fibrosis (F2-F4) in patients aged 8 to less than 18 years old  

Day 120 Opinion 

Gastroenterology-Hepatology 

Summary of Committee discussion: 

The Applicant’s response to the Day 90 issues was acceptable and a positive Opinion was 
adopted. 
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2.1.2.  Tropifexor - EMEA-002471-PIP01-18 

Novartis Europharm Limited; Non-alcoholic steatohepatitis / Treatment of NASH with 
moderate to severe liver fibrosis (F2/F3) in paediatric patients from 8 to less than 18 
years of age  

Day 120 Opinion 

Gastroenterology-Hepatology 

Summary of Committee discussion: 

A positive Opinion was adopted on Day 120. 

2.1.3.  Autologous CD34+ haematopoietic stem cells transduced with lentiviral vector 
encoding the human βA-T87Q-globin gene - Orphan - EMEA-001665-PIP02-17 

bluebird bio France; Sickle cell disease   

Day 120 Opinion 

Haematology-Hemostaseology 

Summary of Committee discussion: 

The PDCO re-discussed this procedure at Day 120 during the May 2019 plenary meeting. 
The PDCO adopted a positive Opinion at Day 120. 

2.1.4.  Allogeneic Epstein-Barr virus specific cytotoxic T lymphocytes - Orphan - EMEA-
002025-PIP02-16 - WITHDRAWN 

Atara Biotherapeutics, Inc.; Treatment of Epstein-Barr virus associated post-transplant 
lymphoproliferative disorder / Treatment of solid organ transplant (SOT) patients with 
Epstein-Barr virus associated post-transplant lymphoproliferative disease (EBV+ PTLD) 
who have failed prior therapy with rituximab, Treatment of allogeneic haematopoietic cell 
transplant (alloHCT) patients with Epstein-Barr virus associated post-transplant 
lymphoproliferative disease (EBV+ PTLD) who have failed prior therapy with rituximab  

Day 120 Opinion 

Oncology 

Summary of Committee discussion: 

The PDCO re-discussed this procedure at Day 120 during the May 2019 plenary meeting. 
 
Taking the above into consideration, the PDCO adopted a positive Opinion at Day 120. 

Post-meeting note: On 20 June 2019, the Applicant has withdrawn the application before 
the Decision.  
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2.1.5.  (2S,4R)-1-(2-(3-acetyl-5-(2-methylpyrimidin-5-yl)-1H-indazol-1-yl)acetyl)-N-(6-
bromopyridin-2-yl)-4-fluoropyrrolidine-2-carboxamide - EMEA-002310-PIP02-17 

Achillion Pharmaceuticals, Inc.; Treatment of C3 glomerulopathy  

Day 120 Opinion 

Uro-nephrology 

Summary of Committee discussion: 

The PDCO adopted a positive Opinion. A deferral was granted. 

2.1.6.  Bisoprolol fumarate / ramipril - EMEA-002560-PIP01-19 

Neopharmed Gentili S.p.A.; Adults: treatment essential hypertension, Adults: treatment 
heart failure   

Day 60 Opinion 

Cardiovascular Diseases 

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 bisoprolol fumarate / 
ramipril 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 heart failure’ on the grounds 
that the specific medicinal product does not represent a significant therapeutic benefit 
over existing treatments. 

2.1.7.  Ezetimibe / rosuvastatin calcium - EMEA-002541-PIP01-18 

Abbott Laboratories Limited; Elevated cholesterol   

Day 60 Opinion 

Cardiovascular Diseases 

Summary of Committee discussion: 

The PDCO adopted a full product-specific waiver for ezetimibe / rosuvastatin (calcium) for 
all subsets of the paediatric population (0 to 18 years of age) in the condition of 
‘Treatment of elevated cholesterol’, based on the grounds of lack of significant benefit 
over existing products. 

2.1.8.  Heparin (sodium) - EMEA-002557-PIP01-19 

B. Braun Melsungen AG; Prevention of thromboembolic events   

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 
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recommends granting a waiver for heparin (sodium) for all subsets of the paediatric 
population (0 to 18 years of age) in the condition of ‘Prevention of thromboembolic 
events’. 

 → → → → → → → → → → → → → → → → → → → →

Idera Pharmaceuticals Inc.; Treatment of malignant melanoma   

Day 60 Opinion 

Oncology 

Summary of Committee discussion: 

The PDCO discussed this product specific waiver request for the condition of ‘treatment of 
malignant melanoma’. So overall, the PDCO agreed to grant a waiver based on lack of 
significant therapeutic benefit, as clinical studies are not feasible. 

2.1.10.  Bemarituzumab - EMEA-002401-PIP01-18 

Five Prime Therapeutics, Inc.; Treatment of all conditions included in the category of 
malignant neoplasms (except central nervous system tumours, haematopoietic and 
lymphoid tissue neoplasms) overexpressing FGFR2b  

Day 60 Opinion 

Oncology 

Summary of Committee discussion: 

The PDCO discussed the requested waiver to the entire population for bemarituzumab 
(anti-FG (FR2b humanised IgG1 monoclonal antibody)) for the ‘treatment of all 
conditions included in the category of malignant neoplasms (except central nervous 
system tumours, haematopoietic and lymphoid tissue neoplasms) overexpressing 
FGFR2b’, taking into account the data provided by the Applicant. 
The PDCO therefore recommended granting a waiver for bemarituzumab for all subsets 
of the paediatric population (from birth to less than 18 years of age) in the condition of 
treatment of gastric and gastro-oesophageal junction cancer on the grounds that the 
disease does not occur in the paediatric population. 
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. 
 

2.1.11.  Momelotinib - Orphan - EMEA-001656-PIP02-19 

Sierra Oncology Inc.; Treatment of primary myelofibrosis   

Day 60 Opinion 

Oncology 

Summary of Committee discussion: 

Based on the assessment of this application and further discussions at the Paediatric 
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Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO 
recommends granting a waiver for momelotinib for all subsets of the paediatric 
population (0 to 18 years of age) in the condition of treatment of primary myelofibrosis. 
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. 

2.1.12.  Moxetumomab pasudotox - Orphan - EMEA-002525-PIP01-18 

AstraZeneca AB; Treatment of hairy cellleukaemia   

Day 60 Opinion 

Oncology 

Summary of Committee discussion: 

The PDCO agreed on a positive Opinion at Day 60. 

2.1.13.  Bempedoic acid - EMEA-001872-PIP02-19 

Esperion Therapeutics, Inc.; Treatment of mixed dyslipidaemia  

Day 60 Opinion 

Other / Cardiovascular Diseases 

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 bempedoic acid for all subsets 
of the paediatric population (0 to 18 years of age) in the condition of ‘Treatment of mixed 
dyslipidaemia’. 
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 notes that the 
incidence of obesity and associated lipid disorders is increasing also in the paediatric 
population. Further alternative pharmacotherapeutic options may be required in the 
(near) future for those patients insufficiently responding to current therapies or in whom 
current therapies cannot be used. The PDCO will continue to observe the medical need in 
this therapeutic area and respond accordingly to changes in the medical need. 

2.1.14.  Ezetimibe / bempedoic acid - EMEA-002200-PIP02-19 

Esperion Therapeutics, Inc.; Treatment of mixed dyslipidaemia  

Day 60 Opinion 

Other / 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 
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recommends granting a waiver for ezetimibe / bempedoic acid for all subsets of the 
paediatric population (0 to 18 years of age) in the condition of ‘Treatment of mixed 
dyslipidaemia’. 

2.1.15.  Brimonidine tartrate - EMEA-002558-PIP01-19 

Bausch Health Ireland Limited; Conjunctival hyperaemia due to minor eye irritation  

Day 60 Opinion 

Ophthalmology 

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 brimonidine tartrate for all subsets of the paediatric 
population (0 to 18 years of age) in the condition of ‘conjunctival hyperaemia’. The 
waiver was based on the grounds of lack of significant therapeutic benefit.  
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. 

2.1.16.  Dexamethasone sodium phosphate / levofloxacin - EMEA-002375-PIP02-18 

NTC srl; Acute otitis externa / Treatment of acute otitis externa 

Day 60 Opinion 

Oto-rhino-laryngology 

Summary of Committee discussion: 

The PDCO adopted a full product-specific waiver for dexamethasone (sodium phosphate) 
/ levofloxacin for all subsets of the paediatric population (0 to 18 years of age) in the 
condition of ‘Treatment of acute otitis externa’, based on the grounds of lack of 
significant benefit over existing products. 

2.1.17.  Bordetella pertussis antigen: pertactin / Bordetella pertussis antigen: 
Filamentous haemagglutinin / Bordetella pertussis antigen: Pertussis toxoid / 
Tetanus toxoid / Diphtheria toxoid - EMEA-002343-PIP01-18 

Vakzine Projekt Management GmbH; ICD10: A36 (diphtheria), ICD10: A37 (whooping 
cough), ICD10: A35 (other tetanus) / Active booster immunization 

Day 60 Opinion 

Vaccines / Infectious Diseases 

Summary of Committee discussion: 

The PDCO adopted a full product-specific waiver for diphtheria toxoid / tetanus toxoid / 
pertussis toxoid / pertussis filamentous haemagglutinin / pertactin for all subsets of the 
paediatric population (0 to 18 years of age) in the condition of ‘Prevention of infectious 
diseases caused by Corynebacterium diphtheriae, Clostridium tetani and Bordetella 
pertussis’, based on the grounds of lack of significant benefit over existing products. 
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2.1.18.  Lonafarnib - Orphan - EMEA-002516-PIP01-18 

Eiger BioPharmaceuticals Europe Limited; progeroid laminopathies, Hutchinson-Gilford 
progeria syndrome (HGPS) 

Day 60 Opinion 

Other 

Summary of Committee discussion: 

The PDCO noted the Applicant’s answers to the Day 30 clarifications requests. 
 
The PDCO therefore adopted a PIP for lonafarnib in the conditions of treatment of 
Hutchinson-Gilford Progeria syndrome (HGPS) and treatment of progeroid laminopathies. 

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 

2.2.1.  Crizanlizumab - EMEA-C1-002141-PIP01-17-M01 

Novartis Europharm Limited; Treatment of sickle cell disease 

Day 30 letter 

Haematology-Hemostaseology 

Summary of Committee discussion: 

The partial compliance check has been finalised with a confirmation of compliance of all 
those studies contained in the agreed paediatric investigation plan as set in the latest 
EMA Decision P/0060/2019 of 28/02/2019 that were subject of this procedure. 

2.2.2.  Filgotinib - EMEA-C1-001619-PIP04-17-M01 

Gilead Sciences International Ltd.; Treatment of chronic idiopathic arthritis (including 
rheumatoid arthritis, ankylosing spondylarthritis, psoriatic arthritis, and juvenile 
idiopathic arthritis) 

Day 30 letter 

Immunology-Rheumatology-Transplantation 

Summary of Committee discussion: 

 
The PDCO discussed the completed study(ies) and considered that these are compliant 
with the latest Agency's Decision (P/0371/2018) of 06/12/2018. 
The PDCO finalised this partially completed compliance procedure on 29/05/2019. 

2.2.3.  Lefamulin - EMEA-C1-002075-PIP01-16-M01 

Nabriva Therapeutics AG; Treatment of community-acquired pneumonia 

Day 30 letter 
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Infectious Diseases 

Summary of Committee discussion: 

The PDCO finalised this partially completed compliance procedure on 29 May 2019. 

2.2.4.  Peginterferon alfa-2a - EMEA-C-000298-PIP01-08-M06 

Roche Registration GmbH; Treatment of chronic hepatitis B 

Day 30 Opinion 

Infectious Diseases 

Summary of Committee discussion: 

The PDCO took note of outcomes of preceding partial compliance check procedures: 
EMEA-C1-000298-PIP01-08. 
The PDCO adopted on 29/05/2019 an Opinion confirming the compliance of all studies in 
the agreed paediatric investigation plan as set out in the latest Agency's Decision 
(P/0143/2018) of 07/05/2018. 

2.2.5.  Rituximab - EMEA-C-000308-PIP01-08-M04 

Roche Registration GmbH;  

Day 30 Opinion 

Oncology 

Summary of committee discussion: 

The submitted study is compliant with the agreed PIP as set in the latest EMA Decision 
P/0064/2019 of 22/03/2019. 
The PDCO took note of outcomes of preceding partial compliance check procedures:  
EMEA-C1-000308-PIP01-08-M01 
The PDCO adopted on 29/05/2019 an Opinion confirming the compliance of all studies in 
the agreed paediatric investigation plan as set out in the latest Agency's Decision 
(P/0064/2019) of 22/03/2019. 

2.2.6.  Efmoroctocog alfa - EMEA-C-001114-PIP01-10-M03 

Swedish Orphan Biovitrum AB (publ); Treatment of hereditary Factor VIII deficiency 

Day 30 Opinion 

Haematology-Hemostaseology 

Summary of Committee discussion: 

The PDCO discussed the completed PIP studies and considered that these are compliant 
with the latest Agency's Decision (P/0149/2016) of 13 June 2016. 
The PDCO took note of outcomes of preceding partial compliance check procedures:  
EMEA-C1-001114-PIP01-M02 
The PDCO adopted on 29 May 2019 an Opinion confirming the compliance of all studies in 
the agreed paediatric investigation plan as set out in the latest Agency's Decision 
(P/0149/2016) of 13 June 2016. 
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2.2.7.  Ustekinumab - EMEA-C-000311-PIP01-08-M04 

Janssen-Cilag International NV; Treatment of plaque psoriasis 

Day 30 Opinion 

Immunology-Rheumatology-Transplantation / Dermatology 

Summary of Committee discussion: 

The PDCO took note of outcomes of preceding partial compliance check procedures:  
- EMEA-C1-000311-PIP-08 
- EMEA-C3-000311-PIP-08-M02 
The PDCO adopted on 29 May 2019 an Opinion confirming the compliance of all studies in 
the agreed paediatric investigation plan as set out in the latest Agency's Decision 
(P/0003/2016) of 15 January 2016. 

2.3.  Opinions on Modification of an Agreed Paediatric Investigation 
Plan 

2.3.1.  Baricitinib - EMEA-001220-PIP03-16-M01 

Eli Lilly and Company Limited; Treatment of atopic dermatitis / Treatment of patients 
with moderate to severe atopic dermatitis 

Day 60 Opinion 

Dermatology 

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 all 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/0291/2018 of 12 September 2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.2.  Terbinafine (hydrochloride) - EMEA-001259-PIP02-13-M02 

Polichem, S.A.; Treatment of onychomycosis  

Day 60 Opinion 

Dermatology 

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/0015/2017 of 31/01/2017). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 
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2.3.3.  Testosterone - EMEA-001529-PIP02-14-M02 

Acerus Biopharma Inc.; Male hypogonadism / Treatment of male hypogonadism 

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 
accepted. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0132/2018 of 16 April 2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.4.  Human normal immunoglobulin for subcutaneous administration - EMEA-001853-
PIP01-15-M02 

Grifols Therapeutics LLC; Treatment for primary immunodeficiency  

Day 60 Opinion 

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 delay in PIP completion 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/0380/2017 of 19 December 2017). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.5.  Tocilizumab - EMEA-000309-PIP04-17-M02 

Roche Registration GmbH; Cytokine release syndrome / Treatment of chimeric antigen 
receptor (CAR) T cell-induced severe or life-threatening cytokine release syndrome (CRS) 
in adults and paediatric patients 2 years of age and older 

Day 60 Opinion 

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/0181/2018 of 12/6/2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 
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2.3.6.  Eravacycline - EMEA-001555-PIP01-13-M03 

Tetraphase Pharmaceuticals, Inc.; Complicated intra-abdominal infection / Complicated 
intra-abdominal infections 

Day 60 Opinion 

Infectious 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/0336/2016 of 02/12/2016). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.7.  Posaconazole - EMEA-000468-PIP02-12-M05 

Merck Sharp & Dohme (Europe), Inc.; Prevention of invasive fungal infections, Treatment 
of invasive fungal infections / For treatment of invasive fungal infections in the following 
paediatric patients: -invasive aspergillosis in patients with disease that is refractory to 
amphotericin B or itraconazole or in patients who are intolerant of these medicinal 
products;, Treatment of Invasive Aspergillosis, -patients receiving remission-induction 
chemotherapy for acute myelogenous leukemia (AML) or myelodysplastic syndromes 
(MDS) expected to result in prolonged neutropenia and who are at high risk of developing 
invasive fungal infections; - haematopoietic stem cell transplant (HSCT) recipients who 
are undergoing high-dose immunosuppressive therapy for graft versus host disease and 
who are at high risk of developing invasive fungal infections. 

Day 60 Opinion 

Infectious 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 many but not all 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/0041/2018 of 16 February 2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.8.  Tedizolid phospate - EMEA-001379-PIP01-12-M04 

Merck Sharp & Dohme (Europe) Inc.; Treatment of acute bacterial skin and skin structure 
infections 

Day 60 Opinion 

Infectious Diseases 



 

    
Paediatric Committee (PDCO) Page 19/42 
EMA/PDCO/297694/2019  

Classified as public by the European Medicines Agency 

Summary of Committee discussion: 

A positive Opinion was adopted on the majority of the modifications proposed by the 
Applicant. 

2.3.9.  Balovaptan - EMEA-001918-PIP01-15-M02 

Roche Registration GmbH; ICD1O F84: Treatment of autism spectrum disorder / 
Treatment of core social and communication deficits in people with autism spectrum 
disorder aged 2 years or older 

Day 60 Opinion 

Neurology 

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/0259/2018 of 15/8/2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.10.  Eculizumab - Orphan - EMEA-000876-PIP03-14-M03 

Alexion Europe SAS; Neuromyelitis optica spectrum disorders / Treatment of paediatric 
patients with relapsing neuromyelitis optica spectrum disorders 

Day 60 Opinion 

Neurology 

Summary of Committee discussion: 

The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0364/2018 of 6 December 2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.11.  Galcanezumab - EMEA-001860-PIP03-16-M03 

Eli Lilly and Company Limited; Prevention of migraine headaches  

Day 60 Opinion 

Neurology 

Summary of Committee discussion: 

The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0111/2019 of 22/3/2019). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.12.  Satralizumab - humanised anti-IL-6 receptor (IL-6R) monoclonal antibody - - 
Orphan - EMEA-001625-PIP01-14-M03 

Roche Registration GmbH; Treatment of neuromyelitis optica  
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Day 60 Opinion 

Neurology 

Summary of Committee discussion: 

Overall a positive Opinion on the requested modifications was adopted by the Committee. 

2.3.13.  Afatinib - EMEA-001596-PIP02-17-M01 

Boehringer Ingelheim International GmbH; Treatment of all conditions included in the 
category of malignant neoplasms (except central nervous system, haematopoietic and 
lymphoid tissue neoplasms), Treatment of malignant neoplasms of the central nervous 
system  

Day 60 Opinion 

Oncology 

Summary of Committee discussion: 

The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0320/2018 of 12 September 2018) 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.14.  Durvalumab - EMEA-002028-PIP01-16-M01 

AstraZeneca AB; Treatment of malignant neoplasms of haematopoietic and lymphoid 
tissue, Treatment of all conditions included in the category of malignant neoplasms 
(except central nervous system, haematopoietic and lyphoid tissue) / Treatment of 
paediatric patients from birth to less than 18 years old with a paediatric haematological 
malignancy, Treatment of paediatric patients from birth to less than 18 years old with a 
paediatric solid tumour 

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/0082/2018 of 16 March 2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.15.  Tremelimumab - EMEA-002029-PIP01-16-M01 

AstraZeneca AB; Treatment of malignant neoplasms of haematopoietic and lymphoid 
tissue, Treatment of all conditions included in the category of malignant neoplasms 
(except central nervous system, haematopoietic and lyphoid tissue) / Treatment of 
paediatric patients from birth to less than 18 years old with a paediatric haematological 
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malignancy, Treatment of paediatric patients from birth to less than 18 years old with a 
paediatric solid tumour 

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/0081/2018 of 16 March 2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.16.  Venetoclax - Orphan - EMEA-002018-PIP02-16-M02 

AbbVie Ltd; Treatment of haematopoietic and lymphoid malignant neoplasms, Treatment 
of solid tumour malignant neoplasms / Treatment of a specific paediatric hematopoietic 
and lymphoid malignant neoplasm or of a solid malignant neoplasm as agreed by PDCO, 
in patients from 1 month to 18 years of age 

Day 60 Opinion 

Oncology / Haematology-Hemostaseology 

Summary of Committee discussion: 

Overall a positive Opinion on the requested modifications was adopted by the Committee. 

2.3.17.  Concentrate of proteolytic enzyme enriched in bromelain - Orphan - EMEA-
000142-PIP02-09-M08 

MediWound Germany GmbH; Treatment of burns of external body surfaces / Removal of 
eschar in deep partial and/or full thickness burns 

Day 60 Opinion 

Other 

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 some but not all 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/0112/2018 of 11 April 2018). 

2.3.18.  Lanadelumab - Orphan - EMEA-001864-PIP01-15-M04 

Shire Pharmaceuticals Ireland Limited (an indirect wholly owned subsidiary of Shire plc’’); 
Hereditary angioedema / Treatment of hereditary angioedema 

Day 60 Opinion 
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Other 

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/0055/2018 of 9 March 2018).  
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.19.  Fentanyl hydrochloride - EMEA-001509-PIP01-13-M02 

Incline Therapeutics Europe Ltd.; Treatment of acute pain  

Day 60 Opinion 

Pain 

Summary of Committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, including the responses to the questions raised during the 
Day 30 discussion, the PDCO acknowledged the product-specific waiver on the grounds 
that this medicinal product does not represent a significant therapeutic benefit over 
existing treatments, namely with regards to the specific device in this product. It should 
be noted that the PDCO still considers the active substance to be of significant 
therapeutic benefit and that the route of administration with another device/presentation 
may still be of benefit to the paediatric population. 
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP 
as set in the Agency’s latest decision (P/0335/2016 of 2 December 2016). 

2.3.20.  Ivacaftor / tezacaftor - Orphan - EMEA-001640-PIP01-14-M05 

Vertex Pharmaceuticals (Europe) Ltd.; Cystic fibrosis / Treatment of cystic fibrosis 

Day 60 Opinion 

Pneumology - Allergology 

Summary of Committee discussion: 

The PDCO re-discussed the proposed changes, taking into account the supplementary 
information by the Applicant. The PDCO considered that 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/0069/2018 of 16 March 2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.21.  Esketamine (hydrochloride) - EMEA-001428-PIP03-15-M01 

Janssen-Cilag International NV; Major depressive disorder (MDD)  
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Day 60 Opinion 

Psychiatry 

Summary of Committee discussion: 

Therefore, 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. 
A favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest 
decision (P/0020/2017 of 31 January 2017) was adopted.  
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.22.  Pneumococcal Polysaccharide Serotype 33F – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 23F – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 22F – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 19F – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 19A – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 18C – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 14 – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 9V – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 7F – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 6B – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 6A – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 5 – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 4 – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 3 – Diphtheria CRM197 Conjugate / 
Pneumococcal Polysaccharide Serotype 1 – Diphtheria CRM197 Conjugate - 
EMEA-002215-PIP01-17-M02 

Merck Sharp & Dohme (Europe), Inc.; Prevention of disease caused by Streptococcus 
pneumoniae / Active immunisation for the prevention of invasive disease, pneumonia and 
acute otitis media caused by Streptococcus pneumoniae in infants, children and 
adolescents from 6 weeks to less than 18 years of age 

Day 60 Opinion 

Vaccines 

Summary of Committee discussion: 

Based on the review of the rationale submitted by the Applicant for modifying the agreed 
paediatric investigation plan, and the response provided to the issue raised at 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/0347/2018 of 16/11/2018) 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.3.23.  Recombinant Influenza Hemagglutinin-strain B (Yamagata lineage) / 
Recombinant Influenza Hemagglutinin-strain B (Victoria lineage) / Recombinant 
Influenza Hemagglutinin-strain A (H3N2 subtype) / Recombinant Influenza 
Hemagglutinin-strain A (H1N1 subtype) - EMEA-002418-PIP01-18-M01 

Sanofi Pasteur; Prevention of influenza infection  
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Day 30 Opinion 

Vaccines 

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/0088/2019 of 23/03/2019). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO 
Opinion. 

2.4.  Opinions on Re-examinations 

No items 

2.5.  Opinions on Review of Granted Waiver 

  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. 

2.7.1.  Mirikizumab - EME-C1-002208-PIP01-17 

Eli Lilly and Company; Treatment of psoriasis 

Day 1 letter 

Dermatology / Gastroenterology-Hepatology 

Summary of Committee discussion:  

The compliance was confirmed with no need for discussion by the PDCO. 

2.7.2.  Isatuximab - EMEA-C1-002205-PIP01-17-M01 

Sanofi-Aventis Recherche & Développement; Treatment of malignant neoplasms of the 
haematopoietic and lymphoid tissue 

Day 1 letter 

Oncology 

Summary of Committee discussion:  

The submitted study is hereby confirmed to be compliant as set out in the EMA's Decision 
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(P/0193/2019) of 13 May 2019. 

3.    Discussion of applications 

Disclosure of 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.  EMEA-002329-PIP01-18 

Treatment of dermatitis and eczema  

Day 90 discussion 

Dermatology 

3.1.2.  EMEA-002350-PIP01-18 

Treatment of psoriasis / Treatment of moderate to severe plaque psoriasis in paediatric 
patients 6 years of age and older 

Day 90 discussion 

Dermatology 

 

Treatment of atopic dermatitis / Treatment of patients with moderate-to-severe atopic 
dermatitis 

Day 90 discussion 

Dermatology 

3.1.4.  Oxalobacter formigenes Strain HC-1 - Orphan - EMEA-000370-PIP02-18 

OxThera AB; ICD10-E72.53 (Hyperoxaluria) / Treatment of primary hyperoxaluria 

Day 90 discussion 

Endocrinology-Gynaecology-Fertility-Metabolism / Uro-nephrology 

3.1.5.  Humanized anti-CD19, Fc engineered, monoclonal antibody - Orphan - EMEA-
002414-PIP01-18 

Xencor, Inc.; Immunoglobulin G4-related disease / Treatment of adults, adolescents and 
children (> 23 months of age) with immunoglobulin G4-related disease 

Day 90 discussion 

Immunology-Rheumatology-Transplantation 

3.1.6.  Vedolizumab - EMEA-000645-PIP03-18 

ICD-9-CM 279.51 / ICD-10-CM D89.810 - Other disorders involving the immune 
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mechanism, not elsewhere classified: acute graft-versus-host disease  

Day 90 discussion 

Immunology-Rheumatology-Transplantation / Gastroenterology-Hepatology 

3.1.7.  Bulevirtide - Orphan - EMEA-002399-PIP01-18 

MYR GmbH; Chronic hepatitis D infection  

Day 90 discussion 

Infectious Diseases 

3.1.8.  Recombinant adeno-associated viral vector serotype 2 carrying the gene for the 
human aromatic L-amino acid decarboxylase protein - Orphan - EMEA-002435-
PIP01-18 

PTC Therapeutic International imited; Aromatic L-amino acid decarboxylase (AADC) 
deficiency / Treatment of aromatic L-amino acid decarboxylase (AADC) deficiency 

Day 90 discussion 

Neurology 

3.1.9.  EMEA-002446-PIP01-18 

Ichthyosis associated with Sjögren-Larsson syndrome (SLS) / Treatment of ichthyosis 
associated with Sjögren-Larsson syndrome (SLS) 

Day 90 discussion 

Other / Endocrinology-Gynaecology-Fertility-Metabolism / Dermatology 

3.1.10.  EMEA-002327-PIP02-19 

Treatment and prevention of oral mucositis  

Day 60 discussion 

Dermatology 

3.1.11.  Tezepelumab - EMEA-002579-PIP01-18 

Atopic dermatitis  

Day 60 discussion 

Dermatology 

3.1.12.  EMEA-002552-PIP01-19 

Treatment of non-alcoholic steatohepatitis (NASH)  

Day 60 discussion 

Gastroenterology-Hepatology 
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3.1.13.  Hematopoietic stem cells modified with a lentiviral vector encoding for the human 
Beta 2 Integrin/CD18 gene - Orphan - EMEA-002562-PIP01-19 

Rocket Pharmaceuticals, Inc.; Severe leukocyte adhesion deficiency type I (LAD-I)  

Day 60 discussion 

Immunology-Rheumatology-Transplantation 

3.1.14.  Obinutuzumab - Orphan - EMEA-001207-PIP02-19 

Roche Registration GmbH; Systemic lupus erythemathosus  

Day 60 discussion 

Immunology-Rheumatology-Transplantation 

 

Loxo Oncology, Inc.; Treatment of all conditions included in the category of malignant 
neoplasms (except haematopoietic and lymphoid tissue neoplasms). / Treatment of 
paediatric patients from ≥6 months to <18 years of age with RET-altered, locally 
advanced or metastatic, solid tumours or primary central nervous system (CNS) 
tumours. 

Day 60 discussion 

Oncology 

3.1.16.  Belantamab mafodotin - Orphan - EMEA-002468-PIP03-19 

GlaxoSmithKline Trading Services; Treatment of mature B-cell neoplasms / Treatment for 
adult patients with BCMA-expressing mature B-cell neoplasms 

Day 60 discussion 

Oncology 

3.1.17.  Carfilzomib - Orphan - EMEA-001806-PIP04-19 

Amgen Europe BV; Treatment of acute lymphoblastic leukemia (ALL) / Treatment of 
pediatric patients aged 1 year or older and young adult patients up to 21 years of age 
with bone marrow relapse of T-cell ALL treated with at least 1 prior therapy or B-cell ALL 
treated with at least 2 prior therapies, with or without extramedullary disease 

Day 60 discussion 

Oncology / Haematology-Hemostaseology 

3.1.18.  Atropine sulphate - EMEA-002538-PIP01-18 

Treatment of myopia  

Day 60 discussion 

Ophthalmology 
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3.1.19.  Selonsertib - EMEA-001868-PIP04-18 

Chronic kidney disease / Treatment of patients with progressive chronic kidney disease 
(CKD) resulting from congenital anomalies of the kidney and urinary track (CAKUT) aged 
3 to less than 18 years 

Day 60 discussion 

Uro-nephrology 

3.1.20.  Remimazolam - EMEA-001880-PIP02-19 

Sedation during medical procedures / General anaesthesia and post-operative sedation 
up to 24h, Sedation in the intensive care unit (ICU), Sedation for short procedures 

Day 30 discussion 

Anaesthesiology 

3.1.21.  EMEA-002568-PIP01-19 

Psoriasis / Treatment of moderate to severe chronic plaque-type psoriasis who are 
candidates for systemic therapy 

Day 30 discussion 

Dermatology 

3.1.22.  Botulinum toxin type A - EMEA-002521-PIP01-18 

Muscle-induced wrinkles  

Day 30 discussion 

Dermatology 

3.1.23.  Hydrogen peroxide - EMEA-001884-PIP03-18 

Treatment of common warts (verrucae vulgaris) / Topical treatment to remove common 
warts (verrucae vulgaris) 

Day 30 discussion 

Dermatology 

3.1.24.  Recombinant humanized anti-blood dendritic cell antigen 2 (BDCA2) monoclonal 
antibody - EMEA-002555-PIP01-19 

Cutaneous lupus erythematosus  

Day 30 discussion 

Dermatology 
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3.1.25.  EMEA-002577-PIP01-19 

Prostate-specific membrane antigen (PSMA)-expressing metastatic prostate cancer  

Day 30 discussion 

Diagnostic / Oncology 

3.1.26.  Human chorionic gonadotrophin - EMEA-002547-PIP01-19 

Infertility / Assisted reproductive technology (ART) program such as in vitro fertilisation, 
anovulatory or oligo-ovulatory women 

Day 30 discussion 

Endocrinology-Gynaecology-Fertility-Metabolism 

3.1.27.  Mifepristone - EMEA-001437-PIP02-19 

Endometriosis  

Day 30 discussion 

Endocrinology-Gynaecology-Fertility-Metabolism 

3.1.28.  Norethisterone acetate / estradiol / relugolix - EMEA-002428-PIP02-18 

Endometriosis / treatment of symptoms associated with endometriosis 

Day 30 discussion 

Endocrinology-Gynaecology-Fertility-Metabolism 

3.1.29.  Cilofexor - EMEA-002554-PIP01-19 

Treatment of primary sclerosing cholangitis (PSC), (DB96.2) 

Day 30 discussion 

Gastroenterology-Hepatology 

3.1.30.  Dupilumab - EMEA-001501-PIP04-19 

Treatment of eosinophilic esophagitis 

Day 30 discussion 

Gastroenterology-Hepatology 

3.1.31.  CD34+enriched cells from patients with Fanconi anemia subtype A (FA-A) 
transduced ex vivo with lentiviral vector carrying the FANCA gene - Orphan - 
EMEA-002578-PIP01-19 

Rocket Pharmaceuticals, Inc.; Treatment of Fanconi anemia subtype A  

Day 30 discussion 

Haematology-Hemostaseology 
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3.1.32.  Probenecid / sulopenem etzadroxil - EMEA-002602-PIP01-19 

Urinary tract infections, abdominal and gastrointestinal infections / uncomplicated urinary 
tract infections, complicated intra-abdominal infections, complicated urinary tract 
infections 

Day 30 discussion 

Infectious Diseases 

3.1.33.  Sulopenem - EMEA-002478-PIP01-18 

Urinary tract infections, abdominal and gastrointestinal infections / uncomplicated urinary 
tract infections, complicated intra-abdominal infections, complicated urinary tract 
infections 

Day 30 discussion 

Infectious Diseases 

3.1.34.  Istradefylline - EMEA-002540-PIP01-18 

Parkinson's disease  

Day 30 discussion 

Neurology 

3.1.35.  EMEA-002575-PIP01-19 

Treatment of lung carcinoma (small cell and non-small cell carcinoma) 

Day 30 discussion 

Oncology 

3.1.36.  EMEA-002573-PIP01-19 

Treatment of lung carcinoma (small cell and non-small cell carcinoma)  

Day 30 discussion 

Oncology 

3.1.37.  Orphan - EMEA-002499-PIP02-19 

MorphoSys AG; Diffuse large B-cell lymphoma  

Day 30 discussion 

Oncology 

3.1.38.  Pracinostat - Orphan - EMEA-002567-PIP01-19 

Helsinn Birex Pharmaceuticals limited; Acute myeloid leukemia / ICD10 code C92.0 

Day 30 discussion 
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Oncology 

3.1.39.  Ciclosporin - EMEA-002491-PIP02-19 

Treatment of dry eye disease  

Day 30 discussion 

Ophthalmology 

3.1.40.  EMEA-002559-PIP01-19 

Haemolytic disease of the foetus and newborn (HDFN)  

Day 30 discussion 

Other 

3.1.41.  Budesonide - Orphan - EMEA-002500-PIP01-18 

Calliditas Therapeutics AB; Primary IgA nephropathy  

Day 30 discussion 

Uro-nephrology 

3.2.  Discussions on Compliance Check 

No items 

3.3.  Discussions on Modification of an Agreed Paediatric Investigation 
Plan 

3.3.1.  Apixaban - EMEA-000183-PIP01-08-M07 

Bristol-Myers Squibb / Pfizer EEIG; Prevention of arterial thromboembolism, Prevention 
of venous thromboembolism / Prevention of TE in paediatric patients with cardiac 
disease, Prevention of venous thromboembolism (VTE) in paediatric subjects with a 
newly diagnosed acute lymphoblastic leukemia (ALL) or lymphoma (T or B cell), a 
functioning central venous access device (CVAD) and receiving asparaginase during 
chemotherapy induction. 

Day 30 discussion 

Cardiovascular Diseases 

3.3.2.  Fluciclovine (18F) - Orphan - EMEA-001644-PIP02-14-M01 

Blue Earth Diagnostics Ireland Ltd; Diagnosis of amino acid metabolism in solid 
malignant tumours / diagnosis of primary and recurrent brain tumours 

Day 30 discussion 

Diagnostic / Oncology 
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3.3.3.  Saxagliptin - EMEA-000200-PIP01-08-M08 

AstraZeneca AB; E11 Type 2 Diabetes / Treatment of Type 2 Diabetes 

Day 30 discussion 

Endocrinology-Gynaecology-Fertility-Metabolism 

 

Bristol-Myers Squibb Pharma EEIG; Prevention of rejection of transplanted kidney / In 
combination with corticosteroids and a mycophenolic acid (MPA), is indicated for 
prophylaxis of graft rejection in paediatric patients at least 12 years of age and with a 
stable renal transplant for at least 6 months, who convert to a CNI-free maintenance 
immunosuppressive regimen. 

Day 30 discussion 

Immunology-Rheumatology-Transplantation 

3.3.5.  Ixekizumab - EMEA-001050-PIP02-18-M01 

Eli Lilly Nederland B.V.; Treatment of chronic idiopathic arthritis (including rheumatoid 
arthritis, psoriatic arthritis, ankylosing spondylarthritis and juvenile idiopathic arthritis) / 
Children with juvenile idiopathic arthritis subtypes of enthesitis-related arthritis (including 
JoAS) and juvenile psoriatic arthritis. 

Day 30 discussion 

Immunology-Rheumatology-Transplantation 

3.3.6.  Recombinant human monoclonal antibody to GM-CSF - EMEA-001882-PIP02-16-
M01 

GlaxoSmithKline Trading Services Limited; Treatment of chronic idiopathic arthritis 
(including rheumatoid arthritis, psoriatic arthritis, ankylosing spondylarthritis and juvenile 
idiopathic arthritis) / Treatment of active systemic juvenile idiopathic arthritis (sJIA) in 
patients 1 year of age and older, Treatment of active polyarticular juvenile idiopathic 
arthritis (pJIA) in patients 2 years of age and older 

Day 30 discussion 

Immunology-Rheumatology-Transplantation 

3.3.7.  Delamanid - Orphan - EMEA-001113-PIP01-10-M06 

Otsuka Pharmaceutical Development & Commercialisation Europe GmbH; Treatment of 
multi drug resistant tuberculosis  

Day 30 discussion 

Infectious Diseases 

3.3.8.  Eslicarbazepine acetate - EMEA-000696-PIP02-10-M06 

BIAL - Portela & Ca, SA; Treatment of epilepsy with partial onset seizures / Treatment of 
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epilepsy with partial onset seizures with eslicarbazepine acetate (ESL) as adjunctive 
therapy /Treatment of epilepsy with partial onset seizures with eslicarbazepine acetate 
(ESL) as monotherapy 

Day 30 discussion 

Neurology 

3.3.9.  Eteplirsen - Orphan - EMEA-001722-PIP01-14-M02 

Sarepta Therapeutics Ireland Limited; Duchenne muscular dystrophy  

Day 30 discussion 

Neurology 

3.3.10.  Lasmiditan - EMEA-002166-PIP01-17-M02 

Eli Lilly and Company Limited; Migraine with and without aura 

Day 30 discussion 

Neurology 

3.3.11.  Recombinant human tripeptidyl peptidase 1 (rhTPP1) - Orphan - EMEA-001362-
PIP01-12-M04 

BioMarin International Limited; neuronal ceroid lipofuscinosis type 2 (CLN2) disease / 
Treatment of neuronal ceroid lipofuscinosis type 2 (NCL2) 

Day 30 discussion 

Neurology 

3.3.12.  Bosutinib - EMEA-000727-PIP01-09-M03 

Pfizer Europe MA EEIG; Treatment of chronic myeloid leukemia (CML) / Treatment of 
chronic, accelerated or blast phase CML with resistance or intolerance to prior tyrosine 
kinase inhibitor (TKI) therapy, Treatment of newly-diagnosed chronic phase Ph+ CML 

Day 30 discussion 

Oncology 

3.3.13.  Daunorubicin (liposomal formulation) / cytarabine (liposomal formulation) - 
Orphan - EMEA-001858-PIP02-16-M03 

Jazz Pharmaceuticals Ireland Limited; Acute myeloid leukaemia / Treatment of acute 
myeloid leukaemia 

Day 30 discussion 

Oncology 
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3.3.14.  Ixazomib - Orphan - EMEA-001410-PIP02-17-M02 

Takeda Pharm A/S; Treatment of lymphoid malignancies (excluding multiple myeloma) / 
Treatment of multiple myeloma (MM) / Treatment of adult patients with newly diagnosed 
multiple myeloma (NDMM) / Treatment of paediatric patients diagnosed with relapsed 
precursor B-ALL (Acute lymphoblastic leukemia) or T-ALL 

Day 30 discussion 

Oncology 

3.3.15.  Selumetinib - Orphan - EMEA-001585-PIP01-13-M03 

AstraZeneca AB; Treatment of thyroid cancer, Treatment of neurofibromatosis Type 1 
(NF1)/ Selumetinib in combination with adjuvant radioactive iodine therapy is indicated 
for the treatment of adolescents newly diagnosed with differentiatd thyroid cancer who 
are at high risk of primary treatment failure, Selumetinib is indicated for the treatment of 
inoperable NF1 related plexiform neurofibroma in children and adolescents 

Day 30 discussion 

Oncology 

3.3.16.  Palonosetron / fosnetupitant - EMEA-001198-PIP03-17-M02 

Helsinn Birex Pharmaceuticals Limited; Prevention of chemotherapy-induced nausea and 
vomiting  

Day 30 discussion 

Other 

3.3.17.  Octenidine (dihydrochloride) - EMEA-001514-PIP01-13-M01 

Cassella-med GmbH & Co. KG; Treatment of upper respiratory tract infections / 
Treatment of sore-throat due to infectious pharyngitis 

Day 30 discussion 

Oto-rhino-laryngology 

3.3.18.    Reslizumab - EMEA-001202-PIP02-13-M03 

Teva Pharmaceuticals Europe; Treatment of asthma / Add-on treatment to reduce 
exacerbations, relieve symptoms and improve lung function in paediatric patients from 6 
to less than 18 years of age with inadequately controlled severe asthma who have a 
blood eosinophil count greater than equal to 300 micro liter 

Day 30 discussion 

Pneumology - Allergology 

3.3.19.  Tezepelumab - EMEA-001613-PIP01-14-M03 

AstraZeneca AB; Treatment of asthma / Tezepelumab is indicated as add-on 
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maintenance treatment of patients with severe asthma aged 5 years and older. 

Day 30 discussion 

Pneumology - Allergology 

3.3.20.  Mirabegron - EMEA-000597-PIP02-10-M07 

Astellas Pharma Europe B.V.; Treatment of idiopathic overactive bladder / Symptomatic 
treatment of urge incontinence and/or increased urinary frequency and urgency as may 
occur in patients with overactive bladder syndrome 

Day 30 discussion 

Uro-nephrology 

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 26 June 2019 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.  Anti-vascular endothelial growth factor/ angiopoietin-2 nanobody - EMEA-06-
2019 

Boehringer Ingelheim International GmbH; All classes of medicinal products for treatment 
of age-related macular degeneration and diabetic macular oedema/anti-vascular 
endothelial growth factor/ angiopoietin-2 nanobody indicated for treatment of patients 
with wet age-related macular degeneration and diabetic macular edema 

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: retinopathy of 
prematurity.  

6.1.2.  Enzalutamide - Xtandi - EMEA-07-2019 

Astellas Pharma Europe B.V.; The classes of androgen receptor modulator / oestrogen 
receptor modulator / growth and sex hormone as well as their releasing or inhibiting 
factors, and of sex hormone-metabolism modulator medicinal products for treatment of 
breast malignant neoplasms, prostate malignant neoplasms and neuroendocrine 
malignant neoplasms / Treatment of adult men with metastatic hormone-sensitive 
prostate cancer in combination with androgen deprivation 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 confirmed.  

Other potential paediatric interests of this medicine suggested by PDCO: none identified at 
this stage.  
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7.  Discussion on the inclusion of an indication within a 
condition in an agreed PIP/waiver 

7.1.  Discussion on the possibility to include an indication within a 
condition in an agreed PIP/waiver 

7.1.1.  Fragment crystallisable (Fc)- and complementarity-determining regions (CDR)-
modified humanised monoclonal antibody against C5 - EMEA-001943-PIP01-16-
M01 

Alexion Pharma GmbH; Treatment of atypical haemolytic uremic Syndrome  

Proposed indication: Treatment of patients with complement-mediated thrombotic 
microangiopathy (TMA) 

Summary of Committee discussion: 

The Applicant requested confirmation that the planned indication in adults “treatment of 
patients with complement-mediated thrombotic microangiopathy (TMA)” would be 
covered by the wording of the condition of the agreed PIP, namely “treatment of atypical 
haemolytic uremic syndrome (aHUS)”. The PDCO agreed that the classification 
surrounding this disorder is challenging and has been evolving. However, the Committee 
mentioned that complement-mediated TMA might not only be seen in patients with aHUS 
but also as a result of conditions other than aHUS. Therefore, the Committee tended to 
disagree with the Applicant’s position. The Applicant may provide further justification to 
corroborate their position that complement-mediated TMA would be completely covered 
by aHUS, in which case the PDCO would re-discuss the issue at its next meeting. 

Alternatively, a request for modification of the agreed PIP for aHUS could be considered, 
in order to add the condition of complement-mediated TMA. In this case it would need to 
be discussed if any additional measures would need to be added to the PIP. 

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 

9.1.1.  Update on PDCO member(s)/alternate(s) mandate status 

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 
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with recommended paediatric indications adopted in April 2019. These included Dovato 
(dolutegravir / lamivudine), Esperoct (turoctocog alfa pegol) and Xromi 
(hydroxycarbamide). 

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

9.2.2.  Concept paper on the need for revision of the guideline on the investigation of 
medicinal products in the term and preterm neonate 

Summary of Committee discussion: 

The concept paper was adopted by the Committee.  

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: 

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  

No items 

9.5.  Cooperation with International Regulators 

No items  

9.6.  Contacts of the PDCO with external parties and interaction with 
the Interested Parties to the Committee 

9.6.1.  4th Accelerate Paediatric Strategy forum on acute myeloid leukaemia (AML) 

Summary of Committee discussion: 

The main topics and outcomes of the 4th Accelerate Paediatric Strategy forum on acute 
myeloid leukaemia were presented to the Committee.  

https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group
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9.7.  PDCO work plan 

No items  

9.8.  Planning and reporting 

No items 

10.  Any other business 

No items 

11.  Breakout sessions 

11.1.1.  Paediatric oncology  

Summary of Committee discussion: 

The group discussed paediatric indications currently under assessment at CHMP and 
related to PIP procedures.  

11.1.2.  Neonatology 

Summary of Committee discussion: 

The Neonatology Breakout session discussed the next steps in the Guideline revision 
process. 

11.1.3.  Inventory 

Summary of Committee discussion: 

The inventory group breakout session continued discussion on how to best assess unmet 
needs for some of the procedures discussed during the plenary meeting and reflect the 
discussion in the minutes.  

 
  



 

    
Paediatric Committee (PDCO) Page 40/42 
EMA/PDCO/297694/2019  

Classified as public by the European Medicines Agency 

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 23-26 April 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  

Recombinant human 
monoclonal antibody 
to GM-CSF 
(GSK3196165) - 
EMEA-001882-
PIP02-16-M01 
GlaxoSmithKline 
Trading Services 
Limited 
Belantamab 
mafodotin - Orphan 
- EMEA-002468-
PIP03-19 
GlaxoSmithKline 
Trading Services;  

Karen Van Malderen Alternate Belgium No interests declared   
Dimitar Roussinov Member Bulgaria No restrictions 

applicable to this 
meeting 

 

Georgios Savva Member Cyprus No interests declared   
Tereza Bazantova Member Czech Republic No interests declared   

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   
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 

 

Carola de Beaufort Member (CHMP 
alternate) 

Luxembourg No interests declared   

Herbert Lenicker Alternate Malta No interests declared   
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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   
Stefan Grosek Member Slovenia No interests declared   
Fernando de Andrés 
Trelles 

Member Spain No interests declared   

Maria Jesus 
Fernández Cortizo 
(via TC) 

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   

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 

 

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 

 

Paola Baiardi Alternate Patients’ 
Organisation 
Representative 

No restrictions 
applicable to this 
meeting 

 

Michal Odermarsky Member Patients’ 
Organisation 
Representative 

No restrictions 
applicable to this 
meeting 

 

Dimitrios 
Athanasiou 

Member Patients’ 
Organisation 
Representative 

No interests declared   

Roel Bolt Expert - in 
person* 

Netherlands No interests declared   

María Estela  
Moreno Martín 

Expert - in 
person* 

Spain No interests declared   

For CMDh: Ad hoc experts* and a representative from the European Commission attended the meeting 
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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2.1.6.	Bisoprolol fumarate / ramipril - EMEA-002560-PIP01-19	11

2.1.7.	Ezetimibe / rosuvastatin calcium - EMEA-002541-PIP01-18	12

2.1.8.	Heparin (sodium) - EMEA-002557-PIP01-19	12

2.1.9.	Ritonavir / Darunavir - EMEA-002537-PIP01-18 WITHDRAWN	12

2.1.10.	tilsotolimod - 5’-hydroxy-2’-deoxy-P-thiothymidylyl-(3’→5’)-2’-deoxy-P-thiocytidylyl-(3’→5’)-2’-deoxy-P-thio-7-deaza-guanylyl-(3’→5’)-2’-deoxy-P-thioadenylyl-(3’→5’)-2’-deoxy-P-thioadenylyl-(3’→5’)-2’-deoxy-P-thiocytidylyl-(3’→5’)-2’-deoxy-P-thio-7-deaza-guanylyl-(3’→5’)-2’deoxy-P-thiothymidylyl-(3’→5’)-2’-deoxy-P-thiothymidylyl-(3’→5’)-2’-deoxy-P-thiocytidylyl-(3’→5’)-2’-deoxy-P-thio-7-deaza-guanylyl-1-glycerol-3-thiophosphoryl-2’-deoxy-P-thio-7-deaza-guanylyl-(5’→3’)-2’-deoxy-P-thiocytidylyl-(5’→3’)-2’-deoxy-P-thiothymidylyl-(5’→3’)-2’-deoxy-P-thiothymidylyl-(5’→3’)-2’-deoxy-P-thio-7-deaza-guanylyl-(5’→3’)-2’-deoxy-P-thiocytidylyl-(5’→3’)-2’-deoxy-P-thioadenylyl-(5’→3’)-2’-deoxy-P-thioadenylyl-(5’→3’)-2’-deoxy-P-thio-7-deaza-guanylyl-(5’→3’)-2’-deoxy-P-thiocytidylyl-(5’→3’)-5’-hydroxy-2’-deoxythymidine docosasodium salt (IMO-2125) - EMEA-002318-PIP03-19	13

2.1.11.	Bemarituzumab - EMEA-002401-PIP01-18	13

2.1.12.	Momelotinib - Orphan - EMEA-001656-PIP02-19	14

2.1.13.	Moxetumomab pasudotox - Orphan - EMEA-002525-PIP01-18	15

2.1.14.	Bempedoic acid - EMEA-001872-PIP02-19	15

2.1.15.	Ezetimibe / bempedoic acid - EMEA-002200-PIP02-19	16

2.1.16.	Brimonidine tartrate - EMEA-002558-PIP01-19	16

2.1.17.	Dexamethasone sodium phosphate / levofloxacin - EMEA-002375-PIP02-18	16

2.1.18.	Bordetella pertussis antigen: pertactin / Bordetella pertussis antigen: Filamentous haemagglutinin / Bordetella pertussis antigen: Pertussis toxoid / Tetanus toxoid / Diphtheria toxoid - EMEA-002343-PIP01-18	17

2.1.19.	Lonafarnib - Orphan - EMEA-002516-PIP01-18	17

2.2.	Opinions on Compliance Check	18

2.2.1.	Crizanlizumab - EMEA-C1-002141-PIP01-17-M01	18

2.2.2.	Filgotinib - EMEA-C1-001619-PIP04-17-M01	19
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2.3.6.	Eravacycline - EMEA-001555-PIP01-13-M03	23
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2.3.22.	Pneumococcal Polysaccharide Serotype 33F – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 23F – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 22F – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 19F – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 19A – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 18C – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 14 – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 9V – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 7F – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 6B – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 6A – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 5 – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 4 – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 3 – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 1 – Diphtheria CRM197 Conjugate - EMEA-002215-PIP01-17-M02	32
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3.1.1.	3- (3S,4R)-3-Methyl-6-(7H-pyrrolo 2,3-d]pyrimidin-4-yl)-1,6-diazaspiro 3.4]octan-1-yl]-3-oxopropanenitrile - EMEA-002329-PIP01-18 - WITHDRAWN	35
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3.1.11.	Tezepelumab - EMEA-002579-PIP01-18	44
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[bookmark: _Toc11750464][bookmark: _Toc25841364]Introductions

[bookmark: _Toc25841365]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. No new or additional interests or restrictions were declared.

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: _Toc25841366]Adoption of agenda 

The agenda for 27-29 May meeting was adopted and published on the EMA website.

[bookmark: _Toc25841367]Adoption of the minutes 

The minutes of 23-26 April 2019 meeting were adopted and will be published on the EMA website.

[bookmark: _Toc25841368]Opinions

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

[bookmark: _Toc25841369]Opinions on Products

[bookmark: _Toc25841370]Emricasan - EMEA-002457-PIP01-18

Novartis Europharm Limited; Non-alcoholic steatohepatitis (NASH) / Treatment of NASH with moderate to severe liver fibrosis (F2-F4) in patients aged 8 to less than 18 years old 

Rapporteur: Johannes Taminiau; Peer reviewer: Jana Lass; EMA Paediatric Coordinator: Chrissi Pallidis

Day 120 Opinion

Article 7; PIP and Deferral and Waiver

Gastroenterology-Hepatology

Summary of Committee discussion:

The Applicant’s response to the Day 90 issues was acceptable and a positive Opinion was adopted.

[bookmark: _Toc25841371]Tropifexor - EMEA-002471-PIP01-18

Novartis Europharm Limited; Non-alcoholic steatohepatitis / Treatment of NASH with moderate to severe liver fibrosis (F2/F3) in paediatric patients from 8 to less than 18 years of age 

Rapporteur: Johannes Taminiau; Peer reviewer: Jana Lass; EMA Paediatric Coordinator: Chrissi Pallidis

Day 120 Opinion

Article 7; PIP and Deferral and Waiver

Gastroenterology-Hepatology

Summary of Committee discussion:

A positive Opinion was adopted on Day 120.

[bookmark: _Toc25841372]Autologous CD34+ haematopoietic stem cells transduced with lentiviral vector encoding the human βA-T87Q-globin gene - Orphan - EMEA-001665-PIP02-17

bluebird bio France; Sickle cell disease  

Rapporteur: Fernando de Andres Trelles; Peer reviewer: Sara Galluzzo; EMA Paediatric Coordinator: Giovanni Lesa, Maribel Gonzalez Tome

Day 120 Opinion

Article 7; PIP and Deferral and Waiver

Haematology-Hemostaseology

Summary of Committee discussion:

The PDCO re-discussed this procedure at Day 120 during the May 2019 plenary meeting.
Following the Day 90 discussion, it was agreed that the waiver should be for children weighing less than 6kg. Children less than 2 years of age are to be analysed separately from the population from 2 years to less than 18 years of age.
The Applicant submitted studies HGB-205, HGB-206 and HGB-211 and additional details on follow-up and study suspension. All these will be included in the Opinion.
The PDCO considered the dimethyl sulfoxide (DMSO) level to which very small children could be exposed and discussed the matter with the CAT. It was concluded that, in general, the level of DMSO to be administered should be the smallest possible and that the limit recommended by the CAT was a more precautionary level than that routinely used in transplantation centres (i.e. 1g/kg/24 hrs upper limit). On the other hand there is no published comparative evidence to support the CAT's more precautionary recommendation over and above the standard 1g/kg/24hrs. Thus, the PDCO agreed with the DMSO level proposed by the Applicant.
Between Day 90 and Day 120, the Applicant, based on the very limited patient population and the fact that the last patient infused is projected for April 2023, proposed to delay the completion date for study 4 (HGB-211) to December 2025. The Applicant also informed the PDCO that an interim analysis could be carried out after 12 patients (of the planned 18) have been treated and that the study could be stopped if sufficient data have been collected and if the success criterion of the interim analysis has been met. The PDCO agreed to the completion of study 4 by December 2025 but that, in this case, at least 18 patients should be evaluable for the primary endpoint. Should the Applicant collect enough data and carry out a successful interim analysis, which meets the success criterion, the PDCO is open to reflect this in the Paediatric Investigation Plan. The Applicant could seek changes to the agreed PIP via a modification procedure. The PDCO recommended that the interim analysis is well predefined in the protocol, as per Scientific Advice recommendation.
Taking the above into consideration, tThe PDCO adopted a positive Opinion at Day 120.

[bookmark: _Toc25841373]Allogeneic Epstein-Barr virus specific cytotoxic T lymphocytes - Orphan - EMEA-002025-PIP02-16 - WITHDRAWN

Atara Biotherapeutics, Inc.; Treatment of Epstein-Barr virus associated post-transplant lymphoproliferative disorder / Treatment of solid organ transplant (SOT) patients with Epstein-Barr virus associated post-transplant lymphoproliferative disease (EBV+ PTLD) who have failed prior therapy with rituximab, Treatment of allogeneic haematopoietic cell transplant (alloHCT) patients with Epstein-Barr virus associated post-transplant lymphoproliferative disease (EBV+ PTLD) who have failed prior therapy with rituximab 

Rapporteur: Koenraad Norga; Peer reviewer: Tereza Bazantova, Jaroslav Sterba; EMA Paediatric Coordinator: Giovanni Lesa

Day 120 Opinion

Article 7; PIP and Deferral

Oncology

Summary of Committee discussion:

The PDCO re-discussed this procedure at Day 120 during the May 2019 plenary meeting.
The PDCO was informed that following the Day 90 discussion, the Applicant submitted the paediatric historical control study requested, which has been included in the Opinion.
In addition, the Applicant agreed to include patients with systemic post transplant lymphoproliferative disease (PTLD) in the central nervous system (CNS) studies.
It appears that no submission strategy has been finalised within PRIME and therefore, after having consulted with members of the PRIME team, the PDCO agreed that at this stage it is appropriate to agree a PIP without any deferral. The Committee commented that, once the submission strategy has been agreed with PRIME, the Applicant could ask for a PIP modification for alignment of the PIP Opinion to that strategy.
Taking the above into consideration, the PDCO adopted a positive Opinion at Day 120.

Post-meeting note: On 20 June 2019, the Applicant has withdrawn the application before the Decision. 

[bookmark: _Toc25841374](2S,4R)-1-(2-(3-acetyl-5-(2-methylpyrimidin-5-yl)-1H-indazol-1-yl)acetyl)-N-(6-bromopyridin-2-yl)-4-fluoropyrrolidine-2-carboxamide - EMEA-002310-PIP02-17

Achillion Pharmaceuticals, Inc.; Treatment of C3 glomerulopathy 

Rapporteur: Dimitar Roussinov; Peer reviewer: Doina Plesca; EMA Paediatric Coordinator: Dobromir Penkov

Day 120 Opinion

Article 7; PIP and Deferral and Waiver

Uro-nephrology

Summary of Committee discussion:

The PDCO took into account the Applicant’s clarification on the juvenile non-clinical studies in beagle dogs and on the pre- and postnatal development (PPND) study in rabbits. The non-clinical working group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG) questioned the need for the definitive toxicity study in beagle dogs.
The Committee considered that the completion of Study 6 in children from 6 months to less than 12 years of age in March 2026 is not acceptable taking into account the NcWG comments on the necessity for Study 4 and therefore the need to await results of Study 4 before starting Study 6.
Study 6 should start shortly after the marketing authorisation application (MAA) with its initiation being deferred. Therefore, a completion of Study 6 is supported by the end of June 2024.
The PDCO adopted a positive Opinion and granted a waiver in children from birth to less than 6 months of age.. A deferral was granted for the clinical study in children below 12 years of age and for the extrapolation study.

[bookmark: _Toc25841375]Bisoprolol fumarate / ramipril - EMEA-002560-PIP01-19

Neopharmed Gentili S.p.A.; Adults: treatment essential hypertension, Adults: treatment heart failure  

Rapporteur: Ninna Gullberg; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Irmgard Eichler

Day 60 Opinion

Article 7; Waiver

Cardiovascular Diseases

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 bisoprolol fumarate / ramipril 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 heart failure’ on the grounds that the specific medicinal product does not represent a significant therapeutic benefit over existing treatments.

[bookmark: _Toc25841376]Ezetimibe / rosuvastatin calcium - EMEA-002541-PIP01-18

Abbott Laboratories Limited; Elevated cholesterol  

Rapporteur: Eleni Katsomiti; Peer reviewer: Dominique Ploin; EMA Paediatric Coordinator: Andrea Ecker

Day 60 Opinion

Article 7; Waiver

Cardiovascular Diseases

Summary of Committee discussion:

In line with the PDCO discussion at Day 30, tThe PDCO adopted a full product-specific waiver for ezetimibe rosuvastatin (calcium) / rosuvastatin (calcium) ezetimibe for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘Treatment of elevated cholesterol’, based on the grounds of lack of significant benefit over existing products.

[bookmark: _Toc25841377]Heparin (sodium) - EMEA-002557-PIP01-19

B. Braun Melsungen AG; Prevention of thromboembolic events  

Rapporteur: Michal Odermarsky; Peer reviewer: Eleni Katsomiti; EMA Paediatric Coordinator: Rocio Fernandez

Day 60 Opinion

Article 7; Waiver

Cardiovascular Diseases

Summary of Committee discussion:

The PDCO’s view expressed at Day 30 was re-discussed and endorsed.
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 heparin (sodium) for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘Prevention of thromboembolic events’.

Ritonavir / Darunavir - EMEA-002537-PIP01-18 WITHDRAWN[footnoteRef:2] [2: ] 


PharOS - Pharmaceutical Oriented Services Ltd; Treatment of human immunodeficiency virus (HIV-1) infection  

Rapporteur: Dana Gabriela Marin; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Andrea Ecker

Day 60 Opinion

Article 7; Waiver

Infectious Diseases

Summary of Committee discussion:

The Applicant withdrew the present application before adoption of the Opinion, after a trend towards a negative Opinion within the PDCO was communicated to the Applicant.

[bookmark: _Toc25841386]tTilsotolimod - 5’-hydroxy-2’-deoxy-P-thiothymidylyl-(3’→5’)-2’-deoxy-P-thiocytidylyl-(3’→5’)-2’-deoxy-P-thio-7-deaza-guanylyl-(3’→5’)-2’-deoxy-P-thioadenylyl-(3’→5’)-2’-deoxy-P-thioadenylyl-(3’→5’)-2’-deoxy-P-thiocytidylyl-(3’→5’)-2’-deoxy-P-thio-7-deaza-guanylyl-(3’→5’)-2’deoxy-P-thiothymidylyl-(3’→5’)-2’-deoxy-P-thiothymidylyl-(3’→5’)-2’-deoxy-P-thiocytidylyl-(3’→5’)-2’-deoxy-P-thio-7-deaza-guanylyl-1-glycerol-3-thiophosphoryl-2’-deoxy-P-thio-7-deaza-guanylyl-(5’→3’)-2’-deoxy-P-thiocytidylyl-(5’→3’)-2’-deoxy-P-thiothymidylyl-(5’→3’)-2’-deoxy-P-thiothymidylyl-(5’→3’)-2’-deoxy-P-thio-7-deaza-guanylyl-(5’→3’)-2’-deoxy-P-thiocytidylyl-(5’→3’)-2’-deoxy-P-thioadenylyl-(5’→3’)-2’-deoxy-P-thioadenylyl-(5’→3’)-2’-deoxy-P-thio-7-deaza-guanylyl-(5’→3’)-2’-deoxy-P-thiocytidylyl-(5’→3’)-5’-hydroxy-2’-deoxythymidine docosasodium salt (IMO-2125) - EMEA-002318-PIP03-19

Idera Pharmaceuticals Inc.; Treatment of malignant melanoma  

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

Day 60 Opinion

Article 7; Waiver

Oncology

Summary of Committee discussion:

The PDCO re-discussed this product specific waiver request for the condition of ‘treatment of malignant melanoma’. with an intended adult second line indication in combination with ipilimumab for patients with unresectable or metastatic melanoma who failed PD-1 inhibitor treatment. The PDCO reiterated again that the product, based on its mechanism of action, even within the proposed condition could be of benefit to children. The PDCO discussed the responses received by the Applicant after the Day 30 discussion, wanting to better understand the current plans of the Applicant, particularly with regard to any future development in the front line setting and in other solid tumours. The PDCO noted that there appear to be are no plans by the Applicant to move into a front line melanoma indication in adults. Since this appears to be the only indication targeted in adults, PDCO agreed, in line with the Day 30 discussions, that extrapolation is not an option here, which is usually part of paediatric development in melanoma. Furthermore, the Committee acknowledged ongoing early developments in other solid tumours, for which, if a waiver in a narrow condition would be agreed to, a new PIP would be needed. 
So overall, the PDCO agreed to grant a waiver based on lack of significant therapeutic benefitbenefit, as clinical studies are not feasible.

[bookmark: _Toc25841387]Bemarituzumab - EMEA-002401-PIP01-18

Five Prime Therapeutics, Inc.; Treatment of all conditions included in the category of malignant neoplasms (except central nervous system tumours, haematopoietic and lymphoid tissue neoplasms) overexpressing FGFR2b 

Rapporteur: Koenraad Norga; Peer reviewer: Tereza Bazantova; EMA Paediatric Coordinator: Franca Ligas

Day 60 Opinion

Article 7; Waiver

Oncology

Summary of Committee discussion:

The PDCO re-discussed the requested waiver to the entire population for bemarituzumab (anti-FG (FR2b humanised IgG1 monoclonal antibody)) for the ‘treatment of all conditions included in the category of malignant neoplasms (except central nervous system tumours, haematopoietic and lymphoid tissue neoplasms) overexpressing FGFR2b’, taking into account the data provided by the Applicant after the request for additional information was issued by the PDCO, at the Day 30 discussion, in July 2018.
The Members acknowledged that according to the data presented, overexpression of FGFR2b was identified only in 2 paediatric tumour samples out of 1416 paediatric tumour samples available. It was agreed that for the tumour types analysed, FGFR2b is not expected to be a relevant target. However, data is still lacking on a number of other paediatric tumour types and data presented were referred only to a single genomic database. Furthermore, no biobank study was carried out. 
In view of this, the PDCO concluded that the evidence provided were not sufficient to agree the full-waiver for the broad condition ‘treatment of all conditions included in the category of malignant neoplasms (except central nervous system tumours, haematopoietic and lymphoid tissue neoplasms) overexpressing FGFR2b’ and agreed, after sharing also the draft Opinion with the Applicant, to limit the waiver to the most advanced development in adults and first planned adult indication ‘treatment of gastric and gastro-oesophageal junction cancer’ (January 2023) on the ground that the disease occurs only in the adult population. 
This will allow to fulfil the paediatric requirement for the first planned regulatory submission in adults but also to have future discussions with the PDCO for the possible development of the product for the treatment of paediatric tumours in case new data emerge showing the involvement of FGFR2b in the paediatric tumours..
The PDCO therefore recommended granting a waiver for bemarituzumab for all subsets of the paediatric population (from birth to less than 18 years of age) in the condition of treatment of gastric and gastro-oesophageal junction cancer on the grounds that the disease does not occur in the paediatric population.
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.
NOTE: the draft Opinion was shared with the Applicant and it was clarified that bemarituzumab is the recommended INN of the product and that the formulation planned to be submitted for the MAA is solution for injection.

[bookmark: _Toc25841388]Momelotinib - Orphan - EMEA-001656-PIP02-19

Sierra Oncology Inc.; Treatment of primary myelofibrosis  

Rapporteur: Koenraad Norga; Peer reviewer: Sara Galluzzo; EMA Paediatric Coordinator: Steve Estevao

Day 60 Opinion

Article 7; Waiver

Oncology

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 momelotinib for all subsets of the paediatric population (0 to 18 years of age) in the condition of treatment of primary myelofibrosis.
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: _Toc25841389]Moxetumomab pasudotox - Orphan - EMEA-002525-PIP01-18

AstraZeneca AB; Treatment of hairy cellleukaemia  

Rapporteur: Koenraad Norga; Peer reviewer: N/A; EMA Paediatric Coordinator: Giovanni Lesa

Day 60 Opinion

Article 7; Waiver

Oncology

Summary of Committee discussion:

The PDCO confirmed all the conclusions reached during the Day 30 discussion.
Taking the above into consideration, the PDCO agreed on a positive Opinion at Day 60.

[bookmark: _Toc25841390]Bempedoic acid - EMEA-001872-PIP02-19

Esperion Therapeutics, Inc.; Treatment of mixed dyslipidaemia 

Rapporteur: Eleni Katsomiti; Peer reviewer: Alessandro Jenkner; EMA Paediatric Coordinator: Janina Karres

Day 60 Opinion

Article 7; Waiver

Other / Cardiovascular Diseases

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 bempedoic acid for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘Treatment of mixed dyslipidaemia’.
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 notes that the incidence of obesity and associated lipid disorders is increasing also in the paediatric population. Further alternative pharmacotherapeutic options may be required in the (near) future for those patients insufficiently responding to current therapies or in whom current therapies cannot be used. The PDCO will continue to observe the medical need in this therapeutic area and respond accordingly to changes in the medical need.

[bookmark: _Toc25841391]Ezetimibe / bempedoic acid - EMEA-002200-PIP02-19

Esperion Therapeutics, Inc.; Treatment of mixed dyslipidaemia 

Rapporteur: Catherine Cornu; Peer reviewer: Doina Plesca; EMA Paediatric Coordinator: Janina Karres

Day 60 Opinion

Article 7; Waiver

Other / Cardiovascular Diseases

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 ezetimibe bempedoic acid / bempedoic acid ezetimibe for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘Treatment of mixed dyslipidaemia’.

[bookmark: _Toc25841392]Brimonidine tartrate - EMEA-002558-PIP01-19

Bausch Health Ireland Limited; Conjunctival hyperaemia due to minor eye irritation 

Rapporteur: Hugo Tavares; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Laura Fregonese

Day 60 Opinion

Article 7; PIP and Waiver

Ophthalmology

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 brimonidine tartrate for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘conjunctival hyperaemia’. The waiver was based on the grounds of lack of significant therapeutic benefit. 
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: _Toc25841393]Dexamethasone sodium phosphate / levofloxacin - EMEA-002375-PIP02-18

NTC srl; Acute otitis externa / Treatment of acute otitis externa

Rapporteur: Maria Fernandez Cortizo; Peer reviewer: Jana Lass; EMA Paediatric Coordinator: Andrea Ecker

Day 60 Opinion

Article 7; PIP and Waiver

Oto-rhino-laryngology

Summary of Committee discussion:

In line with the PDCO discussion at Day 30 tThe PDCO adopted a full product-specific waiver for dexamethasone (sodium phosphate) / levofloxacin for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘Treatment of acute otitis externa’, based on the grounds of lack of significant benefit over existing products.

[bookmark: _Toc25841394]Bordetella pertussis antigen: pertactin / Bordetella pertussis antigen: Filamentous haemagglutinin / Bordetella pertussis antigen: Pertussis toxoid / Tetanus toxoid / Diphtheria toxoid - EMEA-002343-PIP01-18

Vakzine Projekt Management GmbH; ICD10: A36 (diphtheria), ICD10: A37 (whooping cough), ICD10: A35 (other tetanus) / Active booster immunization

Rapporteur: Dominique Ploin; Peer reviewer: Kirstine Moll Harboe; EMA Paediatric Coordinator: Andrea Ecker

Day 60 Opinion

Article 7; PIP and Waiver

Vaccines / Infectious Diseases

Summary of Committee discussion:

In line with the PDCO discussion at Day 30, tThe PDCO adopted a full product-specific waiver for diphtheria toxoid / tetanus toxoid / pertussis toxoid / pertussis filamentous haemagglutinin / pertactin for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘Prevention of infectious diseases caused by Corynebacterium diphtheriae, Clostridium tetani and Bordetella pertussis’, based on the grounds of lack of significant benefit over existing products.

[bookmark: _Toc25841395]Lonafarnib - Orphan - EMEA-002516-PIP01-18

Eiger BioPharmaceuticals Europe Limited; progeroid laminopathies, Hutchinson-Gilford progeria syndrome (HGPS)

Rapporteur: Carine de Beaufort; Peer reviewer: Karl-Heinz Huemer; EMA Paediatric Coordinator: Emilie Desfontaine

Day 60 Opiniondiscussion

Article 7; PIP and Waiver

Other

Summary of Committee discussion:

The PDCO noted the Applicant’s answers to the Day 30 clarifications requests.
Regarding the waiver, studies in children above 1 year of age are completed and considering the rarity of the disease it is not feasible to conduct a study in children less than 1 year. A waiver on the grounds that the specific medicinal product does not represent a significant therapeutic benefit as clinical studies are not feasible was agreed. However, it was noted that, should a child be diagnosed before the age of 12 months, it may be possible to administer the medicinal product at a reduced dose, to take into account the reduction of CYP 3A4 enzyme activity, and closely monitor safety. This may be investigated post-marketing. 
The proposed compatibility study of Lonafarnib capsule powder with recommended mixing materials (1. Ora Blend SF; 2 Ora-Plus; 3 Orange juice; 4 Apple sauce) is an in vitro study proposed by the Applicant. This would generate some data on stability of lonafarnib in these media, but would neither allow conclusions on bioavailability, nor pharmacodynamics nor acceptability when used in children. As such the value of this trial is very limited and added to the Opinion for completeness.
The PDCO Non clinical working group comments were noted. A juvenile animal study is not expected to add valuable additional information in view of the already collected safety data in humans. Nonetheless, the Applicant should discuss at the time of MAA the findings from the nonclinical toxicity studies in relation to the proposed population and potential effects on developing organs, taking into account the available clinical safety data and the mode of action of lonafarnib. 
The PDCO reiterated the methodological limitations of the completed development, but considering the studies are completed it is now in the remit of the CHMP to review and assess the available data as part of the planned MAA. The available patient reported outcome measures should be provided and the Applicant should consider a long-term registry.
The PDCO therefore adopted a PIP with a waiver for lonafarnib in the conditions of treatment of Hutchinson-Gilford Progeria syndrome (HGPS) and treatment of progeroid laminopathies.

[bookmark: _Toc25586009][bookmark: _Toc25838576][bookmark: _Toc25839566][bookmark: _Toc25841396]

[bookmark: _Toc25841397]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

[bookmark: _Toc25841398]Crizanlizumab - EMEA-C1-002141-PIP01-17-M01

Novartis Europharm Limited; Treatment of sickle cell disease

Rapporteur: Alessandro Jenkner; EMA Paediatric Coordinator: Rocio Fernandez

Day 30 letter

Haematology-Hemostaseology

Summary of Committee discussion:

The submitted non-clinical study 1 and the initiation date of clinical study 2 (CSEG101B2201) are compliant with the agreed PIP as set in the latest EMA Decision P/0060/2019 of 28/02/2019.
The partial compliance check has been finalised with a confirmation of compliance of all those studies contained in the agreed paediatric investigation plan as set in the latest EMA Decision P/0060/2019 of 28/02/2019 that were subject of this procedure.

[bookmark: _Toc25841399]Filgotinib - EMEA-C1-001619-PIP04-17-M01

Gilead Sciences International Ltd.; Treatment of chronic idiopathic arthritis (including rheumatoid arthritis, ankylosing spondylarthritis, psoriatic arthritis, and juvenile idiopathic arthritis)

Rapporteur: Maria Fernandez Cortizo; EMA Paediatric Coordinator: Gunter Egger

Day 30 letter

Immunology-Rheumatology-Transplantation

Summary of Committee discussion:

Between Day 30 and Day 60, the Applicant provided an updated report (dated 13 May 2019) for Study 3 which included the pending histopathology data. This was the “final” report in the sense that all pending data had been reported and it was dated to confirm that the study including all key elements had been completed on time. The Applicant mentioned that the final audited report would be included in the Marketing Authorisation Application (MAA). As it was possible to confirm that the study, including all key elements defined in the PIP Opinion, was completed by July 2019, the PDCO agreed that compliance of Study 3 could be confirmed. The Applicant should include a statement in the MAA dossier confirming that no data relevant to the fulfilment of the PIP key elements were changed between the report submitted for compliance check and the final audited report which will be included in the MAA.
The PDCO discussed the completed study(ies) and considered that these are compliant with the latest Agency's Decision (P/0371/2018) of 06/12/2018.
The PDCO finalised this partially completed compliance procedure on 29/05/2019.

[bookmark: _Toc25841400]Lefamulin - EMEA-C1-002075-PIP01-16-M01

Nabriva Therapeutics AG; Treatment of community-acquired pneumonia

Rapporteur: Irja Lutsar; EMA Paediatric Coordinator: Dobromir Penkov

Day 30 letter

Infectious Diseases

Summary of Committee discussion:

The PDCO accepted the Applicant’s arguments regarding the technical delay in signing the non-clinical reports for Study 5 and Study 6. It was noted that this did not affect the quality of data, generated by the above studies, and the paediatric clinical programme. 
Therefore, the Committee concluded that the completed studies: in vitro binding study NAB-BC-3781-PKPD-PPB (Study 5) and definitive juvenile toxicity study AB21568 (Study 6) could be considered compliant with the latest Agency's Decision (P/0066/2019 of 22 March 2019).
The PDCO finalised this partially completed compliance procedure on 29 May 2019.

[bookmark: _Toc25841401]Peginterferon alfa-2a - EMEA-C-000298-PIP01-08-M06

Roche Registration GmbH; Treatment of chronic hepatitis B

Rapporteur: Sylvie Benchetrit; EMA Paediatric Coordinator: Gunter Egger

Day 30 Opinion

Infectious Diseases

Summary of Committee discussion:

The PDCO took note of outcomes of preceding partial compliance check procedures:
EMEA-C1-000298-PIP01-08.
The PDCO adopted on 29/05/2019 an Opinion confirming the compliance of all studies in the agreed paediatric investigation plan as set out in the latest Agency's Decision (P/0143/2018) of 07/05/2018.
The PDCO considers that the following studies could be considered significant:
Study 2 (NV17424, PEDS-C): double-blind, randomised, placebo-controlled trial to evaluate safety and efficacy of ribavirin compared to placebo in children from 5 to less than 18 years of age, treated with peginterferon alfa-2a.

[bookmark: _Toc25841402]Rituximab - EMEA-C-000308-PIP01-08-M04

Roche Registration GmbH; 

Rapporteur: Paola Baiardi; EMA Paediatric Coordinator: Rocio Fernandez

Day 30 Opinion

Oncology

Summary of committee discussion:

The submitted study i1 is compliant with the agreed PIP as set in the latest EMA Decision P/0064/2019 of 22/03/2019.
The PDCO took note of outcomes of preceding partial compliance check procedures: 
• EMEA-C1-000308-PIP01-08-M01
The PDCO adopted on 29/05/2019 an Opinion confirming the compliance of all studies in the agreed paediatric investigation plan as set out in the latest Agency's Decision (P/0064/2019) of 22/03/2019.

[bookmark: _Toc25841403]Efmoroctocog alfa - EMEA-C-001114-PIP01-10-M03

Swedish Orphan Biovitrum AB (publ); Treatment of hereditary Factor VIII deficiency

Rapporteur: Sylvie Benchetrit; EMA Paediatric Coordinator: Emilie Desfontaine

Day 30 Opinion

Haematology-Hemostaseology

Summary of Committee discussion:

The PDCO discussed the completed PIP studies 3 (8HA01EXT) and 4 (997HA306) and considered that these are compliant with the latest Agency's Decision (P/0149/2016) of 13 June 2016.
The PDCO took note of outcomes of preceding partial compliance check procedures: 
• EMEA-C1-001114-PIP01-M02
The PDCO adopted on 29 May 2019 an Opinion confirming the compliance of all studies in the agreed paediatric investigation plan as set out in the latest Agency's Decision (P/0149/2016) of 13 June 2016.

[bookmark: _Toc25841404]Ustekinumab - EMEA-C-000311-PIP01-08-M04

Janssen-Cilag International NV; Treatment of plaque psoriasis

Rapporteur: Fernando de Andres Trelles; EMA Paediatric Coordinator: Chrissi Pallidis

Day 30 Opinion

Immunology-Rheumatology-Transplantation / Dermatology

Summary of Committee discussion:

The PDCO took note of outcomes of preceding partial compliance check procedures: 
- EMEA-C1-000311-PIP-08
- EMEA-C3-000311-PIP-08-M02
The PDCO adopted on 29 May 2019 an Opinion confirming the compliance of all studies in the agreed paediatric investigation plan as set out in the latest Agency's Decision (P/0003/2016) of 15 January 2016.

[bookmark: _Toc25841405]Opinions on Modification of an Agreed Paediatric Investigation Plan

[bookmark: _Toc25841406]Baricitinib - EMEA-001220-PIP03-16-M01

Eli Lilly and Company Limited; Treatment of atopic dermatitis / Treatment of patients with moderate to severe atopic dermatitis

Rapporteur: Sara Galluzzo; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Dobromir Penkov

Day 60 Opinion

Article 8; PIP and Deferral and Waiver

Dermatology

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 all 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/0291/2018 of 12 September 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841407]Terbinafine (hydrochloride) - EMEA-001259-PIP02-13-M02

Polichem, S.A.; Treatment of onychomycosis 

Rapporteur: Maria Fernandez Cortizo; Peer reviewer: Dana Gabriela Marin; EMA Paediatric Coordinator: Gunter Egger

Day 60 Opinion

Article 7; PIP and Deferral and Waiver

Dermatology

Summary of Committee discussion:

The PDCO confirmed the outcome of the Day 30 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/0015/2017 of 31/01/2017).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841408]Testosterone - EMEA-001529-PIP02-14-M02

Acerus Biopharma Inc.; Male hypogonadism / Treatment of male hypogonadism

Rapporteur: Helena Fonseca; Peer reviewer: Carine de Beaufort; EMA Paediatric Coordinator: Andrea Ecker

Day 60 Opinion

Article 7; PIP and Deferral and Waiver

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 accepted.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0132/2018 of 16 April 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841409]Human normal immunoglobulin for subcutaneous administration - EMEA-001853-PIP01-15-M02

Grifols Therapeutics LLC; Treatment for primary immunodeficiency 

Rapporteur: Francesca Rocchi; Peer reviewer: Dana Gabriela Marin; EMA Paediatric Coordinator: Dobromir Penkov

Day 60 Opinion

Article 7; PIP and Waiver

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 delay in PIP completion by 11 months 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/0380/2017 of 19 December 2017).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841410]Tocilizumab - EMEA-000309-PIP04-17-M02

Roche Registration GmbH; Cytokine release syndrome / Treatment of chimeric antigen receptor (CAR) T cell-induced severe or life-threatening cytokine release syndrome (CRS) in adults and paediatric patients 2 years of age and older

Rapporteur: Koenraad Norga; Peer reviewer: Kirstine Moll Harboe; EMA Paediatric Coordinator: Roberto De Lisa

Day 60 Opinion

Article 8

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/0181/2018 of 12/6/2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841411]Eravacycline - EMEA-001555-PIP01-13-M03

Tetraphase Pharmaceuticals, Inc.; Complicated intra-abdominal infection / Complicated intra-abdominal infections

Rapporteur: Maria Fernandez Cortizo; Peer reviewer: Jana Lass; EMA Paediatric Coordinator: Gunter Egger

Day 60 Opinion

Article 8; PIP and Deferral and Waiver

Infectious Diseases

Summary of Committee discussion:

Between Day 30 and Day 60 the Applicant provided the requested clarifications regarding the use of data generated in adults with complicated urinary tract infection (cUTI) for the modelling and extrapolation approach for the remaining PIP condition ‘treatment of complicated intra-abdominal infection (cIAI)’. The PDCO agreed with the deletion of the condition ‘treatment of cUTI’’ due to lack of efficacy in adult studies in this condition. Moreover, the pharmaceutical form “tablet” was deleted because it was in any case waived for the remaining PIP condition and because the Applicant no longer intended to develop any other formulations than the already authorised powder for solution for infusion. The Committee remarked that any potential future indication other than cIAI would need to be covered by a new PIP, where also the need for an oral formulation would be reconsidered.
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/0336/2016 of 02/12/2016).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841412]Posaconazole - EMEA-000468-PIP02-12-M05

Merck Sharp & Dohme (Europe), Inc.; Prevention of invasive fungal infections, Treatment of invasive fungal infections / For treatment of invasive fungal infections in the following paediatric patients: -invasive aspergillosis in patients with disease that is refractorroy to amphotericin B or itraconazole or in patients who are intolerant of these medicinal products;, Treatment of Invasive Aspergillosis, -patients receiving remission-induction chemotherapy for acute myelogenous leukemia (AML) or myelodysplastic syndromes (MDS) expected to result in prolonged neutropenia and who are at high risk of developing invasive fungal infections; - haematopoietic stem cell transplant (HSCT) recipients who are undergoing high-dose immunosuppressive therapy for graft versus host disease and who are at high risk of developing invasive fungal infections.

Rapporteur: Maria Fernandez Cortizo; Peer reviewer: Irja Lutsar; EMA Paediatric Coordinator: Irmgard Eichler

Day 60 Opinion

Article 8; PIP and Deferral

Infectious Diseases

Summary of Committee discussion:

The PDCO re-discussed the modification request taking into account the Applicant’s additional clarifications and the conclusions of the FWG.
The following proposed changes are considered acceptable: 
- delay in completion of the age appropriate formulation and consequently also the delay in completion of study 13.
- the dose of 6 mg/kg/day for both the IV and the age-appropriate formulation
- the weight cut-off of > 40 kg is agreeable but this has been concluded on the basis of a relative bioavailability of the PFS formulation 1.2 times higher than that of the oral tablet. At the time of the line extension submission, the Applicant may consider to provide a sensitivity analysis on the relative bioavailability (BA) of the powder for oral suspension (PFS) formulation to clarify the impact of this parameter in the predicted outcome (i.e., percentage of children below the target of 500-2500 ng/ml, within it and above the target level).
However, the proposed delay in the date of completion of study 10 (extrapolation) and study 11 (modelling and simulation) and study 15 in children less than 2 years of age is considered premature and, therefore, not endorsed at this point in time. The completion date should be re-discussed at a later stage once study 13 is well advanced and study 15 has been initiated.
The Committee also discussed that the food effect study used water as the suspending vehicle while the Applicant proposes to use Ora-Blend in clinical trials/at the time of MAA. Ora-Blend contains sorbitol (7%, i.e. 7 g / 100 ml or 70 mg/ml). 60 mg of sorbitol may cause rapid gastrointestinal transit and reduced absorption of not only low permeable drugs (e.g. ranitidine, lamivudine) but also highly soluble and permeable drugs (e.g. risperione) (García-Arieta A. 2014[footnoteRef:3]). Therefore, the effect on the absorption of posaconazole as a low soluble drug cannot be discarded since low soluble drugs may require a prolonged residence in the gut to be dissolved.
Finally, on another note the Committee was informed that the pan-European paediatric clinical trial network conect4children ( HYPERLINK "https://conect4children.org/" c4c) will perform an investigator-sponsored study “Posaconazole in Children with Cystic Fibrosis: to assess the dose of posaconazole in children and young people with Cystic Fibrosis and infection with Aspergillus”, to be initiated next year. The Committee discussed that in this study it would be important to use the new age appropriate formulation (AAF) in those children unable to swallow the tablets. The PDCO strongly encourages the Applicant to consider this possibility.
Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that many but not all 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/0041/2018 of 16 February 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion. [3: 
] 


[bookmark: _Toc25841413]Tedizolid phospate - EMEA-001379-PIP01-12-M04

Merck Sharp & Dohme (Europe) Inc.; Treatment of acute bacterial skin and skin structure infections

Rapporteur: Maria Fernandez Cortizo; Peer reviewer: Sigita Burokiene; EMA Paediatric Coordinator: Laura Fregonese

Day 60 Opinion

Article 8; PIP and Deferral

Infectious Diseases

Summary of Committee discussion:

A positive Opinion was adopted on the majority of the modifications proposed by the Applicant.

[bookmark: _Toc25841414]Balovaptan - EMEA-001918-PIP01-15-M02

Roche Registration GmbH; ICD1O F84: Treatment of autism spectrum disorder / Treatment of core social and communication deficits in people with autism spectrum disorder aged 2 years or older

Rapporteur: Helena Fonseca; Peer reviewer: Ann Marie Tötterman; EMA Paediatric Coordinator: Roberto De Lisa

Day 60 Opinion

Article 7; PIP and Deferral and Waiver

Neurology

Summary of Committee discussion:

The PDCO noted the clarifications provided by the Applicant to address the comments raised at Day 30. The Applicant has reassured that an exposure-response analysis covering all exposures will be presented in the Clinical Study Report for Study 6 which will be submitted at the time of the MAA. The proposed changes were then endorsed.
The PDCO noted that the paediatric development had not yet entirely been brought in line with the most recent scientific advice received by the Applicant and given the uncertainty surrounding the final dose to be used in the remaining studies, it was agreed that the selection of dose at the very least for Study 7 should be discussed with PDCO prior to initiation. Therefore the Opinion was updated to reflect this.
In conclusion the PDCO adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0259/2018 of 15/8/2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841415]Eculizumab - Orphan - EMEA-000876-PIP03-14-M03

Alexion Europe SAS; Neuromyelitis optica spectrum disorders / Treatment of paediatric patients with relapsing neuromyelitis optica spectrum disorders

Rapporteur: Dimitar Roussinov; Peer reviewer: Karl-Heinz Huemer; EMA Paediatric Coordinator: Dobromir Penkov

Day 60 Opinion

Article 8; PIP and Deferral and Waiver

Neurology

Summary of Committee discussion:

The PDCO discussed the Applicant’s responses and considered that Hauser ambulatory index could be used as a measure of disability in children from 2 years old. 
It is not acceptable to use modified confrontational visual fields (VF) in patients below 6 years instead of visual acuity though. Optic neuritis is one of the two main manifestations of neuromyelitis optica (NMO) and therefore it is important to measure visual function in all patients. Although the visual acuity tests may not be perfectly accurate in children from 2 years of age due to developing receptive and expressive language skills, estimation of visual acuity in this age group is possible using age-appropriate tests. There are such tests available, e.g. the Cardiff cards or Kay pictures as testing systems for children in the age range 2-3 years. Therefore, the relevant secondary endpoint in the Opinion will be phrased as ‘Change from baseline in visual acuity (VA), confrontational visual fields (VF) and colour vision at 52 weeks using age-appropriate tests in patients below 3 years of age’.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0364/2018 of 6 December 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841416]Galcanezumab - EMEA-001860-PIP03-16-M03

Eli Lilly and Company Limited; Prevention of migraine headaches 

Rapporteur: Fernando de Andres Trelles; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Roberto De Lisa

Day 60 Opinion

Article 7; PIP and Deferral and Waiver

Neurology

Summary of Committee discussion:

Based on the review of the rationale submitted by the Applicant responding to the PDCO comments and providing details of the adult pharmacokinetic (Pk) model, confirming the details of the paediatric PK determination strategy and providing comments received from the FDA. Despite it was highlighted that that an interim futility analysis could avoid to further exposing children to therapeutic effect that are marginally beneficial would the PDCO supported the changes proposed also in view to facilitate global development and in consideration of the reassuring safety profile seen in adults so far.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0111/2019 of 22/3/2019).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841417]Satralizumab - humanised anti-IL-6 receptor (IL-6R) monoclonal antibody - - Orphan - EMEA-001625-PIP01-14-M03

Roche Registration GmbH; Treatment of neuromyelitis optica 

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

Day 60 Opinion

Article 7; PIP and Deferral and Waiver

Neurology

Summary of Committee discussion:

The Applicant re-discussed this application in line with the PDCO’s considerations made during the Day 30 discussion. Overall a positive Opinion on the requested modifications was expressed adopted by the Committee.

[bookmark: _Toc25841418]Afatinib - EMEA-001596-PIP02-17-M01

Boehringer Ingelheim International GmbH; Treatment of all conditions included in the category of malignant neoplasms (except central nervous system, haematopoietic and lymphoid tissue neoplasms), Treatment of malignant neoplasms of the central nervous system 

Rapporteur: Koenraad Norga; Peer reviewer: Maaike van Dartel; EMA Paediatric Coordinator: Franca Ligas

Day 60 Opinion

Article 8; PIP and Deferral

Oncology

Summary of Committee discussion:

The PDCO’s views expressed at Day 30 were confirmed. 
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/0320/2018 of 12 September 2018)
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841419]Durvalumab - EMEA-002028-PIP01-16-M01

AstraZeneca AB; Treatment of malignant neoplasms of haematopoietic and lymphoid tissue, Treatment of all conditions included in the category of malignant neoplasms (except central nervous system, haematopoietic and lyphoid tissue) / Treatment of paediatric patients from birth to less than 18 years old with a paediatric haematological malignancy, Treatment of paediatric patients from birth to less than 18 years old with a paediatric solid tumour

Rapporteur: Koenraad Norga; Peer reviewer: Dana Gabriela Marin; EMA Paediatric Coordinator: Franca Ligas

Day 60 Opinion

Article 8; PIP and Deferral

Oncology

Summary of Committee discussion:

The PDCO’s views expressed at Day 30 were endorsed. 
It was confirmed that the postponement of the initiation and completion of Study 2, the first paediatric trial and the request for a deferral for the completion of the study was acceptable. 
It was also confirmed that deferral for the completion of the non-clinical study, Study 1, was necessary to avoid issues at the time of the validation of the MAA for the adult indication planned to be submitted in September 2019.  
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/0082/2018 of 16 March 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841420]Tremelimumab - EMEA-002029-PIP01-16-M01

AstraZeneca AB; Treatment of malignant neoplasms of haematopoietic and lymphoid tissue, Treatment of all conditions included in the category of malignant neoplasms (except central nervous system, haematopoietic and lyphoid tissue) / Treatment of paediatric patients from birth to less than 18 years old with a paediatric haematological malignancy, Treatment of paediatric patients from birth to less than 18 years old with a paediatric solid tumour

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

Day 60 Opinion

Article 7; PIP and Deferral

Oncology

Summary of Committee discussion:

The PDCO’s views expressed at Day 30 were endorsed. 
It was confirmed that the postponement of the initiation and completion of Study 2, the first paediatric trial and the request for a deferral for the completion of the study was acceptable. 
It was also confirmed that deferral for the completion of the non-clinical study, Study 1, was necessary to avoid issues at the time of the validation of the MAA for the adult indication planned to be submitted in September 2019.  
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/0081/2018 of 16 March 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841421]Venetoclax - Orphan - EMEA-002018-PIP02-16-M02

AbbVie Ltd; Treatment of haematopoietic and lymphoid malignant neoplasms, Treatment of solid tumour malignant neoplasms / Treatment of a specific paediatric hematopoietic and lymphoid malignant neoplasm or of a solid malignant neoplasm as agreed by PDCO, in patients from 1 month to 18 years of age

Rapporteur: Koenraad Norga; Peer reviewer: Peter Sisovsky; EMA Paediatric Coordinator: Dominik Karres

Day 60 Opinion

Article 8; PIP and Deferral

Oncology / Haematology-Hemostaseology

Summary of Committee discussion:

The Applicant re-discussed this application in line with the PDCO’s considerations made during the Day 30 discussion. Overall a positive Opinion on the requested modifications was expressed adopted by the Committee.

[bookmark: _Toc25841422]Concentrate of proteolytic enzyme enriched in bromelain - Orphan - EMEA-000142-PIP02-09-M08

MediWound Germany GmbH; Treatment of burns of external body surfaces / Removal of eschar in deep partial and/or full thickness burns

Rapporteur: Sabine Scherer; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Dominik Karres

Day 60 Opinion

Article 8; PIP

Other

Summary of Committee discussion:

The PDCO was informed about the additional information received following the Day 30 discussion and noted that the main outstanding issues to be agreed upon concerned the change in primary endpoint, the use of the BurnCase software and sampling for PK and immunogenicity. 
During the oral explanation, the Applicant reiterated again on their justifications to the requested changes which essentially are to enhance recruitment and to align the paediatric PIP trial (study 4) to the adult post marketing Phase 3 trial.
Following the oral explanation, taking into account the Applicants presentation, the PDCO concluded as follows:
- To accept deletion of the use of BurnCase software in the key element form. It was acknowledge by the Committee that its use appear to be of burden to investigators, affecting recruitment. It was concluded that the added scientific regulatory value towards supporting conclusions on benefit/risk in the paediatric population is rather minimal and does not outweigh its impact on feasibility. 
- As regards the changes to the endpoints, the PDCO noted the Applicant’s statement that these changes are not considered to affect study treatment procedures as already defined in the protocol, outcome measures that are collected, method by which each outcome is measured, as well as the statistical power of the study outcomes. Nonetheless, the proposed change to the primary endpoint means to lower the threshold based on which the study will be able claimed to be a success (ie from three co-primary endpoints, to only one primary endpoint needed to be met). The PDCO acknowledged the CHMP Protocol Assistance being supportive of this change. But, in line with the advice, due to the lack of an existing SAP, allowing assessing the statistical, methodological implications to the study design, PDCO considered it not possible to agree to this change as yet. The Committee reiterated once more that it is generally not advisable to change primary endpoints during an ongoing study. It highlighted again that the current co-primary endpoints had been chosen to reflect on the necessity to capture clinically meaningful endpoints for the paediatric population, also reflecting on the ambiguous results observed on the secondary endpoints in the adult registrational trial. 
- On the issue concerning the sampling for PK and immunogenicity, the PDCO fully endorsed the necessity to comply with the ethical considerations and guidelines around blood sampling volumes in the paediatric population. It was reiterated again that there is the necessity to collect all data necessary to robustly described PK and immunogenicity in all age ranges, particularly the very young. The PDCO took note of the revised changes on this issue, but these were submitted after Day 30 and hence could not be assessed and therefore not taken into consideration for this procedure. The initial modification had been considered insufficient. The Applicant was advised to look again into their blood sampling schedule, align routine samplings with clinical trial samplings and to consider eg micro-sampling methods. 
As a general comment, the Applicant is reminded that protocol changes can be done anytime without needing to consult PDCO, as long as the changes do not contradict the key element wording in the PIP Opinion. 
As already indicated in the Day 30 minutes, PDCO did not agree to change functionality from secondary to safety endpoint and to the modification concerning the statistical considerations, unless a SAP is submitted.  
Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that some (the inclusion/ exclusion criteria, and the secondary endpoints) but not all 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/0112/2018 of 11 April 2018).

[bookmark: _Toc25841423]Lanadelumab - Orphan - EMEA-001864-PIP01-15-M04

Shire Pharmaceuticals Ireland Limited (an indirect wholly owned subsidiary of Shire plc’’); Hereditary angioedema / Treatment of hereditary angioedema

Rapporteur: Sabine Scherer; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Janina Karres

Day 60 Opinion

Article 7; PIP and Deferral

Other

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 additional clarifications provided by the Applicant regarding the 12 week observation period of PIP Study 3 have been deemed acceptable.
Furthermore, the following definition of the high morbidity investigator-confirmed hereditary angioedema (HAE) attacks has been provided by the Applicant (as per PIP Study 3): “A high morbidity HAE attack is defined as any attack that has at least one of the following characteristics: severe, results in hospitalization (except hospitalization for observation < 24 hours), hemodynamically significant (systolic blood pressure < 90, requires IV hydration or associated with syncope or near-syncope) or laryngeal.” This has been deemed acceptable by the PDCO.
The PDCO also agrees to the completion timeline extensions of PIP Studies 4 and 5, which are a direct consequence of the requested modifications to PIP Study 3.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0055/2018 of 9 March 2018). 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841424]Fentanyl hydrochloride - EMEA-001509-PIP01-13-M02

Incline Therapeutics Europe Ltd.; Treatment of acute pain 

Rapporteur: Dina Apele-Freimane; Peer reviewer: Ninna Gullberg; EMA Paediatric Coordinator: Steve Estevao, Peter Karolyi

Day 60 Opinion

Article 7; PIP and Deferral and Waiver

Pain

Summary of Committee discussion:

Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, including the responses to the questions raised during the Day 30 discussion, the PDCO acknowledged the product-specific waiver on the grounds that this medicinal product does not represent a significant therapeutic benefit over existing treatments, namely with regards to the specific device in this product. It should be noted that the PDCO still considers the active substance to be of significant therapeutic benefit and that the route of administration with another device/presentation may still be of benefit to the paediatric population.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0335/2016 of 2 December 2016).

[bookmark: _Toc25841425]Ivacaftor / tezacaftor - Orphan - EMEA-001640-PIP01-14-M05

Vertex Pharmaceuticals (Europe) Ltd.; Cystic fibrosis / Treatment of cystic fibrosis

Rapporteur: Sabine Scherer; Peer reviewer: Marek Migdal; EMA Paediatric Coordinator: Irmgard Eichler

Day 60 Opinion

Article 8; PIP and Deferral

Pneumology - Allergology

Summary of Committee discussion:

The PDCO re-discussed the proposed changes, taking into account the supplementary information by the Applicant.  and the feedback of the non-clinical WG. The PDCO considered that the proposed changes could be accepted. Yet, the Committee discussed that Study VX-661-Tx-065, the PK/TK study,  although it was conducted after PIP Study 5, the oral (gavage) dose-range finding study in juvenile rats, does not seem to have been designed appropriately regarding a 60 mg/kg/d dose for longer treatment duration to provide meaningful conclusion on a higher safety margin.
The PDCO adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0069/2018 of 16 March 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841426]Esketamine (hydrochloride) - EMEA-001428-PIP03-15-M01

Janssen-Cilag International NV; Major depressive disorder (MDD) 

Rapporteur: Fernando de Andres Trelles; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Franca Ligas

Day 60 Opinion

Article 7; PIP and Deferral

Psychiatry

Summary of Committee discussion:

The PDCO re-discussed the request modification taking into account the clarification provided by the Applicant after the Day 30 discussion and comments received by statisticians. 
All the pending issue identified at Day 30 were considered solved. Therefore, 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.
A favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0020/2017 of 31 January 2017) was adopted. 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841427]Pneumococcal Polysaccharide Serotype 33F – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 23F – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 22F – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 19F – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 19A – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 18C – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 14 – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 9V – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 7F – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 6B – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 6A – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 5 – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 4 – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 3 – Diphtheria CRM197 Conjugate / Pneumococcal Polysaccharide Serotype 1 – Diphtheria CRM197 Conjugate - EMEA-002215-PIP01-17-M02

Merck Sharp & Dohme (Europe), Inc.; Prevention of disease caused by Streptococcus pneumoniae / Active immunisation for the prevention of invasive disease, pneumonia and acute otitis media caused by Streptococcus pneumoniae in infants, children and adolescents from 6 weeks to less than 18 years of age

Rapporteur: Eva Agurell; Peer reviewer: Yuansheng Sun; EMA Paediatric Coordinator: Laura Fregonese

Day 60 Opinion

Article 7; PIP and Deferral and Waiver

Vaccines

Summary of Committee discussion:

Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, and the response provided to the issue raised at 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/0347/2018 of 16/11/2018)
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841428]Recombinant Influenza Hemagglutinin-strain B (Yamagata lineage) / Recombinant Influenza Hemagglutinin-strain B (Victoria lineage) / Recombinant Influenza Hemagglutinin-strain A (H3N2 subtype) / Recombinant Influenza Hemagglutinin-strain A (H1N1 subtype) - EMEA-002418-PIP01-18-M01

Sanofi Pasteur; Prevention of influenza infection 

Rapporteur: Kirstine Moll Harboe; Peer reviewer: Yuansheng Sun; EMA Paediatric Coordinator: Laura Fregonese

Day 30 Opinion

Article 7; PIP and Deferral and Waiver

Vaccines

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/0088/2019 of 23/03/2019).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25841429]Opinions on Re-examinations

No items

[bookmark: _Toc25841430]Opinions on Review of Granted Waiver

  No items

[bookmark: _Toc25841431]Finalisation and adoption of Opinions

No items

[bookmark: _Toc25841432]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: _Toc4267378][bookmark: _Toc9431950]MirikizumabAgomelatine - EMEA-001181-PIP01-11-M04 - WITHDRAWN[footnoteRef:4] [4: ] 


Les Laboratoires Servier; Treatment of major depressive episodes

Rapporteur: Kirstine Moll Harboe; Peer reviewer: Peter Sisovsky; EMA Paediatric Coordinator: Rocio Fernandez

Article 8; PIP and Deferral and Waiver

Psychiatry

Summary of Committee discussion:

The Applicant submitted a request for re-examination of the Opinion for the modification M04 for agomelatine for the treatment of major depressive disorders. The Applicant proposed to stop recruitment in the subgroup from 6 to 12 years. Also, a reduction on the number of study participants of study 3 (CL3-20098-076) from 484 (which at least 242 in the children age-set) down to 300 patients was requested based on recruitment difficulties.

The PDCO considered that a product specific waiver might be granted for children below 12 years of age due to lack of safety as mentioned in the Day 60 minutes. However, the Committee had previously considered premature to reduce the sample size from 484 to 300 patients and recommended the Applicant to conduct a blinded interim analysis and recalculate the sample size to adequately power the study for the adolescent subgroup. 

In this re-examination, the Applicant argued that in the time needed to conduct a futility analysis (December 2019) it would be possible to recruit 380 patients (including 312 adolescents), which will assure an adequate power to demonstrate the efficacy of agomelatine in the adolescent group for an effect size of 0.5.

The Committee acknowledged the Applicant’s arguments and tended to agree with them. However, it was considered that the Applicant had provided new data during the re-examination which was not allowed from a procedural point of view since the grounds for the re-examination should be based only on the original information and scientific data provided in the application for request for modification, which were previously available to the PDCO and on which the initial Opinion is based.

It was highlighted that the power calculation together with the statistical considerations should have been provided after Day 30 in reply to the Rapporteur and Peer Reviewer request for clarification.

In conclusion, the PDCO confirmed its Opinion and considered that the Applicant should submit a request for modification in order to update the PIP.

Opinions on Review of Granted Waiver

No items

[bookmark: _Toc11249602][bookmark: _Toc11249603][bookmark: _Toc11249604][bookmark: _Toc11249605][bookmark: _Toc11249606]Finalisation and adoption of Opinions

No items

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: _Toc9417462][bookmark: _Toc25841433][bookmark: _GoBack]Mirikizumab - EME-C1-002208-PIP01-17 - EMEA-C1-002208-PIP01-17

Eli Lilly and Company; Treatment of psoriasis

Rapporteur: Fernando de Andres Trelles; EMA Paediatric Coordinator: Chrissi Pallidis

Day 1 letter

Dermatology / Gastroenterology-Hepatology

[bookmark: _Toc9417463]Summary of Committee discussion: 

The compliance was confirmmed with no need for discussion by the PDCO.

[bookmark: _Toc25841434]Isatuximab - EMEA-C1-002205-PIP01-17-M01

Sanofi-Aventis Recherche & Développement; Treatment of malignant neoplasms of the haematopoietic and lymphoid tissue

Rapporteur: Koenraad Norga; EMA Paediatric Coordinator: Franca Ligas

Day 1 letter

Oncology

Summary of Committee discussion: 

The submitted study 1 (Paediatric preclinical testing study to evaluate the in vitro activity of isatuximab combinations with standards of care in preclinical models of acute myeloid leukaemia) is hereby confirmed to be compliant as set out in the EMA's Decision (P/0193/2019) of 13 May 2019.

[bookmark: _Toc11249611][bookmark: _Toc11249612][bookmark: _Toc11249613][bookmark: _Toc11249614][bookmark: _Toc11249615][bookmark: _Toc11249616][bookmark: _Toc25841435]  Discussion of applications

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

[bookmark: _Toc25841436]Discussions on Products D90-D60-D30

[bookmark: _Toc25841437]3- (3S,4R)-3-Methyl-6-(7H-pyrrolo 2,3-d]pyrimidin-4-yl)-1,6-diazaspiro 3.4]octan-1-yl]-3-oxopropanenitrile - EMEA-002329-PIP01-18[footnoteRef:5] - WITHDRAWN [5: ] 


LEO Pharma A/S; Treatment of dermatitis and eczema 

Rapporteur: Sabine Scherer; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Dobromir Penkov, Sonia Roldan Munoz

Day 90 discussion

Article 7; PIP and Deferral and Waiver

Dermatology

Summary of Committee discussion:

The PDCO discussed the Applicant’s responses to Day 60 request and considered those are not in line with the PDCO requirements.
There is an unmet need for treatment of atopic dermatitis (AD) in children. Although the Applicant acknowledged that delgocitinib would be effective for treatment of atopic dermatitis and will be developed in this condition, no marketing authorisation (MA) will be pursued in the EU. This approach is of concern as it is rather likely that this product will be used off-label for the treatment of AD and risk management will be difficult.
The proposal to extrapolate the dose from adults to children is mainly based on assumptions. This is not considered optimal for a first in class product as a lower dose might be needed in the youngest subset at least.
The programme proposed by the Applicant for development in atopic dermatitis is insufficient as it lacks an active comparator study and Study 9 (LP0133-1423) is designed as an uncontrolled safety and pharmacokinetics (PK) study which is not acceptable for a first in class product. This rather should be a double-blind, randomised and controlled trial.
Additional shortfalls with regard to the chronic hand eczema (CHE) programme were identified as detailed in the summary report (SR).
In view of the above a negative Opinion is foreseen at Day 120.

[bookmark: _Toc25841440]6-cyclopropaneamido-4-{[2-methoxy-3-(1-methyl-1H-1,2,4 triazol-3-yl)phenyl]amino}-N-(2H3)methylpyridazine-3-carboxamide (BMS-986165) - EMEA-002350-PIP01-18

Bristol-Myers Squibb International Corporation; Treatment of psoriasis / Treatment of moderate to severe plaque psoriasis in paediatric patients 6 years of age and older

Rapporteur: Sabine Scherer; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Chrissi Pallidis

Day 90 discussion

Article 7; PIP and Deferral and Waiver

Dermatology

Summary of Committee discussion:

The PDCO discussed this procedure on Day 90. The following issues remain outstanding and need to be resolved:
Regarding the formulation no details on the proposed mini-tablets have been provided although the development seems to be on-going. The Applicant’s proposal to provide more details “when the development is completed” is not optimal. In addition, it is questionable if using the mini-tablets in the entire paediatric population including adolescents is the best approach. Many adolescents will most likely need a dose similar to the adult one and will be able to use the adult formulation. If they are to use mini-tablets, this will probably result in the need to administer a high number of mini-tablets which can cause problems, e.g. with compliance. The Applicant is asked to reconsider their approach and also provide any details on the proposed age appropriate formulation available at present. 
With regard to the adult formulation details of pigments, quantity, composition of the film coating and plans to modify tablets by breaking, crushing and adding to food/liquid, bioavailability should be provided.
The Applicant should consider the option to enrol those adolescents who will be able to use the adult formulation at the adult dose in studies 1A/B and the rest of the population in Studies 2A/B. With this approach, it would not be necessary to delay the start of Study 1A until the age appropriate formulation will be available.
The Applicant has agreed to assess the effect on psoriasis arthritis. However, this is not reflected in the key element form (KEF). In addition, ACR Pedi 30[footnoteRef:6] should be included as a secondary endpoint and also use of topical corticosteroids (rescue medication). The key element form (KEF) should be updated accordingly.
Regarding response to vaccination in case a patient needs vaccination during the study, the response to this vaccination should also be assessed before and at an appropriate time-point after the vaccination.
Regarding the conduct of chest x-rays, the inclusion of routine chest x-rays may result in problems with the acceptability/feasibilty of trial, e.g. by ethic Committees and parents. Therefore, a risk based approach also taking into account the patient’s history (Ozuah et al., 2001[footnoteRef:7]) might be more appropriate.
The Applicant has changed the primary and secondary endpoints (Eps) in the updated KEF. The primary endpoint (EP) for Study 1B and Study 2B has been changed to a co-primary endpoint: 
-Proportion of static physician global assessment (sPGA) 0/1 with 2-point change at Week 16. 
-Proportion of subjects with a psoriasis activity and severity index 75 (PASI 75) at Week 16. 
The secondary EP ‘Change from baseline in Children's Dermatology Life Quality Index score at Week 16’ has been removed and replaced with ‘Change from baseline at Week 16 using an appropriate, validated quality of life instrument.’  
The Applicant is asked explain their decisions to change the primary and secondary endpoints and whether this is accounted for in the statistical analyses. 
The Applicant should give details of the appropriate, validated quality of life instrument that will be used.
With regard to the exclusion criteria, the Applicant should discuss the following:
• If the child has any other skin condition (not psoriasis) making the assessment or treatment effect difficult to assess then that subject should also be excluded
• If the subject has used topical medications/treatments that could affect psoriasis or PASI evaluation (including, but not limited to, corticosteroids, anthralin, calcipotriene, topical vitamin D derivatives, retinoids, tazarotene, methoxsalen, trimethylpsoralens, picrolimus, tacrolimus) within 2 weeks of the first administration of study agent then they should be excluded from the trial.
The Applicant has not discussed the proposals for subjects previously treated with biological agents and is asked to do so.  
The Applicant is requested to respond to the above issues by 15 June 2019 via the portal. [6:  HYPERLINK "https://www.ncbi.nlm.nih.gov/books/NBK253452/" ]  [7: ] 


[bookmark: _Toc25841443]LY3375880 - EMEA-002464-PIP01-18

Eli Lilly and Company; Treatment of atopic dermatitis / Treatment of patients with moderate-to-severe atopic dermatitis

Rapporteur: Helena Fonseca; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Chrissi Pallidis

Day 90 discussion

Article 7; PIP and Deferral and Waiver

Dermatology

Summary of Committee discussion:

The PDCO discussed this application on Day 90.
Regarding the number of patients who will contribute pharmacokinetics (PK) data, data from adults, e.g. on variability should be taken into account and the appropriateness of the proposed sample size checked before the study is started. The Applicant’s proposal on the PK subset needs to be reflected in the Opinion.
Regarding the statistical analysis the Applicant should explain the proposal: the overall population should be analysed primarily unless the recruitment of younger children (<6 years old) is delayed. If enrolment of patients aged 6 years to <12 years old is completed more than 6 months prior to enrolment of children below 6 years old, primary analysis should be done separately ≥6 years old and in patients <6 years old. An interim analysis is not planned therefore it is not quite clear why this approach is taken. The Applicant should also discuss whether the study is sufficiently powered for a separate analysis of both age groups and all dose levels.
The request for deferral of the completion of the adolescent study was not considered acceptable. In case the enrolment is slower in the adolescent group compared to adults, the Applicant should rediscuss with the PDCO potential solutions (the availability of other treatments does not seem to be a valid argument as this applies to both populations). Previous experience shows that recruitment becomes even more difficult once the product is on the market. Therefore, a timely completion seems to be vital and should have a high priority.
The Applicant is requested to respond to the above issues by 15 June 2019 via the portal. Upon resolution of the outstanding issues a positive Opinion is expected next month.

[bookmark: _Toc25841446]Oxalobacter formigenes Strain HC-1 - Orphan - EMEA-000370-PIP02-18

OxThera AB; ICD10-E72.53 (Hyperoxaluria) / Treatment of primary hyperoxaluria

Rapporteur: Dimitar Roussinov; Peer reviewer: Herbert Lenicker; EMA Paediatric Coordinator: Gunter Egger

Day 90 discussion

Article 7; PIP and Deferral

Endocrinology-Gynaecology-Fertility-Metabolism / Uro-nephrology

Summary of Committee discussion:

The PDCO confirmed that the Applicant had addressed most issues of the request for modification satisfactorily. The PDCO’s non-clinical working group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG) confirmed that the Applicant’s response regarding non-pathogenicity of O. formigenes was acceptable. The Committee was of the Opinion that Study OC5-OL-01 should not be included in the PIP because no paediatric subject evaluable for analysis were included in the study. Regarding Study OC5-OL-03 in children below 12 years of age the Committee agreed with the primary efficacy endpoint and acknowledged the challenges for recruitment due to the rarity of the disease. Adoption of a positive Opinion next month is likely.

[bookmark: _Toc25841449]Humanized anti-CD19, Fc engineered, monoclonal antibody (XmAb5871) - Orphan - EMEA-002414-PIP01-18

Xencor, Inc.; Immunoglobulin G4-related disease / Treatment of adults, adolescents and children (> 23 months of age) with immunoglobulin G4-related disease

Rapporteur: Karl-Heinz Huemer; Peer reviewer: Sara Galluzzo; EMA Paediatric Coordinator: Irmgard Eichler

Day 90 discussion

Article 7; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of Committee discussion:

The PDCO discussed the Applicant’s responses to the Committee’s request for modification. While many issues are resolved the following need further clarification or changes to enable the PDCO to adopt a positive Opinion at next month meeting:
• The Opinion must specify a minimum number of patients to be enrolled into the proposed paediatric safety and pharmacokinetics (PK) study. Based on the initial PIP submission with 20 patients proposed by the Applicant as minimum number in the paediatric study (children less than 12 yeats of age) and an unspecified number of adolescents in the initially proposed combined adult/adolescent study, the Committee discussed that at least 30 patients should be included in the now agreed paediatric study which will enrol children 2 to less than 18 years.
• CD19 receptor occupancy does not fully reflect pharmacodynamic (PD) effect on target cells, as many cellular effects are not limited to the time of ligand binding to receptors, but by triggering intracellular cascades which can have a much more prolonged effect. Therefore, a sufficiently long follow-up of the patients is necessary for a benefit/risk assessment at time of submission for extension of indication to the paediatric population. Therefore, the safety and PK study must include a follow-up of at least 3 months as part of this study and an additional 2-year follow-up extension study must be proposed for all patients enrolled in the safety and PK study to evaluate relapse rate as well as monitor safety, in particular risks related to infections and malignancies. The extension study will be deferred but must be part of the PIP. 
• Based on the Formulation Working Group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG) conclusion, the Opinion will also include the requirement to developed prefilled syringes of the three strengths to avoid dosing errors or lack of accuracy.
• Based on the conclusions of the Modelling and Simulation Working Party ( HYPERLINK "https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/modelling-simulation-working-party" MS WP), that the current modelling and simulation (M&S) proposal is not agreeable and that it is not advisable to extrapolate the dose from adults down to 2 years old based only on an allometric relationship which has not been validated, a more conservative stepwise approach must be used: the population should be split in age groups where the model of adults will inform the dose in adolescents which in turn will inform the dose in younger children 6-12 years and finally a third step for children 2-6 years of age. The Opinion, therefore, will not include the proposed weight based dose for children, but a requirement that the dose must be based on updated pop PK model in stepwise approach and that the dose must be agreed upon by PDCO before initiation of the study.
The Applicant should submit a revised key element form (KEF) taking into account the above listed requirements by 13 June 2019.

[bookmark: _Toc25841452]Vedolizumab - EMEA-000645-PIP03-18

Takeda Pharma A/S; ICD-9-CM 279.51 / ICD-10-CM D89.810 - Other disorders involving the immune mechanism, not elsewhere classified: acute graft-versus-host disease 

Rapporteur: Sara Galluzzo; Peer reviewer: Johannes Taminiau; EMA Paediatric Coordinator: Gunter Egger

Day 90 discussion

Article 8; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation / Gastroenterology-Hepatology

Summary of Committee discussion:

Several issues of the Request for Modification had been addressed satisfactorily by the Applicant. Among other things the Applicant agreed to lower the age cut-off for the waiver to 1 month. However, several outstanding issues remained, which were discussed by the PDCO. The Committee was of the Opinion that the development of a new strength/presentation of the powder for solution for infusion should be developed to allow for appropriate dosing of children from 1 month of age. In case it becomes apparent later on during the clinical development that the paediatric dosages are well served by the currently available strength this quality-related study could be deleted from the PIP. The PDCO appreciated that the adult placebo-controlled study would be opened for enrolment of adolescents but did not insist on a minimum number of adolescents to be specified in the PIP Opinion. The CCommittee requested further information from the Applicant on how the PK data from the irritable bowel development programme will be used in the population PK model for the graft-versus-host-disease programme in order to support the dosing of children from 1 month of age. The Committee tended to agree that patients with haploidentical hematopoietic stem cell transplantation (HSCT) and unrelated umbilical cord blood transplantation (UCBT) differed substantially regarding methods and outcomes from those of allo-HSCT and that the inclusion of these patients would lead to significant heterogeneity of the patient population, which would render the results less interpretable. However, the Committee was of the opinion that these patients should be included as exploratory subgroups. In summary, several issues need to be sorted out before a positive Opinion could be considered.

[bookmark: _Toc25841455]Bulevirtide - Orphan - EMEA-002399-PIP01-18

MYR GmbH; Chronic hepatitis D infection 

Rapporteur: Eva Agurell, Peter Szitanyi; Peer reviewer: Francesca Rocchi; EMA Paediatric Coordinator: Andrea Ecker, Maribel Gonzalez Tome

Day 90 discussion

Article 7; PIP and Deferral and Waiver

Infectious Diseases

Summary of Committee discussion:

The Applicant’s response to the Request for modification satisfactorily addressed the issues raised at Day 60.
As requested the Applicant has restricted the waiver to children below 3 years of age. The Applicant also provided the outcome of their feasibility investigations, which showed that even in countries with higher endemicity in adults, children with hepatitis delta virus (HDV) infections are still rare. Therefore PDCO agreed not to specify any minimum numbers in children. The Applicant’s justification as to why adolescents cannot be included in the adult study was also considered acceptable.
Overall the Committee supported the Applicant’s plan to extrapolate efficacy and safety from adults based on exposure similarity. At the time of the paediatric extension application the Applicant will then also need to provide a thorough justification regarding the disease similarity in adult and paediatric patients including sufficient information regarding the sodium taurocholate cotransporting polypeptide (NTCP) receptor expression in the different age groups.
Regarding the paediatric study, the Applicant increased the study duration from 7 days to 96 weeks with a further 24-week treatment-free follow-up. However, in order not to delay the access by children to the drug, and in view of the fact that the development is based on extrapolation of efficacy from adults based on exposure similarity, PDCO considered that it would be sufficient to include within the PIP only the initial 2 weeks during which PK data will be collected for popPK modelling.
PDCO considered it premature to specify paediatric doses before the target exposure in adults has been confirmed, but suggested that the Opinion states that the dose is to be specified based on the final adult popPK modelling and simulation.
The proposed modelling strategy to determine the paediatric dose was reviewed by the  HYPERLINK "https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/modelling-simulation-working-party" MSWP, who suggested increasing the number of adolescents to 8 subjects to maximise the possibility to draw conclusions from the adolescent group.
The Applicant should provide clinical trial simulations to investigate the possibility to conclude on exposure similarity with 8 adolescent patients given the proposed dose and the adult population PK model with the addition of allometric scaling. This exercise should be performed when the adult dose is established and the PK model is finalised, and hence the target exposure range is determined. It is important that the PK variability (e.g. between subject variability in clearance and volume of distribution and residual variability) as well as parameter uncertainty are taken into account in the simulations. This information should be submitted through a modification of this PIP after the Applicant has submitted the marketing authorisation application (MAA), at which point the paediatric study should also be re-discussed. Depending on the outcome of these clinical trial simulations different scenarios may apply. One outcome could be that a full extrapolation (without paediatric data) is possible. Another outcome could be that paediatric data (PK and other endpoints) are necessary and then a study will be needed. For this reason the Applicant is advised to delay the initiation of the paediatric study.
In line with the plenary PDCO discussion a draft Opinion with updated wording for the modelling & simulation and extrapolation studies was prepared, which will be shared with the Applicant for review. If an agreement can be reached on the Opinion wording, a positive Opinion could be adopted at the next meeting.

[bookmark: _Toc25841458]Recombinant adeno-associated viral vector serotype 2 carrying the gene for the human aromatic L-amino acid decarboxylase protein - Orphan - EMEA-002435-PIP01-18

PTC Therapeutic International imited; Aromatic L-amino acid decarboxylase (AADC) deficiency / Treatment of aromatic L-amino acid decarboxylase (AADC) deficiency

Rapporteur: Carine de Beaufort; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Giovanni Lesa

Day 90 discussion

Article 7; PIP and Deferral

Neurology

Summary of Committee discussion:

The PDCO discussed this procedure at Day 90 during the May 2019 plenary.
The PDCO noted that, following the Committee’s advice, the Applicant withdrew the request for a waiver and is now proposing to carry out additional non clinical studies to identify a route of administration different from intra-putamen injection, which could be also used in children younger than 18 months of age. The Applicant is also proposing an additional clinical study in children younger than 18 months of age (provided that a new route administration is found).
The Applicant should clarify if patients from 18 months of age are eligible for inclusion in the ongoing clinical studies as the key element form (KEF) defines the study population as children from 24 months of age or with sufficient head circumference. If they are not eligible from 18 months, the additional clinical study proposed should cover the age range from birth to 24 months. 
The PDCO noted that most of the issues raised at Day 60 are now resolved. However, there are a few that require further input.
The PDCO agreed with the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG that the newly proposed non-clinical studies are supportable, with the minor remark that blood and cerebrospinal fluid (CSF) sample collection prior dosing should be included in Study 2. The Committee agreed with the proposed timelines. 
The PDCO was still not completely clear with the dilution step used for children from 2 years to less than 3 years of age, in particular whether a change in dilution and/or increase in content concentration will potentially have an impact on efficacy/safety.
The PDCO also noted that the minimum number of patients to be enrolled is not specified in the KEF form. The Applicant should propose and justify a minimum number.
The Committee also noted that since the non-clinical studies are finalised in April 2021, the Applicant could consider initiating the clinical study in children younger than 18 months of age earlier than currently proposed. 
In addition, the PDCO recommended that once the non-clinical studies are completed and before initiating the newly proposed clinical study, the Applicant discusses the final details of such study with the PDCO.
The Committee considered that the justification that a change of 10 points in the Peabody developmental motor scale, second edition (PDMS-2) and Alberta infant motor scale (AIMS) scales is clinically meaningful is not sufficient. The Applicant will need to justify the clinical relevance of the 10 points change in these motor development tests as well as any changes in cognitive/language developmental tests at the time of marketing authorisation application (MAA).
The Committee noted that patients included in the studies have not achieved head control or any other developmental milestone and agreed in principle that this should be stated in the inclusion criteria in the Opinion.
The PDCO also agreed that symptoms or signs of autonomic dysfunction, movement disorders, and quality of life should be evaluated in the planned registry and in the planned study in children less than 18 months of age.  The Applicant should comment.
The Committee considered that the reasons and characteristics of the upper gastro-intestinal haemorrhages are still unclear and that a brief description of the actual events should be provided as well as a discussion of their probable cause, when they did occur and whether they were observed post-gene transfer surgery or whether they were related to medications/other factors. 
Should the Applicant wish to comment on the points in bold, the PDCO will take any additional information into account if submitted no later than the 13 of June 2019. Should the Applicant choose not to respond or to respond late, the Opinion shall be adopted at Day 120 on the basis of the currently available information.
The Applicant should provide their comments via the eSubmission Gateway or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number.

[bookmark: _Toc25841461]2-(3-amino-6-chloroquinolin-2-yl)-propan-2-ol - EMEA-002446-PIP01-18

Aldeyra Therapeutics, Inc.; Ichthyosis associated with Sjögren-Larsson syndrome (SLS) / Treatment of ichthyosis associated with Sjögren-Larsson syndrome (SLS)

Rapporteur: Peter Sisovsky; Peer reviewer: Doina Plesca; EMA Paediatric Coordinator: Rocio Fernandez

Day 90 discussion

Article 7; PIP and Deferral

Other / Endocrinology-Gynaecology-Fertility-Metabolism / Dermatology

Summary of Committee discussion:

The Committee discussed the responses to the request for modification received from the Applicant as well as the input provided by the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG re-discussion after Day 60. Some issues were solved; however there were still several outstanding issues:
• Study 0 to 2: paediatric estimated glomerular filtration rate (eGFR) calculation should be used; sparse PK sampling could be added. The deferral and the subsequent delay of almost 4 years was found not acceptable as once sufficient PK data after part 1 are provided, these patients might be enrolled into the part 2.
• Excipients safety (absorption of polyethylene glycol (PEG), propylene glycol (PG), ethanol): safety was not discussed by the Applicant as requested. PG clearly exceeds the threshold for neonates (50 mg/kg) and no monitoring measures were proposed. This was found not acceptable and the Applicant is reminded of the following document: Propylene glycol used as an excipient - Report published in support of the ‘Questions and answers on propylene glycol used as an excipient in medicinal products for human use’ ( HYPERLINK "https://www.ema.europa.eu/en/documents/report/propylene-glycol-used-excipient-report-published-support-questions-answers-propylene-glycol-used_en.pdf" EMA/CHMP/334655/2013). The safety of ethanol and PEG should be discussed in similar manner. 
• Primary endpoint: scoring for both phenotypes should be explained. Currently, it is not clear whether for each of the phenotypes; a patient can be assigned 0 to 4 points per body part. This would mean that lamellar patient can be given 0 to 4 points per a body part while a patient with both phenotypes 0 to 8 points per a body part. Therefore, if two patients improve comparable, a patient with only lamellar presentation will have lower absolute improvement than a patient with both phenotypes. This might bias the results. One of the possible solutions could be to calculate a relative improvement.
• Sample size (including PK cohorts) - a specific increased sample size should be proposed by the Applicant. Justification of the sample size should be then provided after finalisation of part 1.
• Exclusion criteria: UV therapy should not be allowed.
• One sample t test: Statistical comparison with a vehicle arm should be added.
• Investigator global assessment/ ichthyosis severity score (IGA/ISS) endpoints: IGA included only into the study from 2 years of age on. Both of them should be included into both studies in order to increase robustness.
•Clinical relevance of 1 point improvement in the primary score is still not justified. This improvement was considered too modest. Furthermore, the Committee favoured an improvement measured by percentage (%).
• Sampling time points: should be justified and adjusted after finalisation of part 1 when more PK data are available.
• Safety follow-up: duration should be clarified. Paediatric eGFR calculation should be used.
The PDCO considered that some of the requests for modification had not been satisfactorily addressed and that the above points were major issues that were not solved. In conclusion, a trend towards a negative Opinion is anticipated. This will allow the Applicant to revise their plan in accordance to the recommendations and requests of the PDCO.

[bookmark: _Toc25841464]Manganese, dichloro[(4aS,13aS,17aS,21aS)- 1,2,3,4,4a,5,6,12,13,13a,14,15,16,17,17a,18,19,20,21,21a-eicosahydro-11,7-nitrilo-7H-dibenzo[b,h][1,4,7,10]tetraazacycloheptadecine-κN5,κN13,κN18,κN21,κN22]-] - EMEA-002327-PIP02-19

Galera Theraupeutics Inc; Treatment and prevention of oral mucositis 

Rapporteur: Johannes Taminiau; Peer reviewer: Anette Solli Karlsen; EMA Paediatric Coordinator: Rocio Fernandez

Day 60 discussion

Article 7; PIP and Deferral and Waiver

Dermatology

Summary of Committee discussion:

The PDCO discussed this application on Day 60. The issues raised on Day 30 with the addition of 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/committees/working-parties-other-groups/chmp/modelling-simulation-working-party" MSWP comments will be put forward in a request for modification as outlined below.

[bookmark: _Toc25841467]Tezepelumab - EMEA-002579-PIP01-18

AMGEN LTD; Atopic dermatitis 

Rapporteur: Helena Fonseca; Peer reviewer: Paola Baiardi; EMA Paediatric Coordinator: Chrissi Pallidis

Day 60 discussion

Article 7; PIP and Deferral and Waiver

Dermatology

Summary of Committee discussion:

Based on the Day 30 discussion the following request for modification will be forwarded to the Applicant.
Request for modification:
Based on the assessment of the application, as reflected in the relevant sections of this summary report and according to the discussions held by the PDCO, the PDCO requests modifications by the Applicant, to address the issues described below.
When responding to this request for modification and amending the PIP, the Applicant only needs to address the issues identified below. It is not necessary to address each individual comment identified in this Summary Report, as these do not necessarily reflect the PDCO position agreed on Day 60.
The Paediatric Regulation accommodates a single clock stop period, in order to enable Applicants to modify their plans or to submit supplementary information in response to the request for modification. The PDCO will adopt the final Opinion on the basis of this supplementary information, without an additional clock stop period.
Clinical:
1. PK data will need to be generated for children younger than 5 years
2. The assumptions regarding efficacy which are used to justify the sample size in both studies need to be further substantiated. Phase 2 data in adults with atopic dermatitis (AD) only showed a trend for efficacy so it is not clear where the assumptions of 40% and 50% responder rate are based upon. Odds ratios of 6/close to 6 addressed in the sample size calculation should also be discussed in terms of their reliability and impact on power of the studies. For study 1 in adolescents and adults clarification is needed about the use of a significance level of 0.1.
3. The Applicant states: ‘assuming 50% of the information may be extrapolated from the adult/adolescent study, the sample size of the proposed study may be reduced by 50%’. How is this assumption made that 50% of information may be extrapolated from the adult/adolescent study? How was this figure of 50% reached at? This assumption needs to be justified.
4. The justification on the sample size in both studies seems rather weak at present with assumptions not substantiated by data.
Extrapolation studies:
5. In Study 5 the use of Bayesian approach should be discussed in terms of advantages/ disadvantages and in relation to the robustness of results.
6. It is intention of the Applicant to reassess the extrapolation approach as evidence becomes available. It would be more appropriate to design a robust paediatric development programme now which can be modified in the future if results indicate that the assumptions made are realistic. 
Deferral:
7. The delay of 6 years for the paediatric study from completion of the adult/adolescent study should be justified.

[bookmark: _Toc25841470]Tris(hydroxymethyl)aminomethane trihydrate - PF-05221304-82 - EMEA-002552-PIP01-19

Pfizer Europe MA EEIG; Treatment of non-alcoholic steatohepatitis (NASH) 

Rapporteur: Johannes Taminiau; Peer reviewer: Carine de Beaufort; EMA Paediatric Coordinator: Chrissi Pallidis

Day 60 discussion

Article 7; PIP and Deferral and Waiver

Gastroenterology-Hepatology

Summary of Committee discussion:

Based on the Day 30 discussion, the following request for modification will be forwarded to the Applicant.
Request for modification:
Based on the assessment of the application, as reflected in the relevant sections of this summary report and according to the discussions held by the PDCO, the PDCO requests modifications by the Applicant, to address the following issues.
When responding to this request for modification and amending the PIP, the Applicant only needs to address the issues identified below. It is not necessary to address each individual comment identified in this Summary Report, as these do not necessarily reflect the PDCO position agreed on Day 60.
The Paediatric Regulation accommodates a single clock stop period, in order to enable Applicants to modify their plans or to submit supplementary information in response to the request for modification. The PDCO will adopt the final Opinion on the basis of this supplementary information, without an additional clock stop period.
Waiver:
1. In line with other PIPs for this condition, the waiver age cut-off should be 8 years.
Quality
2. Development of a smaller sized tablet should be part of the PIP. If in the future once data on dosing emerge this is not needed, it can be deleted from the PIP via a modification procedure.
Non-clinical:
3. In the toxicokinetic data from monkeys a change in concentration was seen on D112. Clarification on potential down regulation over time should be provided and whether this was also observed in humans.
Clinical:
PK/PD:
1. In non-clinical studies PF 05221304 showed evidence of weak time-dependent inhibition of CYP3A4/5 with dynamic physiologically based pharmacokinetic (PBPK) modelling predicting an increase in maximum plasma concentration (Cmax [22%]) and area under the plasma concentration-time curve (AUC [51%]) of midazolam (5 mg) when co-administered with PF 05221304 (50 mg once daily [QD]).This effect is enhanced in obese adolescents compared to adults, so this difference has to be taken into account when designing the modelling study and precludes simple modelling on erroneously assumed similarity. 
2. As the impact of a fatty meal in adults on bioavailability seems considerable, this will also need to be evaluated in children and adolescents. 
3. PK/PD taking into account CYP inhibition in obese adolescents should be evaluated.
Clinical studies:
4. The adult phase 3 study which will include adolescents 16-18 years old should be included in the PIP.
5. At present no non-invasive methods are validated to evaluate efficacy and liver biopsy is the gold standard. A histological primary endpoint is required for all patients at week 52; this can be revisited in the future if non-invasive methods are validated and are shown to be robust surrogate endpoints for efficacy in this condition.
Secondary endpoints:
6. Evaluation via magnetic resonance elastography (MR-elastography), shear wave elastography, acoustic radiation force imaging, transient ultrasound elastography) and fibroscan should be considered. 
7. Evaluation of carotid intima-media thickness test (c-IMT), flow-mediated dilatation (FMD), at baseline end at one year should be considered as children with NASH have more severe atherosclerosis.
8. Baseline weight, height and body mass index (BMI), and changes should all be expressed in Z score (adjusted for age /gender), waist circumference, age, Tanner, age onset menses, regularity of periods, birth weight, gestation length, gestational diabetes, maternal weight gain, family history of liver disease, diabetes, heart disease, obesity in parents/siblings should be monitored.
9. When comparing the different age groups, the impact of different parameters such as food intake and cultural background, genetic variation in organic anion transporting polypeptides (OATPs) need to be discussed.  
10. Regarding safety muscle strength, mental performance in children should be monitored, which have been associated with acetyl-CoA carboxylase (ACC) deficiency.

[bookmark: _Toc25841473]Hematopoietic stem cells modified with a lentiviral vector (Chim.hCD18-LV) encoding for the human Beta 2 Integrin/CD18 gene - Orphan - EMEA-002562-PIP01-19

Rocket Pharmaceuticals, Inc.; Severe leukocyte adhesion deficiency type I (LAD-I) 

Rapporteur: Sylvie Benchetrit; Peer reviewer: Sigita Burokiene; EMA Paediatric Coordinator: Andrea Ecker

Day 60 discussion

Article 7; PIP

Immunology-Rheumatology-Transplantation

Summary of Committee discussion:

The PDCO adopted a request for modification in line with the Day 30 discussion and feedback from the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG and  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG.

[bookmark: _Toc25841476]Obinutuzumab - Orphan - EMEA-001207-PIP02-19

Roche Registration GmbH; Systemic lupus erythemathosus 

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

Day 60 discussion

Article 8; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of Committee discussion:

The PDCO noted the replies received from the Applicant. The waiver for the paediatric population was supported with grounds based on lack of significant therapeutic benefit as clinical studies are not feasible.
The PDCO emphasised that at this point in time an uncontrolled study cannot be supported and a comparison with placebo as add on to standard therapy in refractory patients should be proposed. Efficacy will rely strongly on extrapolation from adults, however aspects of adult development to support such extrapolation is poorly described. What variables common to adults and children (biochemical and/or clinical) are to be monitored and correlated should be known and predefined. Even if B-cell depletion were to be strongly correlated to clinical response in adults, the possibility exists that correlation is not strictly the same in adults and children so that some confirmatory data should be obtained in children. The Applicant should discuss these aspects when responding to the RfM.
Regarding the proposed modeling and simulation approach this needs to be refined once adult data are available to confirm the validity of the proposed 15mg dose. The adequacy of a 15mg/body weight adjusted dose covering all the interval from 10 to 70kg need to be verified by exposures that will be observed in adult lupus nephritis (LN) studies and cannot yet be endorsed . The statement that PK of obinutuzumab in LN patients will be driven by the time-independent clearance will need to be verified and the body weights range 10-70kg is very large considering inclusion of patients aged from 2 years to adults mean weight. Furthermore covariates should be tailored on specificities related to LN patients. Based on these consideration the PDCO agreed a detailed RfM.

[1(1R)-1-(2-Chlorophenyl)-2-tetrazol-2-yl)ethyl] carbamate - EMEA-002563-PIP01-19 - WITHDRAWN[footnoteRef:8] [8: ] 


Arvelle Netherlands B.V.; Treatment of focal epilepsy 

Rapporteur: Sylvie Benchetrit; Peer reviewer: Agnes Gyurasics; EMA Paediatric Coordinator: Steve Estevao

Day 60 discussion

Article 7; PIP and Deferral and Waiver

Neurology

Summary of Committee discussion:

The Applicant withdrew the present application.

[bookmark: _Toc25841487]6-(2-hydroxy-2-methylpropoxy)-4-(6-(6-((6-methoxypyridin-3-yl)methyl)-3,6-diazabicyclo[3.1.1]heptan-3-yl)pyridin-3-yl)pyrazolo[1,5-a]pyridine-3-carbonitrile - Orphan - EMEA-002544-PIP01-18

Loxo Oncology, Inc.; Treatment of all conditions included in the category of malignant neoplasms (except haematopoietic and lymphoid tissue neoplasms). / Treatment of paediatric patients from ≥6 months to <18 years of age with RET-altered, locally advanced or metastatic, solid tumours or primary central nervous system (CNS) tumours.

Rapporteur: Pia Annunen; Peer reviewer: Peter Sisovsky; EMA Paediatric Coordinator: Dominik Karres

Day 60 discussion

Article 7; PIP and Deferral and Waiver

Oncology

Summary of Committee discussion:

The PDCO re-discussed this rearranged during transfection (RET) kinase inhibitor in line with the Day 30 discussion. The input from the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG and  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG has been noted and incooperated in a detailed RfM.

[bookmark: _Toc25841490]Belantamab mafodotin - Orphan - EMEA-002468-PIP03-19

GlaxoSmithKline Trading Services; Treatment of mature B-cell neoplasms / Treatment for adult patients with BCMA-expressing mature B-cell neoplasms

Rapporteur: Pia Annunen; Peer reviewer: Herbert Lenicker; EMA Paediatric Coordinator: Giovanni Lesa

Day 60 discussion

Article 7; PIP and Deferral and Waiver

Oncology

Summary of Committee discussion:

The PDCO re-discussed this procedure at Day 60 during the May 2019 plenary.
The PDCO confirmed all the conclusions reached during the Day 30 discussion.
In addition, it discussed about the fact that it is still unknown whether the common corneal adverse events are reversible or not, and there does not appear to be a hypothesis on the biological reasons at the basis of these events. The PDCO requested the Applicant to provide information on the tissues expressing B-cell maturation antigen (BCMA) and on the levels of expression in paediatric patients compared to adults.

[bookmark: _Toc25841493]Carfilzomib - Orphan - EMEA-001806-PIP04-19

Amgen Europe BV; Treatment of acute lymphoblastic leukemia (ALL) / Treatment of pediatric patients aged 1 year or older and young adult patients up to 21 years of age with bone marrow relapse of T-cell ALL treated with at least 1 prior therapy or B-cell ALL treated with at least 2 prior therapies, with or without extramedullary disease

Rapporteur: Ann Marie Tötterman; Peer reviewer: Koenraad Norga; EMA Paediatric Coordinator: Janina Karres

Day 60 discussion

Article 8; PIP and Waiver

Oncology / Haematology-Hemostaseology

Summary of Committee discussion:

During its plenary on 29 May 2019 the PDCO adopted a Request for Modification (RfM) for the proteasome inhibitor (PI) carfilzomib for the treatment of acute lymphoblastic leukaemia, along the lines of the day 30 discussion. 
The PDCO emphasized again the importance for the Applicant to discuss the paediatric development for carfilzomib with cooperative groups (including relevant European groups) on the most suitable study population and study design, considering the changed therapeutic landscape which includes immunotherapy, such as CAR-T or monoclonal antibodies.

[bookmark: _Toc25841496]Atropine sulphate - EMEA-002538-PIP01-18

Sydnexis, Inc.; Treatment of myopia 

Rapporteur: Sylvie Benchetrit; Peer reviewer: Karl-Heinz Huemer; EMA Paediatric Coordinator: Chrissi Pallidis

Day 60 discussion

Article 7; PIP and Waiver

Ophthalmology

Summary of Committee discussion:

The PDCO discussed the procedure on Day 60. Regarding the cut-off for the waiver, the PDCO considered that 3 years is appropriate as progressive myopia can occur from this age. It was also considered that different ethnic groups should be sufficiently represented. The following request for modification will be forwarded to the Applicant. 
Request for modification:
PIP:
1. The Applicant should discuss the population in need of this product, and how this population (inclusion, minimal number) will be specifically investigated in the clinical study.
Quality:
2. The benzalkonium chloride (BAK) deuterated formula is not acceptable and a preservative-free formula should be developed.
3. In the composition, the quantities of each ingredient should be expressed per bottle (5ml) and per ml and in same units. 
4. The target pH of the ophthalmic solution should be stated. 
5. It appears that acceptable potency is noted at 25°C/60%RH (standard ICH storage conditions) for the product formulated with water over the 4 weeks studied period and results are comparable to the deuterated formula. The use of deuterated water should be further justified with long-term stability data and discussed on toxicological grounds. 
6. Refrigerated storage should also be evaluated to limit degradation.  
7. It should be discussed how the 4 weeks stability data is indicative of long-term stability of the finished product and long-term stability should be confirmed.
Clinical:
8. In view of the stability problems with low concentrations of atropine in water-based formulations, it remains unclear whether subjects in the published studies received 0.01% atropine, or whether they were treated with even lower concentrations due to (partial) treatment with a degraded product. Thus, the validity of the external support for the 0.01% formulation is unclear. The Applicant should clarify.
Methodology:
9. As only one pivotal study is proposed, this study must provide compelling evidence of efficacy.
10. The choice of 0.03% should be justified as evidence suggests that 0.02% is the highest concentration that does not produce significant clinical symptoms from accommodation paresis or pupillary dilatation.
Inclusion criteria: 
11. The inclusion criteria seem rather broad and lacking detail. It seems critical to identify a population with sufficient severity and progression rate in order to target this long-term treatment to patients with a real need taking also into account the safety profile.
12. It is recommended that children with a baseline refractive error of at least -0.75D are included and only those in whom there is evidence of progression of at least 0.5D the previous 6 months or 1.0D in the previous year. 
13. Sufficient representation of different ethnic groups including Caucasians, with pre-specified stratification or subgroup analysis should be included.
14. A stratification by age or at least a pre-specified subgroup analysis (6-<12 years and 12 y-<18 y. suggested, to be clarified) should also be performed as younger subjects could have a faster myopic progression.
Primary endpoint: 
15. Clarification whether the proposed instrument can accurately and reproducibly measure myopia in small children should be provided.
16. The mean annual rate of progression of myopia (D/year) based on spherical equivalent (SE) measured by cycloplegic autorefraction should be clearly specified as the primary endpoint in the key binding elements (KBE) of the PIP Opinion.
17. A standard operating procedure for the primary endpoint measurement should be implemented in all clinical sites.
Secondary endpoints and timepoints:
18. At 36 months (before re-randomisation) and 48 months, the endpoints stated for 24 months relative to increase of myopia and annual progression of myopia should be recorded, time to progression axial length. 
Safety and duration: 
19. Regular corneal and dry eye surveillance should be included to monitor tolerance.

[bookmark: _Toc12027726][bookmark: _Toc12027727][bookmark: _Toc12027728][bookmark: _Toc12027729][bookmark: _Toc12027730][bookmark: _Toc12027731][bookmark: _Toc12027732][bookmark: _Toc12027733][bookmark: _Toc12027734][bookmark: _Toc12027735][bookmark: _Toc12027736][bookmark: _Toc12027737][bookmark: _Toc12027738][bookmark: _Toc12027739][bookmark: _Toc12027740][bookmark: _Toc12027741][bookmark: _Toc25841497]Selonsertib - EMEA-001868-PIP04-18

Gilead Sciences International Ltd.; Chronic kidney disease / Treatment of patients with progressive chronic kidney disease (CKD) resulting from congenital anomalies of the kidney and urinary track (CAKUT) aged 3 to less than 18 years

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

Day 60 discussion

Article 7; PIP and Deferral and Waiver

Uro-nephrology

Summary of Committee discussion:

The PDCO confirmed the outcome of the Day 30 discussion and issued a Request for Modifications.

[bookmark: _Toc12027743][bookmark: _Toc12027744][bookmark: _Toc12027745][bookmark: _Toc12027746][bookmark: _Toc12027747][bookmark: _Toc12027748][bookmark: _Toc12027749][bookmark: _Toc12027750][bookmark: _Toc25841500]Remimazolam  (as besylate) - EMEA-001880-PIP02-19

PAION Deutschland GmbH; Sedation during medical procedures / General anaesthesia and post-operative sedation up to 24h, Sedation in the intensive care unit (ICU), Sedation for short procedures

Rapporteur: Fernando Cabanas; Peer reviewer: Stefan Grosek; EMA Paediatric Coordinator: Laura Fregonese

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Anaesthesiology

Summary of Committee discussion:

the PDCO discussed a number of points in relation to quality and the clinical development. A request for modification will be adopted next month

[bookmark: _Toc25841503]Anti-IL-17A/F Nanobody - EMEA-002568-PIP01-19

Bond Avillion 2 Development LP; Psoriasis / Treatment of moderate to severe chronic plaque-type psoriasis who are candidates for systemic therapy

Rapporteur: Hugo Tavares; Peer reviewer: Paola Baiardi; EMA Paediatric Coordinator: Chrissi Pallidis

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Dermatology

Summary of Committee discussion:

The PDCO discussed this procedure on Day 30. This is an anti-IL-17A/F nanobody developed for the treatment of moderate to severe chronic plaque psoriasis. 
The waiver request for children younger than 6 years is supported.
Regarding paediatric clinical development one PK, safety and efficacy study in children is planned.
The proposed study will be a multicentre, double-blind, randomised, placebo-controlled phase III study to evaluate PK, safety, tolerability and efficacy in children from 6 to less than 18 years of age with moderate to severe chronic plaque psoriasis. The study will include a 12-week double-blind period followed by a 2-year open-label extension period. 
In general the design of the clinical study in children and adolescents seems appropriate. The following issues were identified and require further discussion/justification: 
The sample size proposed should be justified.
New biological agents are authorised for the treatment of psoriasis. The Applicant should consider including an active comparator arm.
Primary endpoint for cohort 3: the Applicant should justify the inclusion of investigator’s global assessment (IGA) reduction of at least 2 points from baseline. According to the inclusion criteria patients must have IGA ≥ 3, therefore in order to achieve IGA 0 or 1, all these patients will have a reduction of at least 2 points from baseline. In addition, according to the Guideline on clinical investigation of medicinal products indicated for the treatment of psoriasis ( HYPERLINK "https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-clinical-investigation-medicinal-products-indicated-treatment-psoriasis_en.pdf" CPMP/ EWP/2454/02 corr) a co-primary endpoint of psoriasis area and severity index (PASI) and IGA is recommended.
Further to the request for clarification about primary endpoint it should be discussed how a patient having a reduction of 2 points in the IGA but not achieving a score of 0 or 1 will be classified in terms of responder/non-responder.
It should be clarified how the pre-enrolment BK infection exclusion will be conducted. 
The key binding elements (KBE) regarding patient number cannot be accepted as approximately 8 per cohort for cohorts 1 and 2. The preferred wording should be “a minimum of” as from Applicant’s description further patients might be enrolled in the cohorts pending of the analysis of the results concerning the first patients enrolled.
Tolerability of subcutaneous (SC) administration should be evaluated. 
Secondary end-points should also include assessments of psoriatic arthritis at baseline and follow-up visits. Rescue medication use should be recorded as a secondary endpoint.
Rescue treatment in the first 12 weeks in case of non-response should be discussed. Also a rescue treatment plan for worsening of psoriasis should be provided.
Immune monitoring should be conducted and detailed (e.g. lymphocyte subsets and function, IgG, IgA, IgM levels, cytokine levels, vaccine responses).
Inclusion/exclusion criteria should consider a timeframe (2 weeks?) from the use of topical therapies prior of the initiation of the study drug.
Duration of remission/efficacy after cessation of therapy (during a follow-up of 3 to 6 months) should be assessed. The Applicant should clarify if this endpoint is assessed and how this information is collected considering that the open label treatment is up to 2 years.
A detailed request for modification will be issued next month.

[bookmark: _Toc25841506]Botulinum toxin type A - EMEA-002521-PIP01-18

Allergan Pharmaceuticals International Limited; Muscle-induced wrinkles 

Rapporteur: Sabine Scherer; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Laura Fregonese

Day 30 discussion

Article 7; Waiver

Dermatology

Summary of Committee discussion:

The PDCO was of the view that a waiver for the treatent of wrinkes would be justified, as the condition does not occurr in chilfdren. A positive Opinion will be adopted next month.

[bookmark: _Toc25841509]Hydrogen peroxide - EMEA-001884-PIP03-18

Aclaris Therapeutics Inc.; Treatment of common warts (verrucae vulgaris) / Topical treatment to remove common warts (verrucae vulgaris)

Rapporteur: Helena Fonseca; Peer reviewer: Karl-Heinz Huemer; EMA Paediatric Coordinator: Roberto De Lisa

Day 30 discussion

Article 7; PIP and Waiver

Dermatology

Summary of Committee discussion:

The PDCO discussed at their May 2019 meeting an application for a PIP with a waiver for H2O2 solution for topical use for the treatment of verrucae vulgaris in paediatric patients above 2 years of age.
Whilst the PDCO in principle supported the proposed development plan at the same time stressed that it will not bring any information on whether the proposed product would have more benefit compared to standard of care as the proposed design is with placebo or provide information or provide results supporting better efficacy in the long term. The PDCO stressed that a PIP should be linked to demonstrate a significant unmet therapeutic benefit and might not be required unless a specific claim (e.g. safer, more convenient application, less scarring, better maintained effect) is targeted. 
Therefore, considering that the paediatric patients need in this area are basically already covered, unless a more advanced development plan can be carried out the product can be waived from the requirement of the Paediatric Regulation for all subsets of the paeditric population based on lack of significant benefit as the need are already covered. The Applicant is invited to discuss options, the PDCO being ready to agree a waiver on their own motion at the next June 2019 meeting.

[bookmark: _Toc25841512]Recombinant humanized anti-blood dendritic cell antigen 2 (BDCA2) monoclonal antibody - EMEA-002555-PIP01-19

Biogen Idec Limited; Cutaneous lupus erythematosus 

Rapporteur: Herbert Lenicker; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Gunter Egger

Day 30 discussion

Article 7; Waiver

Dermatology

Summary of Committee discussion:

The Applicant requested a full waiver for all paediatric age groups for this monoclonal antibody (BIIB059) for the treatment of cutaneous lupus erythematosus (CLE) based on lack of significant therapeutic benefit. BIIB059 has the potential to treat active disease and inhibit disease progression in cutaneous lupus erythematosus (CLE), but it may also be effective in systemic manifestations of lupus.
The PDCO tended to agree that due to the very low prevalence of isolated skin lupus manifestations in the absence of systemic disease in the paediatric population BIIB059 was unlikely to provide a significant therapeutic benefit in these patients and that trials may not be feasible.
However, the Committee did not agree with the proposed condition for the waiver request, i.e. the limitation to CLE, and was of the Opinion that a wider condition, such as “treatment of lupus erythematosus” would be more appropriate, given that BIIB059 could also be effective in systemic lupus erythematosus (SLE) according to its mode of action. It was mentioned that the limitation to CLE would be challenging because of possible association and overlap of CLE and SLE. Moreover, it was considered that a narrow waiver condition, i.e. “treatment of CLE”, would not be sufficient to cover the planned indication in adults, which is planned to encompass “patients with CLE and SLE”.
Therefore, the PDCO tended to disagree with the waiver request. A negative Opinion next month is likely. The Committee suggested that the Applicant should discuss the potential benefit of the product in the wider condition of systemic lupus erythematosus and submit accordingly a new PIP/waiver request.

[bookmark: _Toc25841515]68Ga-PSMA-11 - EMEA-002577-PIP01-19

Endocyte, Inc.; Prostate-specific membrane antigen (PSMA)-expressing metastatic prostate cancer 

Rapporteur: Helena Fonseca; Peer reviewer: Sylvie Benchetrit; EMA Paediatric Coordinator: Giovanni Lesa

Day 30 discussion

Article 7; Waiver

Diagnostic / Oncology

Summary of Committee discussion:

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

68Ga-PSMA-11 is a radiolabelled diagnostic agent that binds to the prostate specific membrane antigen (PSMA). This agent is intended to be used with positron emission tomography (PET). 
The PDCO considered that there are malignancies different from prostate cancer that express PSMA and that this product could in principle be used to visualise tumours in a way predicted to be more sensitive than with technetium (99mTc) trofolastat chloride (since PET sensitivity is several orders of magnitude higher than that of single-photon emission computed tomography (SPECT)). However, the PDCO also noted that it appears that current knowledge on the role, location and significance of PSMA expression in cancers different from prostate cancer is not sufficiently advanced to request specific clinical studies at this stage. On the other hand, the PDCO strongly encouraged the Applicant to consider paediatric-specific developments supported by the emerging scientific information on cancers expressing PSMA.

Thus, the PDCO agreed in principle that the waiver could be agreeable and a positive Opinion is expected at Day 60.

[bookmark: _Toc25841518]Human chorionic gonadotrophin - EMEA-002547-PIP01-19

Regulis Consulting Europe Ltd; Infertility / Assisted reproductive technology (ART) program such as in vitro fertilisation, anovulatory or oligo-ovulatory women

Rapporteur: Hugo Tavares; Peer reviewer: Sylvie Benchetrit; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 7; Waiver

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of Committee discussion:

The Applicant requests a full product-specific waiver for the treatment of infertility based on disease not occurring in all males and in females below 12 years of age, and lack of significant benefit in females above 12 years of age.
The product is human chorionic gonadotrophin (hHCG), purified from the urine of women in the first trimester of pregnancy. hCG is not a new active substance and its use in the planned indications is well established, with several hCG preparations (both human-derived and recombinant) already authorised for the treatment of infertility, albeit only in adults. For the product of this PIP the Applicant has confirmed that they do not hold a marketing authorisation under the global marketing authorisation concept.
PDCO noted that infertility would likely not be diagnosed in adolescents and treatment would not be considered before adulthood has been reached. The PDCO thus concluded that the waiver could be accepted; however the Committee considered that in line with precedent the condition should be narrowed to the treatment of female infertility, and the female population should be defined by menarche (i.e. pre-menarchal and post-menarchal) rather than an arbitrary age cut-off. For the post-menarchal adolescent girls the waiver will be based on the grounds that “clinical studies cannot be expected to be of significant therapeutic benefit to or fulfil a therapeutic need of the paediatric population”.
A positive Opinion will likely be adopted at the next meeting.

[bookmark: _Toc25841521]Mifepristone - EMEA-001437-PIP02-19

Laboratorios Litaphar S.L.; Endometriosis 

Rapporteur: Helena Fonseca; Peer reviewer: Carine de Beaufort; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 7; Waiver

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of Committee discussion:

The Applicant proposes a full product-specific waiver for the treatment of endometriosis based on disease not occurring in boys and pre-menarchal girls, and based on lack of significant therapeutic benefit in post-menarchal girls. 
Mifepristone is a synthetic progesterone receptor modulator that is expected to suppress the progestin-dependent secretory phase of the endometrium and thereby to control the symptoms of endometriosis.
Although endometriosis does occur in adolescents, it is rarely diagnosed due to atypical, non-specific clinical presentations and the reluctance to perform laparoscopy in adolescents. For adolescents with suspected endometriosis clinical guidelines thus recommend empirical treatment with suppressive hormonal therapy and nonsteroidal anti-inflammatory drugs (NSAIDs) as an adjuvant agent for the treatment of pelvic pain. In patients refractory to this treatment, laparoscopy is conducted to confirm the diagnosis and PDCO noted that by the time patients need second or third line therapy they are likely to be over 18 years of age.
PDCO thus considered that proposed waiver could be accepted, in line with discussions on previous applications in this therapeutic area.
A positive Opinion will likely be adopted at the next meeting.

[bookmark: _Toc25841524]Norethisterone acetate / estradiol / relugolix - EMEA-002428-PIP02-18

Myovant Sciences Ireland Limited; eEndometriosis / treatment of symptoms associated with endometriosis

Rapporteur: Helena Fonseca; Peer reviewer: Dina Apele-Freimane; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of Committee discussion:

The Applicant proposes a PIP for the treatment of endometriosis and requests a waiver in all boys and pre-menarchal girls based on disease not occurring, and in post-menarchal girls who are < 12 years of age or <2 years past menarche based on lack of safety. The paediatric clinical study is proposed to be deferred. 
The product is a fixed-dose combination (FDC) of relugolix, a gonadotropin-releasing hormone (GnRH) receptor antagonist, with oestradiol and norethisterone acetate (NETA). Relugolix reduces endometriosis symptoms through suppression of oestrogen, while the add-back hormonal therapy is intended to move oestrogen levels into a “therapeutic window” in which endometriosis lesions atrophy but bone loss is minimal. 
While the effect on endometrial tissue would be expected to be similar in adult and adolescent females, effects on bone mineral density are of increased concern in adolescent girls and also young women who have not yet achieved their peak bone mass. To investigate the bone mineral density concern the Applicant proposes a safety study as the sole measure of this PIP. While the study design is overall acceptable, in view of the fact that this treatment is not intended for first line the PDCO voiced concerns regarding the feasibility of the study in a very rare adolescent patient population. 
The Committee also noted that in general it has been their position that by the time patients have a confirmed diagnosis of endometriosis and need second or third line therapy (after failure of combined oral contraceptive + NSAIDs), they are likely to be over 18 years of age. For this reason in all but one case in this therapeutic area a full product-specific waiver has previously been granted. 
For this reason the Committee tends towards adopting a full waiver own their own motion at the next meeting, which would be based on the grounds of lack of significant benefit in post-menarchal adolescents, and disease not occurring in the remaining subsets.

[bookmark: _Toc25841527]Cilofexor - EMEA-002554-PIP01-19[footnoteRef:9] - WITHDRAWN [9: ] 


Gilead Sciences International Ltd.; Treatment of primary sclerosing cholangitis (PSC), (DB96.2)

Rapporteur: Johannes Taminiau; Peer reviewer: Dominique Ploin; EMA Paediatric Coordinator: Chrissi Pallidis

Day 30 discussion

Article 7; PIP and Waiver

Gastroenterology-Hepatology

Summary of Committee discussion:

The PDCO discussed this procedure on Day 30. Cilofexor is a non-steroidal small molecule agonist of the nuclear hormone receptor farnesoid X receptor and is being developed for the treatment of primary sclerosing cholangitis.
The waiver request for children younger than 12 years was not considered acceptable. The Applicant plans to include only patients with large-duct PSC and younger children generally present with small-duct primary sclerosing cholangitis (PSC). No robust arguments have been presented to support the decision to only evaluate patients with large-duct PSC. In fact generally in clinical practice, patients with large and small duct PSC are treated similarly apart from those with autoimmune hepatitis (AIH) overlap who also receive immunosuppression. The waiver cut-off should be 4 years.
Quality:
An age appropriate formulation will be required.
Non-clinicial (NC):
The Applicant should justify the adequacy of the NC package down to 4 years of age.
Clinical development:
The Applicant proposes to enrol 20 adolescent patients in the planned Phase 3 study GS US-428-4194 in adults with PSC. GS-US-428-4194 will be a randomised, double-blind, placebo-controlled study to investigate the safety, tolerability, and efficacy of cilofexor in non-cirrhotic subjects with large-duct PSC. 
The plan to include adolescents into the adult trial is acceptable. Evaluation of patients with large-duct PSC only is however questionable as there is an unmet need for all PSC patients and no evidence has been provided that this medicine would not be effective in small duct PSC.
The Applicant should describe how the FDA comments from October 24 2018 were managed, concerning this Phase 3 study. FDA recommended a hepatic impairment study, enrolment of both cirrhotic and non-cirrhotic PSC patients with endpoints adapted accordingly. For non-cirrhotic patients a co-primary endpoint of fibrosis and clinical events such as strictures, cholangitis, progression to cirrhosis, decompensation, transplant or death was proposed. For cirrhotic patients a multiple primary endpoint was proposed including clinical events such as GI bleeding, diuretic resistant ascites, transplantation, death. These recommendations do not seem to have been taken into account. 
Inclusion of cirrhotic and non-cirrhotic patients should be considered in addition to monitoring of clinical events.
The proposed sample size of 20 adolescents should be justified.
Alkaline phosphatase is heavily impacted by bone growth and bone continuously remodelling according age and is not a reliable prognostic marker. 
Younger children from 4 years of age and children with both large and small duct PSC should be evaluated. A number of children with PSC have overlap syndromes with AIH and IBD. Exclusion of these patients from the clinical study is not acceptable as a considerable number of PSC patients present with PSC+AIC or IBD in clinical practice and there is an unmet need also in this population.
The Applicant is requested to provide the scientific advice outcome from BfArM and DKMA. These outcomes should be provided by 15 June 2019 via the portal.
In conclusion the PDCO agreed that the development strategy is not acceptable, a complete redesign of this PIP is required and the Committee were of the Opinion that it would be too premature to continue with this PIP proposal. Considering the extent of the problems with the current proposal, the PDCO didn’t think it was possible to resolve them all by a request for modification and a negative Opinion is envisaged next month. The Applicant is encouraged to arrange a pre-submission teleconference in order to discuss the proposed development before submission of the next application.

[bookmark: _Toc25841530]Dupilumab - EMEA-001501-PIP04-19

Regeneron Ireland U.C.; Treatment of eosinophilic esophagitis

Rapporteur: Herbert Lenicker; Peer reviewer: Tereza Bazantova; EMA Paediatric Coordinator: Dobromir Penkov

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Gastroenterology-Hepatology

Summary of Committee discussion:

The Applicant proposes a PIP for ‘Treatment of eosinophilic oesophagitis’ in children from 3 years to less than 18 years of age and requests a waiver in children from birth to less than 6 months of age on the grounds of condition not occurring in this age subset and in children from 6 months to less than 3 years of age on the grounds of lack of significant therapeutic benefit.
A deferral is proposed for completion of the efficacy & safety study in children from 3 to less than 12 years of age.
The PDCO considered that the proposed cut-off age for waiver of 3 year is rather arbitrary. A waiver below 2 years of age seems more reasonable and in line with previous PDCO discussions.
The design of clinical trials should be add-on to best standard of care. 
The primary endpoint in the paediatric study should be a co-primary endpoint, including both histology and symptoms assessment. 
Main secondary endpoints should also include clinical outcomes like improvement in eosinophilic esophagitis (EoE) symptoms based on caregiver feedback (age <8 years) or patient (age ≥8 years) questionnaires.
PK parameters to be collected during the clinical efficacy / safety studies R668-EE-1877 and R668-EE-1774 should be included as secondary endpoints. Further secondary endpoints should be evaluated as follows: 
• Change in corticosteroid use
• Quality of life
• Safety and tolerability assessments
A deferral for completion of the efficacy & safety study in children (≥3 and <12 years old) is supported.
The Committee shall adopt a detailed Request for Modification at the next meeting.

[bookmark: _Toc25841533]CD34+enriched cells from patients with Fanconi anemia subtype A (FA-A) transduced ex vivo with lentiviral vector carrying the FANCA gene, PGKFANCA-WPRE - Orphan - EMEA-002578-PIP01-19

Rocket Pharmaceuticals, Inc.; Treatment of Fanconi anemia subtype A 

Rapporteur: Fernando de Andres Trelles; Peer reviewer: Sylvie Benchetrit; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Haematology-Hemostaseology

Summary of Committee discussion:

The Applicant proposes a PIP for a lentiviral gene therapy for the treatment of Fanconi anaemia (FA) Subtype A and requests a waiver below 1 year of age based on lack of safety, because the procedures required for CD34+ haematopoietic cells collection and engraftment would not be considered safe in infants, as well as a waiver above 12 years of age based on lack of efficacy, as due to the underlying disease progression it is no longer possible to generate enough viable cells from older patients. 
The product, “CD34+enriched cells from patients with Fanconi anaemia subtype A transduced ex vivo with lentiviral vector carrying the FANCA gene (PGKFANCA-WPRE)” is an autologous gene therapy intended to cure the haematologic manifestations of Fanconi anaemia, particularly bone marrow failure. Based on observations in FA patients with somatic mosaicism the Applicant expects that this can be achieved without the need for conditioning, which is of significant therapeutic benefit as the conditioning associated with allogeneic haematopoietic stem cell transplantation (to date the only curative treatment) has been shown to further increase an already elevated risk of malignancies. 
Regarding the waiver in infants, PDCO considered that the age cut-off could be acceptable, also in view of the fact that diagnosis and treatment in infancy is unlikely. However, in line with previous PIPs for lentiviral gene therapies the waiver should be based on the lack of significant therapeutic benefit due to infeasibility of studies. Regarding the waiver in adolescents PDCO discussed that, given the disease heterogeneity, a strict but arbitrary age cut-off of 12 years may not be appropriate. Instead, other subsets, defined e.g. by minimum haematological criteria at least, potentially completed by clinical outcomes, could be proposed, for the benefit of the children, to be studied.
Regarding the formulation, some questions were raised by the Committee who will also consult the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG to confirm suitability. In addition input will be sought from the CAT on the minimum efficiency requirements, quality checking, optimization and reproducibility of the procedure.
Regarding non-clinical aspects, no further studies were proposed by the Applicant, which was considered acceptable by the Committee, pending confirmation by the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG. 
Regarding the clinical development, the Applicant already has 2 paediatric protocols ongoing in Spain, FANCOSTEM and FANCOLEN-I, and in this PIP proposes 3 small, uncontrolled studies, namely the Phase 2 FANCOLEN-II study conducted in Europe and a Phase 1/2 study conducted in the US (listed as 2 separate studies in the key binding elements (KBE) form). The studies require some further modifications/clarifications which will be detailed in next month’s Request for Modification. In particular, PDCO discussed that given the disease heterogeneity and potential for spontaneous reversion, a clear definition of the study population and good understanding of the disease progression needed. For the latter the Applicant’s planned natural history studies should be included in the Opinion. In addition, given the very low numbers of patients being studied a full characterisation is needed to draw believable conclusions. The possibility of increasing the numbers, in line with the CHMP protocol assistance, should be considered and the addition of a further confirmatory study in younger patients as suggested by the SAWP should be discussed. Long-term follow-up of 15 years is needed, according to EU and US regulatory requirements.
Finally, despite this being a paediatric-only development a deferral is requested to allow the earlier access by patients through a conditional marketing authorisation (MA) based on surrogate pharmacodynamic (PD) endpoints at 6-12 months in 6 patients. However, PDCO noted that the data proposed for conditional MA would be very preliminary and limited, and that likely further patients and/or longer follow-up wouldpplicant’s proposal for a deferral, but if initial data are convincing the Applicant can apply for a PIP modification to potentially facilitate a conditional submission.

The Committee shall adopt a detailed Request for Modification at the next meeting.

[bookmark: _Toc25841537]Probenecid / sulopenem etzadroxil - EMEA-002602-PIP01-19

Iterum Therapeutics International Limited; Urinary tract infections, abdominal and gastrointestinal infections / uncomplicated urinary tract infections, complicated intra-abdominal infections, complicated urinary tract infections

Rapporteur: Eva Agurell; Peer reviewer: Jana Lass; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 7; PIP and Deferral

Infectious Diseases

Summary of Committee discussion:

The Applicant proposes a PIP for the treatment of urinary tract infections (UTI) and the treatment of abdominal and gastrointestinal infections to cover the planned indications of uncomplicated UTI, complicated UTI and complicated intra-abdominal infections (cIAI). The proposed indications were accepted, although the PDCO suggests amending the wording of the second condition to the ‘treatment of intra-abdominal infections’. No waiver is requested, but except for the initiation of the adolescent study and the M&S and extrapolation studies the PIP is proposed to be fully deferred. 
Sulopenem is an old, broad spectrum carbapenem antibiotic with potent activity against enterobacteriaceae resistant to third generation cephalosporins. The Applicant has submitted 2 PIPs to cover the proposed development, with PIP2478 covering the intravenous (iv) form sulopenem and PIP2602 covering the oral form, which is a fixed-dose combination of the prodrug sulopenem etzadroxil with probenecid, the latter increasing systemic exposure by blocking renal clearance. However the Applicant should clarify by 14 June which indications will be pursued with each of the formulations (intravenous (iv) and oral), the intended posologies and which age groups will be covered.
Regarding the waiver, the Committee noted the contraindication of probenecid in children below 2 years of age due to reasons unknown, and thus discussed whether sulopenem eztadroxil/probenecid should be developed for infants/toddlers. In general it was concluded that oral treatment is not considered necessary at least in neonates, and that adequate non-clinical data will be needed prior to enrolling children below 2 years of age due to a possible safety concern with probenecid and lack of clinical safety data for probenecid in that age group.
Regarding quality, the Applicant considered the iv formulation suitable for all age groups but plans to develop a granule formulation to cover the oral dosing in children below 12 years of age and adolescents who cannot swallow the adult tablets. This was considered acceptable, pending some clarifications. However, it seems that the granules are not used in paediatric PK studies, and hence the Applicant needs to clarify how they will assess the palatability of the granules and the bioequivalence of the tablets, the clinical trial formulation and the granules. If needed a bioequivalence study should be included in the PIP.
Regarding non-clinical, a dose-ranging and a definitive juvenile toxicity study with iv sulopenem and oral sulopenem etzadroxil are already ongoing, but PDCO considered that the latter should nevertheless be included in the PIP for transparency. In addition, feedback from the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG will be sought as to whether the conducted juvenile studies are sufficient or whether additional juvenile studies with the sulopenem etzadroxil/probenecid (or just probenecid) would be required, particularly for any potential use below 2 years of age. 
Regarding clinical, the PDCO noted that for the planned indications extrapolation of efficacy and safety from adults based on similar exposure is considered possible to paediatric age cohorts above the age of 2 years. To support this extrapolation, the Applicant is proposing 3 consecutive (age-staggered) single-dose PK studies, in which sulopenem and sulopenem etzadroxil / probenecid will be given on top of background antibiotic therapy. The Applicant also has planned Phase 3 efficacy trials in paediatric patients as part of the pedaitric study plans (PSP) in agreement with the FDA, but these are not proposed for inclusion in the PIP.  
The proposed PK studies were overall acceptable pending some modifications/clarifications, such as the subject numbers per tested formulation, a justification for the age-staggering and the age definitions in the neonatal/infant study. These will be detailed in next month’s Request for Modification. The Committee also noted that clinical safety data will be required for the oral sulopenem etzadroxil / probenecid formulation below the age of 2 years and a clinical safety study should thus be included in PIP2602 if the oral form is developed below 2 years of age.

The Applicant has also proposed a modelling & simulation study to predict the paediatric doses to be tested and to analyse the PK data collected in the paediatric study. This was endorsed, pending  HYPERLINK "https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/modelling-simulation-working-party" MSWP review. The PDCO also agreed with the inclusion of an extrapolation study in the PIP. 

Finally, in view of uncertainties regarding the adult dose, as expressed in the CHMP Scientific Advice, and the availability of alternative antibiotics the requested deferral was accepted. 

The Committee shall adopt a detailed Request for Modification at the next meeting.

[bookmark: _Toc25841543]Sulopenem - EMEA-002478-PIP01-18

Iterum Therapeutics International Limited; Urinary tract infections, abdominal and gastrointestinal infections / uncomplicated urinary tract infections, complicated intra-abdominal infections, complicated urinary tract infections

Rapporteur: Eva Agurell; Peer reviewer: Jana Lass; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 7; PIP and Deferral

Infectious Diseases

Summary of Committee discussion:

The Applicant proposes a PIP for the treatment of urinary tract infections (UTI) and the treatment of abdominal and gastrointestinal infections to cover the planned indications of uncomplicated UTI, complicated UTI and complicated intra-abdominal infections (cIAI). The proposed indications were accepted, although the PDCO suggests amending the wording of the second condition to the ‘treatment of intra-abdominal infections’. No waiver is requested, but except for the initiation of the adolescent study and the modelling and simulation (M&S) and extrapolation studies the PIP is proposed to be fully deferred. 
Sulopenem is an old, broad spectrum carbapenem antibiotic with potent activity against enterobacteriaceae resistant to third generation cephalosporins. The Applicant has submitted 2 PIPs to cover the proposed development, with PIP2478 covering the intravenous (iv) form sulopenem and PIP2602 covering the oral form, which is a fixed-dose combination of the prodrug sulopenem etzadroxil with probenecid, the latter increasing systemic exposure by blocking renal clearance. However the Applicant should clarify by 14 June which indications will be pursued with each of the formulations (iv and oral), the intended posologies and which age groups will be covered.
Regarding the waiver, the Committee noted the contraindication of probenecid in children below 2 years of age due to reasons unknown, and thus discussed whether sulopenem eztadroxil/probenecid should be developed for infants/toddlers. In general it was concluded that oral treatment is not considered necessary at least in neonates, and that adequate non-clinical data will be needed prior to enrolling children below 2 years of age due to a possible safety concern with probenecid and lack of clinical safety data for probenecid in that age group.
Regarding quality, the Applicant considered the iv formulation suitable for all age groups but plans to develop a granule formulation to cover the oral dosing in children below 12 years of age and adolescents who cannot swallow the adult tablets. This was considered acceptable, pending some clarifications. However, it seems that the granules are not used in paediatric PK studies, and hence the Applicant needs to clarify how they will assess the palatability of the granules and the bioequivalence of the tablets, the clinical trial formulation and the granules. If needed a bioequivalence study should be included in the PIP.
Regarding non-clinical, a dose-ranging and a definitive juvenile toxicity study with iv sulopenem and oral sulopenem etzadroxil are already ongoing, but PDCO considered that the latter should nevertheless be included in the PIP for transparency. In addition, feedback from the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG will be sought as to whether the conducted juvenile studies are sufficient or whether additional juvenile studies with the sulopenem etzadroxil/probenecid (or just probenecid) would be required, particularly for any potential use below 2 years of age. 
Regarding clinical, the PDCO noted that for the planned indications extrapolation of efficacy and safety from adults based on similar exposure is considered possible to paediatric age cohorts above the age of 2 years. To support this extrapolation, the Applicant is proposing 3 consecutive (age-staggered) single-dose PK studies, in which sulopenem and sulopenem etzadroxil / probenecid will be given on top of background antibiotic therapy. The Applicant also has planned Phase 3 efficacy trials in paediatric patients as part of the pediatric study plans (PSP) in agreement with the FDA, but these are not proposed for inclusion in the PIP.  
The proposed PK studies were overall acceptable pending some modifications/clarifications, such as the subject numbers per tested formulation, a justification for the age-staggering and the age definitions in the neonatal/infant study. These will be detailed in next month’s Request for Modification. The Committee also noted that clinical safety data will be required for the oral sulopenem etzadroxil / probenecid formulation below the age of 2 years and a clinical safety study should thus be included in PIP2602 if the oral form is developed below 2 years of age.

The Applicant has also proposed a modelling & simulation study to predict the paediatric doses to be tested and to analyse the PK data collected in the paediatric study. This was endorsed, pending  HYPERLINK "https://www.ema.europa.eu/en/committees/working-parties-other-groups/chmp/modelling-simulation-working-party" MSWP review. The PDCO also agreed with the inclusion of an extrapolation study in the PIP. 

Finally, in view of uncertainties regarding the adult dose, as expressed in the CHMP Scientific Advice, and the availability of alternative antibiotics the requested deferral was accepted. 

The Committee shall adopt a detailed Request for Modification at the next meeting.

[bookmark: _Toc25841544]Istradefylline - EMEA-002540-PIP01-18

Kyowa Kirin Limited; Parkinson's disease 

Rapporteur: Herbert Lenicker; Peer reviewer: Carine de Beaufort; EMA Paediatric Coordinator: Irmgard Eichler

Day 30 discussion

Article 7; Waiver

Neurology

Summary of Committee discussion:

The PDCO discussed the Applicant’s request for a full waiver for conducting studies istradefylline in the paediatric population.
Istradefylline is intended as an adjunctive treatment with levodopa/carbidopa in the treatment of adult patients with Parkinson’s diseases (PD) experiencing “OFF” episodes. On-off fluctuations are a complication of patients receiving levodopa treatment.
The Committee endorses the Applicant’s justifications that juvenile parkinsonism (JP) encompasses a heterogeneous group of clinical phenotypes and diverse conditions and most causes of JP are secondary to the underlying condition of which several are not responsive to levodopa. Since these paediatric patients would not receive levodopa, they would not experience motor complications. Therefore, patients with levodopa non-responsive forms of JP could not be included in any trial to study the effect of levodopa-adjunctive istradefylline on motor fluctuations. Due to the low prevalence of JP even fewer paediatric patients would actually be eligible for a study with istradefylline. Thus, the pool of patients who would be eligible for a study with istradefylline and who would also be within the paediatric age range would be too low to conduct any study in paediatric patients. 
Furthermore, istradefylline has not demonstrated efficacy as monotherapy in adults with PD and would not be expected to offer benefit as monotherapy for children with parkinsonian symptoms.
Thus, the Applicant’s request for a full product specific waiver on the grounds that clinical studies with the specific medicinal product cannot be expected to be of significant therapeutic benefit to or fulfil a therapeutic need is supported.
The PDCO will adopt an Opinion accordingly at next month meeting.

[bookmark: _Toc25841547]BLU-667 - EMEA-002575-PIP01-19

Blueprint Medicines (Netherlands) B.V.; Treatment of lung carcinoma (small cell and non-small cell carcinoma)

Rapporteur: Marek Migdal; Peer reviewer: Jorrit Gerritsen; 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 May 2019 plenary.

This product is an oral, selective inhibitor of the rearranged during transfection (RET) receptor tyrosine kinase (RTK).
The Applicant is requesting a product-specific waiver for the treatment of lung carcinoma (small cell and non-small cell carcinoma). However, several paediatric tumours for which there is therapeutic need are expected to benefit from this product. This product could in principle offer a better tolerable treatment option for cancers with RET mutations/fusions because of its higher specificity for RET compared to other multi-kinase inhibitors (MKIs) and is therefore expected to result in reduced off target toxicities.

Taking the above into account, the PDCO discussed that this product could have a PIP with a broad condition covering both the condition applied for as well as the paediatric cancers that could benefit from this product. The Applicant should comment on this point. 
In addition, the Applicant should clarify her plans for development of this product in indications relevant to the paediatric population. 

Should the Applicant wish to comment on the points in bold, the PDCO will take any additional information into account if submitted no later than the 13 of June 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.

The Applicant should provide their comments via the eSubmission Gateway or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number.

[bookmark: _Toc25841550]EGFR-cMET bispecific antibody - EMEA-002573-PIP01-19

Janssen-Cilag International N.V.; Treatment of lung carcinoma (small cell and non-small cell carcinoma) 

Rapporteur: Marek Migdal; Peer reviewer: Jorrit Gerritsen; EMA Paediatric Coordinator: Dominik Karres

Day 30 discussion

Article 7; Waiver

Oncology

Summary of Committee discussion:

The PDCO discussed this request for a product specific waiver in line with the assessors’ comments. The PDCO noted that this Art 7 submission is for an EGFR-cMET bispecific antibody, for a proposed condition of ‘Treatment of lung carcinoma’. The PDCO considered the proposed condition agreeable and in line with previous PDCO Opinions. Overall, the PDCO agreed that the incidence of lung cancer in children is too low to warrant formal investigation in the context of a PIP. The Committee also noted that the past paediatric experience targeting either epidermal growth factor receptor (EGFR) or tyrosine-protein kinase MET (cMET), pre-clinically and in early clinical trials in a variety of solid tumours, embedded into relevant combination treatments, has not been promising. The PDCO agreed that based on existing scientific knowledge, any discussions on a potential paediatric development for JNJ-61186372, the bispecific target, can be considered premature at current stage.
A waiver for a narrow condition of ‘treatment of lung carcinoma’ on the ground that the disease does not occur in children could therefore be agreed. A trend for a positive Opinion was expressed.

[bookmark: _Toc25841553]MOR00208 - Orphan - EMEA-002499-PIP02-19

MorphoSys AG; Diffuse large B-cell lymphoma 

Rapporteur: Koenraad Norga; Peer reviewer: Sigita Burokiene; EMA Paediatric Coordinator: Dominik Karres

Day 30 discussion

Article 7; Waiver

Oncology

Summary of Committee discussion:

The PDCO discussed this submission in line with the assessors’ comments. The PDCO noted the request for a product specific waiver for MOR00208, a humanised, monoclonal antibody targeting CD19, developed under the proposed condition of ‘diffuse large B-cell lymphoma’. The PDCO considered the condition acceptable for this application, which is in line with the orphan designation. 
The current adult development using a combination with lenalidomide, for which PDCO granted a waiver based on safety, was noted.
The PDCO appreciated also the well-known challenges concerning paediatric drug development in the condition of diffuse large B cell lymphoma (DLBCL), as discussed during the 2nd Strategy Forum covering this topic.  
As regards the justifications provided for the proposed waiver request, the Committee had the following concerns which have not been adequately addressed, principally jeopardising the acceptability to agreeing a waiver: 
- It remained unclear to which extends further combinational development of MOR00208 with other combinational partners (such as backbone chemotherapy) might be of more relevance to paediatrics within the proposed condition.
- In this respect the PDCO noted the ongoing adult trial comparing MOR00208 against Rituximab, which poses the question why the hypothesis that MOR00208 could take the place of rituximab in frontline therapy of paediatric B-NHL is not valid here, being potentially a development strategy to be part of a PIP. 
- Finally, the PDCO discussed the possibility of MOR00208 offering effective salvage after rituximab therapy; again offering to be a potential paediatric target population. 
Overall, the PDCO expressed a trend for a negative Opinion, since the PDCO, based on the submitted evidence, considered the product offering potential significant therapeutic benefit for paediatric patients with DLBCL. 
The Applicant is reminded of the right to request an oral explanation meeting at Day 60.

[bookmark: _Toc25841556]Pracinostat - Orphan - EMEA-002567-PIP01-19

Helsinn Birex Pharmaceuticals limited; Acute myeloid leukemia / ICD10 code C92.0

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 application in line with assessors’ comments, an HDAC inhibitor, developed in combination with azacitidine (AZA) for adult patients with newly diagnosed acute myeloid leukemia (AML), but unfit for intensive chemotherapy, so essentially targeting the elderly population. The proposed condition of ‘Treatment of AML’ was supported. In this respect, the Committee noted ongoing paediatric trials evaluating histone deacetylase (HDAC) inhibitors in combination with hypomethylating agents in children with AML. 
The PDCO discussed the request for a deferral for initiation in 2023 and 2025 for the quality and clinical development respectively. This was argued based on the fact that the Applicant wishes to wait for the results of the adult pivotal trial before embarking onto the paediatric development. Given a remaining uncertainty to whether this combination is able to address an unmet medical need and can be of significant therapeutic benefit in children with AML, the PDCO took a favourable position and in view of the uncertainty on the potential clinically meaningful benefit in adults and considered this a reasonable compromise. However, whilst it is understood that it would be desirable to have an AZA age appropriate formulation, this is in principle not a justification to delay development of pracinostat. 
The Committee took note of the waiver requested for patients less than 6 months of age, based on the ground that the disease does not exist. But PDCO noted that AML exists from births. The most reasonable waiver ground, should a front line rational not be scientifically justified, was considered to be lack of significant therapeutic benefit. 
The PDCO noted that the Applicant is considering two development options for an age appropriate formulation based on a quality target product profile , ie possibility of using the granulates from the hard shell capsule and the possibility of developing an oral liquid formulation. The PDCO however emphasised that the Applicant should focus the development of one age appropriate formulation. No reference is made on the formulation of AZA to be used. Input from  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG was requested.  
The PDCO noted that no dedicated juvenile animal study has been conducted as yet and none is proposed. This might be acceptable in view of the currently proposed target population and in light of the existing clinical knowledge; however the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/non-clinical-working-group" NcWG was invited to comment on the acceptability of this, also in a situation when cure is the goal. 
As regards the clinical development, PDCO discussed the proposed development plan, which comprises of one open label, single arm, two part trial (Part 1 dose finding; part 2 dose expansion). Overall, while, as a first-in-child study the proposed study concept may be acceptable, proof of anti-tumour effect is not usually sufficient for a marketing authorisation (MA). This will need to be addressed by the Applicant. The PDCO lacked a development strategy which aims to identify a target population based on a clear biologically driven hypothesis embedded into current treatment protocols. The Committee noted that based on the synergistic mechanism of actions of the combination, there appears to be a rational to place this combination upfront to conventional re-induction chemotherapy (at least for the non-Down syndrome population). As part of the request for modification the Committee considered it important for the Applicant to discuss the best placing of this combination with the relevant cooperative groups, taking into consideration the mechanism of action and current ongoing epigenetic research with combinational use involving HDAC inhibitors in paediatric AML. As regards the inclusion of patients with Down syndrome (DS), the PDCO considered it important to reflect on the risk for cardiotaoxicity which has to be balanced against an unmet medical need for novel agents in patients with DS.

[bookmark: _Toc25841559]Ciclosporin - EMEA-002491-PIP02-19

Sun Pharmaceutical Industries Europe BV; Treatment of dry eye disease 

Rapporteur: Sabine Scherer; Peer reviewer: Petra Dominikova; EMA Paediatric Coordinator: Steve Estevao

Day 30 discussion

Article 7; Waiver

Ophthalmology

Summary of Committee discussion:

The PDCO discussed the product-specific waiver request on 29 May 2019.

The Applicant requested a product-specific waiver in all subsets of the paediatric population for the treatment of dry eye disease for ciclosporin on the grounds of disease/condition not occurring. The PDCO acknowledged the product-specific waiver on the grounds that the medicinal product does not represent a significant therapeutic benefit as clinical studies are not feasible instead of disease/condition not occurring.

The Committee tends to agree with the Applicant’s request, therefore a trend towards a positive Opinion is anticipated for Day 60.

[bookmark: _Toc25841562]Anti-neonatal Fc receptor human monoclonal antibody - EMEA-002559-PIP01-19

Momenta Pharmaceuticals, Inc.; Haemolytic disease of the foetus and newborn (HDFN) 

Rapporteur: Sylvie Benchetrit; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 7; Waiver

Other

Summary of Committee discussion:

The Applicant requests a full product-specific waiver for the prevention of haemolytic disease of the foetus and newborn (HDFN) based on the grounds of disease not occurring. 
HDFN is caused by maternal alloimmunisation occurring through exposure to antigen-positive blood during normal pregnancy and delivery, with greater severity and earlier onset of HDFN in each subsequent pregnancy with an antigen-positive foetus. Thus, HDFN is very unlikely in first pregnancies, and the early-onset severe form only occurs from the third pregnancy onwards, which are very rare in the EU adolescent population.
The product is a human, high affinity, effectorless monoclonal IgG1 antibody targeting the neonatal Fc receptor (FcRn). Binding of the FcRn blocks binding of native IgG, and is thus expected to reduce the transport of pathogenic maternal IgG alloantibodies across the placenta, as well as the FcRn-mediated IgG recycling thereby reducing the maternal IgG serum concentration.
No drug or disease specific differences seem to be foreseen in the paediatric subset. 
As HDFN is a disease associated with repeated pregnancies, PDCO agreed with the waiver in all males and in pre-menarchal females based on the grounds of disease not occurring. However, for post-menarchal females PDCO considered that the grounds of lack of significant benefit (clinical studies with the specific medicinal product cannot be expected to be of significant therapeutic benefit or to fulfil a therapeutic need of the specified paediatric subsets) would be more suitable.
PDCO also discussed the appropriate wording of the condition and concluded the Applicant’s proposal can be accepted.
However, in case the orphan designation application has been submitted PDCO will seek alignment with the COMP if timelines allow.
A positive Opinion will likely be adopted at the next meeting.

[bookmark: _Toc25841565]Budesonide - Orphan - EMEA-002500-PIP01-18

Calliditas Therapeutics AB; Primary IgA nephropathy 

Rapporteur: Dimitar Roussinov; Peer reviewer: Herbert Lenicker; EMA Paediatric Coordinator: Emilie Desfontaine

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Uro-nephrology

Summary of Committee discussion:

This application concerns budesonide modified-release capsule for oral use (Nefecon), for the treatment of primary IgA nephropathy. The Applicant proposes a waiver below 12 years of age (on grounds of disease not occurring for the paediatric subset below 2 years and on grounds of likely to be ineffective or unsafe from 2 to less than 12 years) and a PIP with a deferral in adolescents. 
The proposed condition was in principle supported, although it was noted that the product might be effective also in Henoch–Schönlein purpura and nephritis. The positioning of the drug, either first or second line, was not clear.
The PDCO agreed that the medicinal product might fulfil some therapeutic need in the treatment of IgA glomerulonephritis in children by expected lower systemic effects than other glucocorticoids and thus a better safety profile. Additionally, there might be an improved efficacy due to the more targeted effect.
A waiver below 12 years was not fully supported, as some data show similar physiology of the gastro-intestinal tract between adults and children from 8 years of age, which might be a more acceptable cut-off age for a waiver. Some severe cases of the disease leading to end-Stage Renal Disease (ESRD) are reported in children between 8 and 12 years of age. For children below 8 years, a waiver on the grounds of likely lack of safety or efficacy seemed acceptable. 
The size of the capsule might raise concerns in children. The PDCO Formulation Working Group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG) should review this application by Day 60.
Concerning the non-clinical development, the available non-clinical data and the extensive clinical experience (including in children) for this active substance seem sufficient to support clinical development from 8 years of age. The Applicant should however confirm that they have covered the targeted clinical exposure with this new formulation within their non-clinical package. In other words, should the use of the modified-release formulation also have an impact on the systemic exposure, the Applicant should discuss whether this could lead to additional safety concerns and/or may warrant additional safety monitoring.
Concerning the clinical development:
- Extrapolation of some efficacy data from adult patients seemed acceptable considering the similar pathophysiology of the disease between adult and children. An explicit extrapolation measure would be needed.
- The rationale for halving the dose in adolescents should be further explained by the Applicant.
- The need for PK data, a potentially larger sample size and the deferral request will need to be further discussed at Day 60, when the PDCO will adopt a Request for Modification.

[bookmark: _Toc25841568]Discussions on Compliance Check

No items

[bookmark: _Toc25841569]Discussions on Modification of an Agreed Paediatric Investigation Plan

[bookmark: _Toc25841570]Apixaban - EMEA-000183-PIP01-08-M07

Bristol-Myers Squibb / Pfizer EEIG; Prevention of arterial thromboembolism, Prevention of venous thromboembolism / Prevention of TE in paediatric patients with cardiac disease., Prevention of venous thromboembolism (VTE) in paediatric subjects with a newly diagnosed acute lymphoblastic leukemia (ALL) or lymphoma (T or B cell), a functioning central venous access device (CVAD) and receiving asparaginase during chemotherapy induction.

Rapporteur: Sylvie Benchetrit; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Rocio Fernandez

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Cardiovascular Diseases

Summary of Committee discussion:

In this seventh modification of PIP01 for prevention of venous thromboembolism and prevention of arterial thromboembolism the Applicant is requesting a waiver for neonates (<28 days) in the context of a cardiac or cancer disease for study 4 (paediatric PK study), study 6 (chronic use safety study) and study 7 (Pop PK study).
The PDCO acknowledged the Applicant's justification that there is an uncertain unmet need for oral anticoagulants in the prevention of thrombosis in neonates which has led to a strong reluctance to enrol neonates without a prior thrombotic event. However, the Committee highlighted the fact that the requested waiver may affect the data available for PIP 02 (treatment of venous thromboembolism) in the age group < 28 days. In particular, it was considered that PK single-dose and population-PK modelling will be needed before initiating the multiple-dose study and it should be included in the PIP Opinion. This should be clarified by the Applicant. 
It was pointed out by the Committee that there was an unmet need for an oral anticoagulant therapy for treatment of venous thromboembolic events (VTE) outside the hospital setting, in particular for catheter-related (CVC) thrombotic events (TE).
Therefore, it was considered that the Applicant should clarify if the overall strategy and development for PIP02 is maintained. Also, updated timelines for the formulation development and the clinical studies should be provided detailing the recruitment status and already available data for the infant and neonatal subset. 
The Applicant is invited to comment on the above listed issues, if they wish to do so. The PDCO will take any new information into account when adopting their Opinion, if submitted at least two weeks before the next PDCO plenary meeting, i.e. by 11 June 2019 at the latest. 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.

[bookmark: _Toc25841573]Fluciclovine (18F) - Orphan - EMEA-001644-PIP02-14-M01

Blue Earth Diagnostics Ireland Ltd; Diagnosis of amino acid metabolism in solid malignant tumours / diagnosis of primary and recurrent brain tumours

Rapporteur: Helena Fonseca; Peer reviewer: Herbert Lenicker; EMA Paediatric Coordinator: Dobromir Penkov

Day 30 discussion

Article 8; PIP and Deferral

Diagnostic / Oncology

Summary of Committee discussion:

The Applicant is requesting to delay the completion dates of all studies in the PIP; to amend the study objectives, target population, number of study participants, primary & secondary endpoints and statistical plan of Study 2; to modify the study population and number of study participants in Study 3.
Most of the requested modifications are considered acceptable.
The proposed decrease in the number of patients in Part A of Study 2 depends on provision of the expert advice (InviCRO, LLC, MA, USA) supporting this request. The Applicant could submit the above mentioned advice via eSubmission Gateway and/or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number no later than 14 June 2019.
A positive Opinion is expected at Day 60.

[bookmark: _Toc25841576]Saxagliptin - EMEA-000200-PIP01-08-M08

AstraZeneca AB; E11 Type 2 Diabetes / Treatment of Type 2 Diabetes

Rapporteur: Carine de Beaufort; Peer reviewer: Eleni Katsomiti; EMA Paediatric Coordinator: Janina Karres

Day 30 discussion

Article 8; PIP and Deferral

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of Committee discussion:

Extension of completion date for PIP Study 1, CV181375 and extension for PIP completion timeline 
A delay in study completion timelines by 1 year is requested. A further 8 months in PIP completion is requested.
It is understood that the newly proposed PIP Study 1 and overall PIP completion date does not consider the 104 week safety assessment.
Only the 52 week data will define the PIP completion. It is further understood that the delay in timelines pertains to recruitment difficulties in PIP study 1 (CV181375, D1680C00019) and time required for the clinical study report (CSR) preparation. 
The PDCO emphasizes that the PIP completion is defined as the last visit of the last patient (LPLV) of the last clinical study. Different dates for LPLV of the last clinical study and PIP completion are not possible. 
Therefore, a timeline extension by 1 year for PIP study 1 (CV181375, D1680C00019) is deemed acceptable, i.e. December 2021. However, this date will also define the PIP completion. CSR preparation time is never part of the PIP timeline. This should promote an earliest possible regulatory submission of the paediatric data.
Inclusion of a monotherapy substudy into PIP Study 1, CV181375 
In order to comply with FDA requirements under BPCA[footnoteRef:10] (Written Request, voluntary, possibly leading to reward), AstraZeneca proposed inclusion of a monotherapy arm (design: randomized withdrawal of background medication) into PIP Study 1, CV181375 (26-week randomised, placebo-controlled, double-blind, parallel group study with a 26-week placebo-controlled safety extension period to evaluate the efficacy and safety of saxagliptin 2.5 and 5 mg in paediatric subjects with type 2 diabetes mellitus (T2DM) who are on diet and exercise with metformin, insulin, or metformin plus insulin).  
The PDCO does not support inclusion of a monotherapy substudy into PIP Study 1, CV181375. In the EU, the prospect of unrestricted monotherapy use in children does not exist at present. In the EU, saxagliptin is authorized in adults, but only with a restricted monotherapy indication (in case of intolorance to metformin or where metformin is contraindicated). The PDCO acknowledged that this is a fundamental difference as compared to the US where saxagliptin is indicated in adults with type 2 diabetes mellitus as unrestricted monotherapy as well as in combination with other glucose lowering agents. 
The PDCO also questioned the 5mg as optimal dose for the monotherapy substudy. Two monotherapy studies in adults showed that there was no difference in response between the 5 mg and 2.5 mg dose. Furthermore, the magnitude of the difference in HbA1c[footnoteRef:11] reduction in the saxagliptin vs the placebo arm was questionable. Only saxagliptin 10 mg dose in study CV181011 reached delta of -0.7%. 
Furthermore, the PDCO raised concerns over the further increased complexity of study CV181375 and the risk of obtaining inconclusive results. This study is already complex in its design with 2 randomization steps. The additional monotherapy substudy will increase complexity with additional possible randomizations at week 32 and 40, in treatment and placebo arm. This in turn may compromise robustness or conclusiveness of the overall study results due to patient non-compliance and drop-outs (not to forget that this is a very difficult study population in terms of compliance).
In conclusion, the PDCO supports the requested delay in completion timeline but not the inclusion of a monotherapy substudy into PIP Study 1, CV181375. However, in the interest of a global paediatric development of saxagliptin, the PDCO agrees that the PIP Opinion Key Elements should not jeopardize compliance, even if the monotherapy substudy were to be conducted, but not reflected in the PIP Opinion as a mandatory requirement.
Next steps:
The PDCO is likely to adopt a positive Opinion during its forthcoming plenary on 28 June 2019, in line with the above conclusions. [10:  HYPERLINK "https://www.fda.gov/science-research/pediatrics/best-pharmaceuticals-children-act-and-pediatric-research-equity-act" ]  [11: ] 


[bookmark: _Toc25841579]Belatacept - EMEA-000157-PIP01-07-M04

Bristol-Myers Squibb Pharma EEIG; Prevention of rejection of transplanted kidney / NULOJIX, iIn combination with corticosteroids and a mycophenolic acid (MPA), is indicated for prophylaxis of graft rejection in paediatric patients at least 12 years of age and with a stable renal transplant for at least 6 months, who convert to a CNI-free maintenance immunosuppressive regimen.

Rapporteur: Jorrit Gerritsen; Peer reviewer: Sylvie Benchetrit; EMA Paediatric Coordinator: Franca Ligas

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of Committee discussion:

The PDCO discussed the modification request on 27 May 2019.
The proposed modification consists of postponing the initiation of Study 7 (Multi-center, randomized conversion study to evaluate the safety, efficacy and pharmacokinetics of belatacept administered to adolescents aged 12 to less than 18 years with a stable renal transplant). This was requested since the results of the 12-months interim analysis and the cumulative data available up to 24-months of the adult belatacept IM103116 study were not enough conclusive and lead to concern about the cardiac events in the belatacept treatment group, while 3 other deaths were reported in the calcineurin inhibitor (CNI)-arm, even if glomerular filtration rate appeared higher in the belatacept group. Therefore, the results and analysis of a benefit/risk of the 24 months data in this study seemed to be necessary before it can be decided whether studies in the adolescents are justified. 
The PDCO tended to agree to the proposed modification. However, it was considered that the Applicant’s justification was not sufficient. More detailed data and the assessment of the independent data monitoring committee (DMC) on the available 12-month and subsequent results, as available, were considered necessary before concluding on the acceptability of the proposed modifcation. 
In summary, 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 11 May 2019. 
1) Minutes of the assessment from the data monitoring committee (DMC) on the interim 12 months data and subsequent data (if available); 
2) regarding the safety issues, at 12-months, details need to be presented on the 3 deaths observed in the belatacept group, all cardiac related (sudden cardiac death, sudden death, cardiac arrest) and on the cumulative data available (during year 2, to Month 24) with observed serious adverse events (SAEs), mainly in the CNI arm, with 3 additional deaths and 3 functional graft losses, and one case of post-transplant lymphoproliferative disorder in the belatacept group including  monitoring measures foreseen to prevent these events. 
Pending the clarifications above are considered satisfactory, a trend towards a positive Opinion is anticipated at next meeting.

[bookmark: _Toc25841582]Ixekizumab - EMEA-001050-PIP02-18-M01

Eli Lilly Nederland B.V.; Treatment of chronic idiopathic arthritis (including rheumatoid arthritis, psoriatic arthritis, ankylosing spondylarthritis and juvenile idiopathic arthritis) / Children with juvenile idiopathic arthritis subtypes of enthesitis-related arthritis (including JoAS) and juvenile psoriatic arthritis.

Rapporteur: Johannes Taminiau; Peer reviewer: Agnes Gyurasics; EMA Paediatric Coordinator: Roberto De Lisa

Day 30 discussion

Article 8; PIP and Waiver

Immunology-Rheumatology-Transplantation

Summary of Committee discussion:

The PDCO discussed the modification request at their May 2019 meeting. The main changes proposed consist in replacing with an open-label Bayesian approach the current, placebo-controlled design study included in the PIP as Study 4. The PDCO highlighted few points that need to be further refined.
- The Applicant should clarify their intention as to the target population of the PIP with regards to future indication and the impact of the current modification on those. The current indication of the PIP is: ‘Treatment of juvenile idiopathic arthritis (JIA), (including polyarticular arthritis, extended oligoarticular arthritis, systemic juvenile idiopathic arthritis (sJIA) without active systemic features, and enthesitis-related arthritis (ERA) including juvenile onset ankylosing spondylitis (JoAS) and juvenile psoriatic arthritis (JPsA)) in paediatric patients from the age of 2 years.Treatment of sJIA with active systemic features in paediatric patients from the age of 1 year’.
- The choice of the comparator should be further justified, in particular the Applicant shall explain the reasons why a tumor necrosis factor inhibitor (TNF) drug is used and not an interleukine (IL) one like tocilizumab (IL 6 and licensed in JIA).
- While the need for a change in design was acknowledged by the PDCO, the members emphasised that the revised study methodology should be particularly rigorous in order to produce results that are clinically meaningful. Therefore the proposed numbers are considered insufficient and should be expanded to at least 120 patients in total unless scientific justification is provided.
- The PDCO stressed that the groups to be compared should be homogeneous, therefore only the two naïve patients groups should be compared and the patients with inadequate response to therapy (IR patients) destined to ixekizumab in the uncontrolled phase should not be pooled into the analysis unless appropriate methodology to take into account a different response into account is proposed.
- The percentage of patients meeting American College of Rheumatology Pediatric 30% (PedACR30) response criteria was not supported as a stronger improvement must be demonstrated, more in line with adalimumab response rate, therefore at least 60%.
The Applicant must address these points by 17 June 2019 before a positive Opinion can be reached at the June PDCO meeting.

[bookmark: _Toc25841585]Recombinant human monoclonal antibody to GM-CSF (GSK3196165) - EMEA-001882-PIP02-16-M01

GlaxoSmithKline Trading Services Limited; Treatment of chronic idiopathic arthritis (including rheumatoid arthritis, psoriatic arthritis, ankylosing spondylarthritis and juvenile idiopathic arthritis) / Treatment of active systemic juvenile idiopathic arthritis (sJIA) in patients 1 year of age and older, Treatment of active polyarticular juvenile idiopathic arthritis (pJIA) in patients 2 years of age and older

Rapporteur: Sara Galluzzo; Peer reviewer: Helena Fonseca; 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 the modification request at their May 2019 meeting. Update in details of the pharmaceutical form is provided with this modification and a change in deadline for completion of the paeditric studies and on the related modelling and simulation study are proposed with this modification (Studies 1, 2, 3, 4). The Applicant mentions that the start of Phase III adult trials is delayed but, regretfully, they do not explain the reasons, therefore, also the paediatric program is delayed. They also propose to delay the start of the juvenile non-clinicla study which could still been already initiated. Nevertheless the PDCO acknowledged the delay and supported the requested modification. An Opinion will be agreed at the June 2019 PDCO meeting.

[bookmark: _Toc25841588]Delamanid - Orphan - EMEA-001113-PIP01-10-M06

Otsuka Pharmaceutical Development & Commercialisation Europe GmbH; Treatment of multi drug resistant tuberculosis 

Rapporteur: Eva Agurell; Peer reviewer: Ann Marie Tötterman; EMA Paediatric Coordinator: Irmgard Eichler

Day 30 discussion

Article 8; PIP and Deferral

Infectious Diseases

Summary of Committee discussion:

The PDCO discussed the proposed delay of studies 4 and 5 by 1 and 4 months, respectively and considers it agreeable. 
The Committee also supports the Applicant’s plan to obtain an earlier extension of the therapeutic indication for paediatric patients aged 6 to less than 18 years. All patients in that age group have already completed the study and the Applicant therefore plans to submit an application for an extension of the indication for these patients based on an interim study report.
The Committee will adopt an Opinion accordingly at next month meeting.

[bookmark: _Toc9417528][bookmark: _Toc25841591]Eslicarbazepine acetate - EMEA-000696-PIP02-10-M06

BIAL - Portela & Ca, SA; Treatment of epilepsy with partial onset seizures / Treatment of epilepsy with partial onset seizures with eslicarbazepine acetate (ESL) as adjunctive therapy /Treatment of epilepsy with partial onset seizures with eslicarbazepine acetate (ESL) as monotherapy

Rapporteur: Irja Lutsar; Peer reviewer: Agnes Gyurasics; 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 for eslicarbazepine acetate for the treatment of epilepsy with partial onset seizures. The Applicant proposed changes to study 7 (BIA-2093-211): main objectives; study population; number of study participants; main inclusion and exclusion criteria; study duration; dosage, treatment regimen and route of administration; main secondary endpoints; statistical plan; stopping rule(s) for discontinuing treatment; rescue treatment; plan for specific follow-up; study timelines. In addition, the Applicant proposed changes to studies 8 (BIA-2093-212), 9 (BIA-2093-215), 10 (BIA-2093-213) and 11 (BIA-2093-214) timelines.

 The PDCO tends to agree with the overall plan proposed by the Applicant for study 7 (with exception of the study timelines), however, the PDCO is of the Opinion that no modifications are needed as the existing key binding elements appear to already cover the proposed changes. It should be noted that the proposed changes appear to be clarifications or further description(s) of the existing binding elements, which is seen by the PDCO as not being modifications per se.

 Nevertheless, there were some concerns raised during the discussion that require further clarification/action regarding other proposed changes:

• study 7 (BIA-2093-211) – The Applicant only started national Competent Authorities (NCAs) submissions 4 months prior to completion date as stated in the latest decision. Furthermore, the study had already started and no number of enrolled subjects so far was provided as well as specific explanations for the recruitment difficulties. The PDCO acknowledged that the completion date needs to be updated, however, it was agreed that a new date should only be defined once the Applicant provides further clarifications on the late NCAs submissions, number of enrolled subjects, recruitment difficulties and expected recruitment rate in relation to the planned recruitment sites while considering a possible expansion of the number of locations;

• studies 8 (BIA-2093-212), 9 (BIA-2093-215), 10 (BIA-2093-213) and 11 (BIA-2093-214) – The PDCO acknowledged that the timelines of these studies need to be updated given the dependency on study 7 (BIA-2093-211) completion date. Nevertheless, it was agreed that new dates should only be defined once the Applicant provides further clarifications on the studies timeframe, namely on the timelines of the planning period related to NCAs/Ethics Committees approval (and other procedural aspects) and on the trial duration in relation to the expected recruitment rate and number of subjects per site/centre;

 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 12 June 2019 the latest. Should no response be received, or received late, the Opinion shall be adopted on the basis of the currently available information.

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

[bookmark: _Toc11249677][bookmark: _Ref11684890][bookmark: _Toc25841600]Eteplirsen - Orphan - EMEA-001722-PIP01-14-M02

Sarepta Therapeutics Ireland Limited; Duchenne muscular dystrophy 

Rapporteur: Stefan Grosek; Peer reviewer: Sylvie Benchetrit; EMA Paediatric Coordinator: Steve Estevao

Day 30 discussion

Article 7; PIP and Waiver

Neurology

Summary of Committee discussion:

The PDCO discussed at Day 30 the Applicant’s request for modification of the agreed Paediatric Investigation Plan for eteplirsen for the treatment of Duchenne muscular dystrophy. The Applicant proposed the deletion of studies 2, 5, 14, 15, 16 and 19. Furthermore, the Applicant proposed changes to: the study 4 (SR-17-108) completion date; changes to the study 10 (4658-301) number of study participants, main secondary endpoint(s) and statistical analysis plan; changes to the study 13 (4658-102) number of study participants and completion date; change to the study 17 completion date; changes to the study 18 number of study participants, completion date and initiation date. The Applicant also proposed the deletion of age-appropriate dosage form and deletion of subcutaneous use. In addition, the applicant requested a waiver for the treatment of Duchenne muscular dystrophy from birth to less than 6 months of age on the grounds that eteplirsen is not expected to represent a significant therapeutic benefit as clinical studies(s) are not feasible.

The PDCO tends to agree with the plan proposed by the Applicant concerning the deletion of age-appropriate dosage form (subcutaneous formulation) and deletion of subcutaneous use, namely the respective waiver request and the deletion of studies that included the subcutaneous formulation.

With regards to the development plan for the intravenous route, the proposed modifications to PIP, in particular to the ongoing study 10 (4658-301), raised important concerns during the discussion, namely considering the requested scientific advice being address in parallel by the SAWP. 

The following scientific clarifications/actions are expected:

Study 10 (4658-301) 

• Given the previous negative opinion adopted by the CHMP being mainly related to the number of patients, the robustness of the data and clinical outcomes, the PDCO was of the opinion that further clarification from the Applicant is needed on the number of patients “evaluable” for this study. In particular, the Applicant is expected to demonstrate that the number of patients included can be sufficient for a clear demonstration of a statistically significant efficacy, namely taking into account expected differences of the efficacy in the treated vs. untreated groups, not only regarding the primary outcome, but also the secondary endpoints /supportive outcomes; 

• Moreover, the removal of covariates needs to be statistically justified as the argument of removing less relevant covariates entails a justification on why the removed covariates are less relevant, which was found to be missing. The PDCO also highlighted that some of the covariates that the applicant is proposing to remove are in fact important for the study assessment. For instance, region (EU and US to be considered), co-treatments and age should remain as a minimum. Importantly, the mode of analysis is to be clarified for each covariate, and could be refined to optimize the data;

• In addition, the Applicant is also expected to expand on the timelines to achieve the current binding elements (i.e. information on recruitment rate(s)), while considering adjusting the trial recruitment strategy to include other sites/countries. 

Study 13 (4658-102) – The PDCO was of the opinion that further clarification from the Applicant is needed on the number of patients and expected completion date. It is expected that the applicant scientifically justifies if the PK parameters determination will be sufficiently precise (i.e. Wang PK criteria) to allow for a proper dose recommendation for a marketing authorisation application (MAA) with only 5 subjects (instead of 6, -17% of data). In addition, the applicant is also expected to expand on the timelines to achieve the current binding elements (6 subjects), while considering adjusting the trial recruitment strategy.

Study 18 – The PDCO was of the opinion that further justification is needed on how a delay of three months in study 13 (4658-102) would be reflected as a delay of 2 years and 3 months in study 18. Furthermore, the Applicant is also expected to clarify the proposed change to the binding elements of the initiation date, as it is still not clear what the stated typographical error is.

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 12 June 2019 the latest. Should no response be received, or received late, the opinion shall be adopted on the basis of the currently available information.

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

[bookmark: _Toc25841614]Lasmiditan - EMEA-002166-PIP01-17-M02

Eli Lilly and Company Limited; Migraine with and without aura

Rapporteur: Helena Fonseca; Peer reviewer: Ann Marie Tötterman; EMA Paediatric Coordinator: Roberto De Lisa

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Neurology

Summary of Committee discussion:

The PDCO discussed at their May 2019 meeting the modification request for the PIP for lasmiditan in the treatment of migraine headaches proposing changes for the initial paeditric dose, timelines for completion of Studies 3, 4 and 5. Additional a new open-label extension was added to the Study 3 (PK study).
Whilst overall the PDCO could support the changes requested, some clarifications were considered necessary in order to reach a positive Opinion. The Applicant should explain why is not possible to recruit patients concluding the PK study into the efficacy study 4 or clarify whether results of this open label extension and study 5 LAHW will be merged (this should be then reflected in the analysis section of Study 5). At the moment having an open label extension in a PK study while a efficacy study and an open label extension is still planned does not seem the best choice. Patients completing the PK study should be enrolled instead in Study 4 or 5.
Regarding the proposed dose to be studied the Applicant should provide further justification, confirm the intended dose for patients above 55Kg and clarify whether this is already based on the modelling in Study 6 that was intended to be completed by December 2018 and provide some high level result as appropriate supporting the suggested target dose.
Furthermore, the Applicant should provide an update on the development of the orodispersible tablets and the timelines for availability for the studies. On the same study although patients must be awake for the 2 hour assessment in order to be able to report pain freedom at that time, it would be still important to record how many patients are asleep at 2 hours and this can be reflected in the key elements (KEs).
The Applicant should reply to these comments by 14 June 2019.

[bookmark: _Toc9417531][bookmark: _Toc25841617]Recombinant human tripeptidyl peptidase 1 (rhTPP1) - Orphan - EMEA-001362-PIP01-12-M04

BioMarin International Limited; neuronal ceroid lipofuscinosis type 2 (CLN2) disease / Treatment of neuronal ceroid lipofuscinosis type 2 (NCL2)

Rapporteur: Karl-Heinz Huemer; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Emilie Desfontaine

Day 30 discussion

Article 8

Neurology

Summary of Committee discussion:

While some clarifications on the requested changes are needed, the PDCO discussed the option to leave the requested extensions outside the scope of the PIP, considering the medicinal product is now authorised and this study is also one of the specific obligations imposed by the CHMP.

Both the necessity of additional patient recruitment and the request for a longer treatment period of additional 48 weeks are not fully clear and should be further justified by the Applicant. The Applicant should also clarify the status of national Competent Authorities (NCA) interactions for the required amendments of this ongoing trial. Finally, the Applicant is asked to explain if preliminary results of this open label study are already available. If so, these results should be presented. The Applicant should provide answers to these questions within a week following receipt of this report.

[bookmark: _Toc11249681][bookmark: _Toc25841621]Bosutinib - EMEA-000727-PIP01-09-M03

Pfizer Europe MA EEIG; Treatment of chronic myeloid leukemia (CML) / Treatment of chronic, accelerated or blast phase CML with resistance or intolerance to prior tyrosine kinase inhibitor (TKI) therapy, Treatment of newly-diagnosed chronic phase Ph+ CML

Rapporteur: Maaike van Dartel; Peer reviewer: N/A; 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 on 27 May 2019.
The proposed modification consists of:
1) Change to the quality study (Study 1) to specify that hard capsules have been selected as the age-appropriated formulation and postponement of the completion of the study of 1 year; 
2) Postponement of the completion of the bioequivalence study (Study 3) of 1 year;
3) Change to the study population (to include patients with newly-diagnosed chronic myeloid leukaemia)and the primary and secondary endpoints of the clinical Study 4 and postponement of the completion of the study of 1 year. 
The proposed modification was considered overall acceptable. 
Specifically, with regard to the proposed modification for Study 1, the PDCO considered that proposal to administer the content of the capsules (granules after mixing with foods) or dispersing it in water was overall acceptable and expected to be suitable to achieve an adequate paediatric dosing. 
No safety issues were foreseen with regards to the excipients of the capsule formulation and their quantities, for use in children from 1 year of age. It was noted that relevant aspects on the quality development, in addition to those already investigated (e.g. dissolution of sprinkled contents and whole capsules , stability of the capsule granules with soft food etc.), will be further investigated, including the development of capsules with strength appropriate to the paediatric population from 1 year of age. However, it was underlined that aspects that may need to be further confirmed as part of the development are the ease of opening the capsules in practice (especially as the capsules are relatively small) and the possible risk of unwanted exposure of the capsule contents to caregivers.
The proposed modifications of Study 4 were also considered overall acceptable. It was however pointed out that it is not completely clear how the 300 mg/m2 proposed to be used as the RP2D for the newly-diagnosed chronic myeloid leukemia (CML) paediatric patients based on the observed PK and safety profile from the ongoing Phase 1 portion of this study, was determined since so far only second-line CML paediatric patients were to be included in the study.
In particular, regarding the modification of the PK parameters, the removal of t1/2 measurement was considered acceptable but since Tmax and Ctrough may be reliably measured and are of potential importance it was considered that their removal seemed not agreeable. 
Regarding the bioequivalence study, it is expected that the bioequivalence of bosutinib formulation for adults and the paediatric age- appropriate formulations is demonstrated for the intact capsules as well as the capsule content sprinkled over food.
The postponement of the completion of Study 1, Study 3 and Study 4 was considered acceptable. 
In summary, the modification seemed overall agreeable however 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 11 May 2019. 
1) Details on the easiness of opening the capsules in practice (especially as the capsules are relatively small) and the possible risk of unwanted exposure of the capsule contents to caregivers.
2) Details on how the 300 mg/m2 proposed to be used as the recommended phase 2 dose (RP2D) for the newly-diagnosed CML paediatric patients based on the observed PK and safety profile from the ongoing Phase 1 portion of this study, was determined since so far only second-line CML paediatric patients were to be included in the study.
Pending the clarifications above are considered satisfactory, a trend towards a positive Opinion is anticipated at next meeting.

[bookmark: _Toc25841624]Daunorubicin (liposomal formulation) / cytarabine (liposomal formulation) - Orphan - EMEA-001858-PIP02-16-M03

Jazz Pharmaceuticals Ireland Limited; Acute myeloid leukaemia / Treatment of acute myeloid leukaemia

Rapporteur: Koenraad Norga; Peer reviewer: N/A; EMA Paediatric Coordinator: Franca Ligas

Day 30 discussion

Article 8; PIP and Deferral

Oncology

Summary of Committee discussion:

The PDCO discussed the modification request on 27 May 2019.
The proposed modification consists of:
1) the reduction of the number of patients (from 18 to 17) included in the expansion phase of Study 1 (CPX-MA-1201) and of the postponement of the completion of the study of 3 months; 
1) the reduction of the number of patients (from 44 to 38) of Study 2 (AAML1421) and of the anticipation of the completion of the study of 15 months. 
The proposed modification was considered acceptable. 
It was however noted that the indication for ‘treatment of relapsed/refractory or newly diagnosed acute myeloid leukaemia in children’ is planned to be submitted in December 2019 whereas the study in paediatric patients with newly diagnosed acute myeloid leukemia (AML) (AAML1831 (Arm A and arm B)) is planned to be completed in May 2025, therefore it is not completely clear what data are planned to be submitted to support the indication for paediatric patients with newly-diagnosed AML.  
In this regard, the Applicant is invited to clarify their plans concerning the future planned marketing authorisation applications for the paediatric indications (i.e. line of treatment and date of submission). The clarification can be submitted via eSubmission Gateway and/or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number) no later than 11 May 2019.

[bookmark: _Toc9417534][bookmark: _Toc25841627]Ixazomib - Orphan - EMEA-001410-PIP02-17-M02

Takeda Pharm A/S; Treatment of lymphoid malignancies (excluding multiple myeloma) / Treatment of multiple myeloma (MM) / Treatment of adult patients with newly diagnosed multiple myeloma (NDMM) / Treatment of paediatric patients diagnosed with relapsed precursor B-ALL[footnoteRef:12] (Acute lymphoblastic leukemia) or T-ALL [12: ] 


Rapporteur: Koenraad Norga; Peer reviewer: Brian Aylward; EMA Paediatric Coordinator: Laura Fregonese

Day 30 discussion

Article 8; PIP and Deferral

Oncology

Summary of Committee discussion:

The PDCO discussed this modification in line with the assessors’ comments. Overall the PDCO considered the proposed modifications in general acceptable. On the proposed removal of the safety endpoint in the maintenance study, the Committee however concluded that this was not adequately justified and hence not acceptable.  Should the Applicant wish to comment, 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 11 June 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: _Toc11249685][bookmark: _Toc25841630]Selumetinib - Orphan - EMEA-001585-PIP01-13-M03

AstraZeneca AB; Treatment of thyroid cancer, Treatment of neurofibromatosis Type 1 (NF1)/ Selumetinib in combination with adjuvant radioactive iodine therapy is indicated for the treatment of adolescents newly diagnosed with differentiatd thyroid cancer who are at high risk of primary treatment failure, Selumetinib is indicated for the treatment of inoperable NF1 related plexiform neurofibroma in children and adolescents

Rapporteur: Koenraad Norga; Peer reviewer: Sara Galluzzo; EMA Paediatric Coordinator: Laura Fregonese

Day 30 discussion

Article 7; PIP and Waiver

Oncology

Summary of Committee discussion:

Overall, the Committee found it difficult to follow the rational for the majority of changes requested, since it lacked scientific justifications in the majority of modification proposed. 
Following discussion, in line with the assessors’ comments, the PDCO considered the following modification requests not acceptable and considered additional scientific justifications needed prior coming to a conclusion:
- The update of the study duration for participants for study 4 and study 5 based on maturity of durability of response as well as secondary endpoints for study 5 to reflect the future clinical study reports (CSRs) that will be used as a basis of regulatory filing. 
- The removal of the pharmacodynamic assessments for study 5, since the requested data are deemed crucial to interpret the single-arm data.
- The removal of activities of daily life and neurodevelopmental testing as secondary endpoints for study 5. PDCO considered the results of the investigator-initiated study relevant in this context and they should be included in the key binding element (KBE).
- The update of the statistical analyses for study 5 was noted. It remained unclear if the Applicant wants to make explicitly descriptive also the progression-free survival (PFS) analysis, which was not supported by the PDCO. 
- Delete pain and physical functioning as endpoints in the ‘control’ (natural history) key binding measure for study 5, this is not acceptable, since in these patients it is reasonable to expect that plexiform neurofibroma (PN) represent the most obvious cause for these symptoms. The Applicant should present data to demonstrate that this is not the case.
- The PDCO discussed the removal of stratum 2 (known as Cohort B in the PIP key binding measures) from study 5, as apparently the Applicants development plan does not include asymptomatic patients with plexiform neurofibromas. Prior accepting any such change, further scientific justification is needed. It well be could be that patients with no significant plexiform neurofibromas related-morbidity at enrolment would not be an adequate target population but the Applicant did not give any scientific or clinical justification of this, other than their development strategy. 
- The delay of the date of initiation for study 6 based on ongoing activities to support development for the granule formulation was noted. The Committee accepted that this modification has to be endorsed, but could not follow the provided justification. 
Should the Applicant wish to comment, 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 11 June 2019.

[bookmark: _Toc25841633]Palonosetron / fosnetupitant - EMEA-001198-PIP03-17-M02

Helsinn Birex Pharmaceuticals Limited; Prevention of chemotherapy-induced nausea and vomiting 

Rapporteur: Johannes Taminiau; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Franca Ligas, Irmgard Eichler

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Other

Summary of Committee discussion:

The PDCO discussed the modification request on 27 May 2019.
The proposed modification consists of the postponement of the completion of Study 4 (’randomized, double-blind, dose-finding study involving two treatment groups receiving a single oral dose of netupitant administered concomitantly with a single oral dose palonosetron in paediatric cancer patients’) of 4 months due to recruitement issues in the younger age subset (from birth to less than 6 months). As a consequence the postponement of the completion of the subsequest studies, Study 5 and Study 6, was also proposed. 
The PDCO tended to agree to the proposed modification, however it was noted that the strategy enrolment in Study 4 was modified from sequential to the concomitant enrolment of the younger subset whereas the purpose of having this staggered approach was to define if the dose would be the most adequate for the next younger subset. Furthermore, it was also noted that ’the extension of enrolment is requested until September 30, 2019, which is the expiry date for clinical supplies being used in the study’, this raises some concerns on the completion of the trial in case it will not be possible to enrol and treat the remaining patients by that deadline. 
In summary, the modification seemed agreeable however 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 12 June 2019. 
1) How is it ensured that a concomitant enrolment of the different age subsets is a safe and adequate approach, especially for the very young patients, since the purpose of having a staggered approach was to define if the dose would be the most adequate for the next younger subset? 
2) How the completion of the trial will be ensured in case it will not be possible to enrol and treat the remaining patients by the expiry date for clinical supplies of the product being used in the study?

[bookmark: _Toc25841636]Octenidine (dihydrochloride) - EMEA-001514-PIP01-13-M01

Cassella-med GmbH & Co. KG; Treatment of upper respiratory tract infections / Treatment of sore-throat due to infectious pharyngitis

Rapporteur: Maria Fernandez Cortizo; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Giovanni Lesa

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Oto-rhino-laryngology

  Summary of Committee discussion:

The PDCO discussed this modification procedure at Day 30 during the May 2019 plenary.
The Applicant requested to discontinue development of octenidine for children from 6 years to less than 12 years of age because it has not been possible to develop a star anise oil-free, age appropriate lozenge for this age group.
The PDCO noted that the evidence that the pharmaceutical form developed for children from 6 years to less than 12 years of age is not appropriate for this age group only relies on e-tongue measurements. These measurements may be insufficient to come to a firm conclusion on the appropriateness of the formulation for young children. In addition, the experiments presented appear to miss appropriate controls.
The Committee agreed with the Formulation Working Group ( HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG), which considered that the e-tongue might be a suitable screening tool for filtering out very bitter tasting formulations, but that a clinical study would probably be needed to properly assess palatability. Any such study should be in comparison to the adult formulation.
The PDCO also concurred with the  HYPERLINK "https://www.ema.europa.eu/en/committes/working-parties-other-groups/pdco/formulation-working-group" FWG that the concentration of the masking flavour PHL-121355 in the commercialised products is twice the concentration used in the new formulations and that, therefore, the amounts of the different taste-masking agents used in their development are unclear.
The PDCO also discussed whether this product still represents a significant therapeutic benefit for the paediatric population from 6 years to less than 12 years of age. It was commented that the use of medicated lozenges is considered in most guidelines addressing sore throat. Overall, however, appropriate evidence supporting the use of lozenges containing antiseptics or other classes of medicinal products (such as local anaesthetics or non-steroidal anti-inflammatory drug (NSAID)) seems to be scarce, in particular in children. Randomised studies in adults have revealed that the benefit in terms of pain relief is small. Thus, the PDCO considered that it would be appropriate to grant a waiver for children from 6 years to less than 12 years of age on the grounds of lack of significant therapeutic benefit and to remove the requirement to develop an age-appropriate formulation for those children.
A positive Opinion is expected at Day 60.

[bookmark: _Toc25841639]Reslizumab - EMEA-001202-PIP02-13-M03

Teva Pharmaceuticals Europe; Treatment of asthma / Add-on treatment to reduce exacerbations, relieve symptoms and improve lung function in paediatric patients from 6 to less than 18 years of age with inadequately controlled severe asthma who have a blood eosinophil count greater than equal to 300 micro liter

Rapporteur: Herbert Lenicker; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Dobromir Penkov

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Pneumology - Allergology

Summary of Committee discussion:

The Applicant is requesting to delay the completion of the PIP and a number of studies 1, 4, 6, and 7 by 3 years. Modification to the data to build the model in Study 6 is requested as well.
Some of the requested changes are acceptable. 
The PDCO considered that the timelines of studies 4 and 7 should not be amended at this point but re-discussed once more data is available. The timelines of Study 1 could be aligned with the current timelines of Study 4 and the timelines of Study 6 updated. 
The Applicant is asked to clarify how reslizumab will be developed in the adolescent population, e.g. by inclusion of adolescents in the clinical programme for children from 6 to less than 12 years of age. The Applicant is asked to comment on the above issue by submitting their responses via eSubmission Gateway and/or the Web Client: https://pgateway.ema.europa.eu/ui/ indicating the procedure number no later than 14 June 2019.
A positive opinion is expected at Day 60.

[bookmark: _Toc25841642]Tezepelumab - EMEA-001613-PIP01-14-M03

AstraZeneca AB; Treatment of asthma / Tezepelumab is indicated as add-on maintenance treatment of patients with severe asthma aged 5 years and older.

Rapporteur: Marek Migdal; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Chrissi Pallidis

Day 30 discussion

Article 7; PIP

Pneumology - Allergology

Summary of Committee discussion:

The PDCO discussed the modification request on Day 30. The main modification request is the reduction of the adolescent sample size from 80 to 55 patients.  The Applicant’s approach seems to be rather premature as they still are in the process of opening new centres and the impact of this is currently unclear. In addition, the Applicant is asked to provide the number of centres, which are currently open for adult and for adolescent recruitment as well as the monthly adolescent recruitment rate during the last 6 months. 
The major issues as argued by the Applicant to be responsible for recruitment difficulties may also have an impact on recruitment of younger patients. Therefore, the Applicant is encouraged to continue with the approach to analyse and reduce recruitment challenges.  The Applicant is advised to liaise with experts and networks to facilitate a timely conduct of the paediatric program before Study 4 is started. With this regard e.g. the ERS SPACE collaboration might be an option.
For patients participating in the long-term extension (LTE) study it seems acceptable to delete the follow-up period of 12 weeks. For patients not participating, follow-up data should be evaluated and the Applicant is asked to comment on their approach with regard those patients not participating in the LTE.
The Applicant is asked to clarify why Japanese subjects are enrolled in a different LTE and the wording “unique set of subjects” should be clarified.
The Applicant is requested to respond to the above mentioned issues through the portal by 15 June 2019.

[bookmark: _Toc25841645]Mirabegron - EMEA-000597-PIP02-10-M07

Astellas Pharma Europe B.V.; Treatment of idiopathic overactive bladder / Symptomatic treatment of urge incontinence and/or increased urinary frequency and urgency as may occur in patients with overactive bladder syndrome

Rapporteur: Helena Fonseca; Peer reviewer: Ninna Gullberg; EMA Paediatric Coordinator: Gunter Egger

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Uro-nephrology

Summary of Committee discussion:

Based on recent experience with the development of a different compound, solifenacin, in overactive bladder, operational challenges to recruitment, and due to updates to the EMA urinary incontinence guideline the Applicant sought advice from the EMA/CHMP in February 2019. Subsequently, the Applicant submitted a request for modification of the agreed PIP proposing significant changes to the main mirabegron trial in paediatric overactive bladder (Study 9) and deletion of the long-term safety study (Study 10).
The PDCO did not agree with the complete deletion of the requirement to include adolescents (12<18 years) in Study 10. The Committee agreed that interpolation, including data in children and adults might be considered. However, to this end at least a minimum number of adolescents should be recruited in order to support the interpolation approach. Moreover, the approach should be detailed in an extrapolation measure in the PIP. The Committee was also not in favour of the deletion of the active comparator (oxybutynin) arm, which would result in a 1:1 randomisation to mirabegron and placebo. It was expressed that a 12-week study with half the patients receiving placebo would likely face recruitment problems, especially as other products are on the market. At least, clear stopping rules as well as a statistical plan for dealing with missing data should be stated in the PIP opinion. Moreover, it was mentioned that an active comparator may be important for later assessment by Health Technology Assessment (HTA) bodies. The Committee agreed that the new proposed primary endpoint “micturition frequency” had the advantage over “mean volume voided” of being less dependent on bladder capacity and more directly clinically meaningful. Nevertheless, the Committee pointed out that gathering data via a micturition diary might be challenging, particularly for young children of school age. The Committee stated that if “micturition frequency” became the primary endpoint then the study should be powered to show correlation between the primary endpoint and secondary cystometric endpoints. Moreover, the Applicant should justify the estimated treatment effect. The proposal to have a 3-week urotherapy run-in period without a placebo run-in was agreed to reduce variability/increase efficiency, but the Applicant should comment on how this approach takes into account an increased placebo effect seen in similar trials. It was mentioned that a blinded interim analysis should be conducted to avoid a failed study due to insuffient power or the continuation of a futile study. The PDCO tended to agree with the deletion of the long-term safety follow-up study (Study 10) as it was considered that sufficient paediatric safety data would be collected in the neurogenic detrusor overactivity (NDO) programme, supported by data from the remaining over active bladder syndrome (OAB) studies.
The Applicant should include proposals in line with the concerns expressed above in the draft opinion by 17 June 2019. Otherwise, adoption of a negative opinion at Day 60 would be likely.

[bookmark: _Toc9432034][bookmark: _Toc25841648]Nominations

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

[bookmark: _Toc9432035][bookmark: _Toc25841649]List of letters of intent received for submission of applications with start of procedure 26 June 2019 for Nomination of Rapporteur and Peer reviewer

Summary of Committee discussion:

The PDCO approved the lists of Rapporteurs and Peer Reviewers.

[bookmark: _Toc9432036][bookmark: _Toc25841650]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: _Toc9432037][bookmark: _Toc25841651]Nominations for othher activities

No items

[bookmark: _Toc9432038][bookmark: _Toc25841652]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: _Toc9432039][bookmark: _Toc25841654]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: 13 May 2019

- SAWP Coordinators' First reports: 3 June 2019

- Finalisation on PDCO coordinator nomination: 27-29 May 2019 PDCO meeting

- PDCO Comments to SAWP Scientific administrators by: 11 June 2019

- First reports discussed - List of issues for DM (D70 procedure) or finalisation (D40 procedure): 11-14 June 2019 SAWP plenary

- First possible PDCO interaction presentation: 25-28 June 2019 PDCO meeting

- Discussion meeting at SAWP (D70 procedures only): 8-11 July 2019 SAWP plenary 

See corresponding Nominations list for New requests - PDCO May 2019 – SA for PDCO Consultation in PDCO –  HYPERLINK "http://docs.eudra.org/webtop/ema/library/objectlist/ema_objectlist.jsp" 2019/2019-05 PDCO (27-29.05) Plenary/– 4.Nominations Lists.

[bookmark: _Toc1656830][bookmark: _Toc4510263][bookmark: _Toc5281311][bookmark: _Toc6330815][bookmark: _Toc9432040][bookmark: _Toc25841664]Ongoing Scientific Advice

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

[bookmark: _Toc10793988]Eteplirsen – Exondys - (AVI-4658) - EMEA/H/SA/2892/2/2019/PA/III

Applicant: Sarepta Therapeutics Ireland Limited

SAWP coordinators: Marion Haberkamp and Rune Kjeken

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: Stefan Grosek (EMEA-001722-PIP01-14-M02, ongoing)

PDCO Peer reviewer: Sylvie Benchetrit (EMEA-001722-PIP01-14-M02)

PDCO member nominated: Dimitrios Athanasiou

EMA resources: Scientific Advice Officer: Lorenzo Guizzaro, Paediatric Coordinator: Steve Estevao

Scope: Phosphorodiamidate morpholino oligomer for treatment of Duchenne muscular dystrophy. Scientific Advice is sought on preclinical and clinical development programmes. PDCO involvement.

Action: For Discussion

Background

Exondys (eteplirsen) is a phosphorodiamidate morpholino oligomer (PMO), under development for the treatment of DMD in ambulatory patients 4 years and older who have a confirmed mutation of the DMD gene that is amenable to exon 51 skipping. The intended pharmacodynamic effect of eteplirsen is the production of a functional dystrophin protein. Duchenne muscular dystrophy (DMD) is a progressive and disabling neuromuscular disorder which predominately affects males. It is a pediatric, X-linked, recessive genetic disease, caused by mutations in the DMD gene, that prevent the production of functional dystrophin protein which is required for muscle fiber stability. In the absence of dystrophin, the stress of muscle eccentric contraction causes widespread, chronic, and progressive muscle degeneration and invariably, death. Beginning at approximately 8 years of age, most patients gradually lose the ability to rise from the floor and climb stairs, have an increasingly labored gait, and often fall while walking; leading to the increased use of mobility devices such as strollers and scooters. By 10 to 14 years of age, most are wheelchair dependent. Historically, patients typically died from respiratory or cardiac failure in their late teens or early 20s. Recent research suggests that use of ventilation support and steroids may increase life span by several years; however, DMD still has a mortality rate of 100%. DMD occurs in approximately 1 in every 3500 to 5000 males worldwide. Approximately 13% of all patients with DMD have mutations amenable to exon 51 skipping, corresponding to approximately 3360 patients in the EU.

One Paediatric Investigation Plan (PIP) has previously been agreed and was last modified in September 2016 (EMEA-001722-PIP01-14-M01). Of note, EMEA-001722-PIP01-14-M02 for eteplirsen was under discussion (D30) at the current PDCO meeting (see  REF _Ref11684890 \r \h 3.3.9. ). 

On 3 December 2008, an orphan designation (EU/3/08/586) was granted by the European Commission for the treatment of Duchenne muscular dystrophy.

Sarepta Therapeutics Ireland Limited received previously a Scientific Advice (SA) in December 2014 and a SA follow-up in December 2015 with regards to conditional marketing authorisation (CMA) and needed clinical data in support.  In both rounds of Scientific Advice, the CHMP expressed concerns about the internal validity of Study 201/202 primarily due to the small number of patients enrolled in the study. Concerns regarding the use of historical controls were also raised due to the uncertainties in the comparability of the historical control, particularly in terms of corticosteroid use. Sarepta submitted for CMA for eteplirsen in Europe for the treatment of DMD in ambulatory patients aged 4 years and older who have a confirmed mutation of the DMD gene that is amenable to exon 51 skipping in November 2016. The basis of the initial CMA was data from 12 boys from Study 201/202. Following the evaluation of the conditional marketing application the CHMP issued a negative opinion on 31 May 2018. Sarepta submitted a request for re-examination in June 2018 and a Scientific Advisory Group was convened on 07 September 2018. Following an oral explanation on 20 September 2018, the CHMP confirmed its 31 May 2018 negative opinion for a CMA.

The objective of this procedure is to seek scientific advice on the proposal for the external control and statistical analysis of Study 301 (PROMOVI), a confirmatory 96-week, open-label Phase 3 study, to support a CMA for eteplirsen, the protocol for the proposed confirmatory study, Study 302, as well as the CMA and MAA submission strategy and content including a request for accelerated assessment.

Summary of discussion

The questions relate to the adequacy of proposed non-clinical and clinical programmes for registration / granting a conditional marketing authorisation. 

A discussion meeting occurred at May 2019 SAWP meeting. It was noted that the proposed confirmatory study (Study 302) would only start if the CMA is granted as well as the SAWP intention to push the MAH to consider alternative ways to demonstrate efficacy. During the May 2019 PDCO meeting, the Committee discussed the proposed control groups (US study results are awaited in order to have sufficient data) and the need to correlate the outcome of the current SA with the ongoing revision of PIP. The Committee also took note that no maximal tolerated dose was reached in the pre-clinical development. Some of the concerns expressed during the SA discussion as well as during the PIP M02 D30 discussion will be taken on board at the Opinion stage next month. The Final Advice Letter (FAL) will be reviewed by the PDCO member, PDCO Rapporteur and PDCO peer-reviewer and adopted at June 2019 CHMP meeting (D70 + one month extension due to additional data submitted by the Applicant). The FAL and the PIP M02 Opinion will be aligned. 

[bookmark: _Toc10793990]Miluglistat - AT2221 - (EMEA/H/SA/4133/1/2019/PA/PED/III)

Applicant: Amicus Therapeutics Europe Limited

SAWP coordinators: Karl-Heinz Huemer, Hans Ovelgönne 

SAWP Peer-reviewer: NA

PDCO Rapporteur: Karl-Heinz Huemer (EMEA-002171, pre-submission, Letter of intent: withdrawn)

PDCO Peer reviewer: Catherine Cornu (EMEA-002171, pre-submission, Letter of intent: withdrawn)

PDCO member nominated: Karl-Heinz Huemer

EMA resources: Scientific Advice Officer: Stiina Aarum, Paediatric Coordinator: Dominik Karres

Scope: Pharmacokinetic enhancer miglustat for treatment of Pompe disease. FDA Parallel Protocol Assistance is sought on preclinical and clinical development programmes. Paediatric fee waiver. MSWP and PDCO involvement.

Action: For Discussion

Background

ATB200/AT2221 is a novel next generation co-administered product approach for the treatment of adult and paediatric patients with Pompe disease. ATB200/AT2221 is being developed as 2 molecular entities intended to be administered together: 

[bookmark: _Toc25586321][bookmark: _Toc25838888][bookmark: _Toc25839866][bookmark: _Toc25841696]

-(1) ATB200 (rhGAA) is the main active substance (enzyme) that is engineered for optimal targeting to muscle cell lysosomes, the site of glycogen accumulation in affected tissues. It is to be administered by IV infusion every other week (QOW) over an approximate 4 hour infusion duration. The enzymatic mechanism of action of ATB200 is specifically to reduce intramuscular glycogen, which is localised in the lysosome and is the primary storage material in Pompe disease; and 

-(2) AT2221 (miglustat, N-butyl-deoxynojirimycin) is a solid oral dosage form which is to be coadministered prior to IV administration of ATB200. AT2221 is a secondary active agent and functions as a PK enhancer of ATB200 by stabilising the ATB200 enzyme from denaturation in the systemic circulation, enhancing the delivery of the active component ATB200 to muscle and lysosomes. AT2221 alone has no direct effect on endogenous GAA or glycogen reduction in Pompe disease. The Applicant envisages that the constituents of the ATB200/AT2221 combination will be authorised individually, but will only ever be administered together as a combined regimen. Pompe disease (OMIM #232300, also known as acid maltase deficiency or glycogen storage disease type II), is a rare autosomal recessive genetic disorder caused by mutations in the gene that encodes acid α-glucosidase (GAA). The enzyme deficiency results in accumulation of intracellular glycogen leading to progressive disruption of cellular function, particularly in heart, skeletal muscles, and diaphragm. Pompe disease is a serious, progressive, debilitating, and ultimately life threatening disease associated with high morbidity. Pompe disease may be categorised into 2 classes: infantile-onset Pompe disease (IOPD, classic and non-classic) and late-onset Pompe disease (LOPD). Both classic and nonclassic IOPD occur within the first year of life with cardiomyopathy. The combined global incidence of all forms of Pompe disease is estimated to be 1 in 40,000 (0.25 per 10,000) live births. Despite an approved therapy that has been available on the worldwide market now for over 12 years, most people living with Pompe disease continue to decline and many will ultimately die from their disease whilst receiving alglucosidase alfa. The limitations of this therapy are particularly striking in the infantile population.

[bookmark: _Toc25586324][bookmark: _Toc25838891][bookmark: _Toc25839869][bookmark: _Toc25841699]

Orphan designations for both ATB200 (EU/3/18/2000) and AT2221 (EU/3/18/2129) in were granted by the European Commission respectively on 21 March 2008 and 11 January 2019 for the treatment of glycogen storage disease type II (Pompe disease).The Applicant received previously Scientific Advice (SA) for the ATB200/AT2221 development programme (EMEA/H/SA/2904/1/2014/SME/III and EMEA/H/SA/3813/1/2018/II) and from the FDA (16 July 2018 and 30 October 2018 Type C Meetings). Scientific advice has also been received from the MHRA / UK (12 January 2016) and from BfArM / Germany (4 December 2015 and 23 May 2018). The objective of this procedure is to seek scientific advice on the proposed nonclinical and clinical development plans for ATB200/AT2221 in the paediatric population for the treatment of LOPD and IOPD. Specifically, the Applicant is seeking Scientific Advice on the acceptability of the extrapolation concept in LOPD, the proposed nonclinical, clinical, and modelling and simulation studies to support the extrapolation plan in LOPD, specifically the clinical study age ranges and endpoints/outcomes that transfer across all age groups and the planned approach to demonstrating benefit/risk in IOPD.

Summary of discussion

A discussion meeting (DM) is planned at the SAWP meeting June 2019. During the PDCO Meeting May 2019, the Committee agreed not to add any question to the LoQ for the MAH to address as well as to discuss this SA after the DM.

[bookmark: _Toc1656831][bookmark: _Toc4510264][bookmark: _Toc5281312][bookmark: _Toc6330816][bookmark: _Toc9432041][bookmark: _Toc25841703]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.

Ravulizumab - Ultomiris - ALXN1210 - EMEA/H/SA/3331/4/2019/PED/III

Applicant: Alexion Europe SAS 

SAWP coordinators: Hrefna Gudmundsdottir, Hrefna Gudmundsdottir 

SAWP Peer-reviewer: N/A

PDCO Rapporteur: Sylvie Benchetrit (EMEA-001943-PIP01-16-M02, ongoing)

PDCO Peer reviewer: Dimitar Roussinov (EMEA-001943-PIP01-16-M02, ongoing)

PDCO member nominated: Sylvie Benchetrit 

EMA resources: Scientific Advice Officer: Jan Regnström, Paediatric Coordinator: Gunter Egger 

Scope: Fc- and CDR-modified humAb for treatment of atypical haemolytic uremic syndrome. Scientific Advice is sought on preclinical and clinical development programmes. MSWP and PDCO involvement. Paediatric fee waiver. 

Action: For Discussion

Background

Ultomoris (raviluzimab) is a humanized monoclonal antibody (mAb), derived through targeted engineering of eculizumab, that binds to complement component 5 (C5) and blocks its activation by complement pathway convertases, thereby preventing the release of the proinflammatory anaphylatoxin C5a and the formation of the terminal complement complex via C5b. In short, Ultomoris (ravilizumab) is a is a Fc- and CDR-modified version of eculizumab resulting in longer half-life. Ravulizumab has been designed to have the same rapid onset of action and effective blockade of complement than Soliris (eculizumab), with an increased serum half-life to yield an extended duration of pharmacologic activity relative to eculizumab, allowing for longer periods between infusions. In addition to ravulizumab (ravulizumab IV), Alexion is progressing the clinical development of an SC formulation of ravulizumab (ravulizumab SC) with the objective to offer an alternative option for patients who would like to self-administer treatment at-home, further enhancing quality of life. Ravulizumab SC would be a maintenance treatment for paroxysmal nocturnal haemoglobinuria (PNH) and atypical haemolytic uremic syndrome (aHUS) following treatment with ravulizumab by IV route of administration. 

A PIP for ravulizumab IV for the treatment of PNH (EMEA-002077-PIP01-16) was agreed in 2017, a paediatric clinical study is currently ongoing (Study ALXN1210-PNH-304). Additionally, a PIP for ravulizumab IV has been also agreed for the treatment of aHUS (EMEA-001943-PIP01-16) for which a paediatric clinical study is also currently ongoing (Study ALXN1210-aHUS-312). Upon finalization of this Scientific Advice, the Applicant plans to submit a request for modification to include a development plan for the proposed SC formulation for both PIPs. Of note, EMEA-001943-PIP01-16- M01was currently under discussion at the current PDCO meeting (for the possibility to include the planned indication in adults “treatment of patients with complement-mediated thrombotic microangiopathy (TMA)”  within the condition of the agreed PIP, namely “treatment of atypical haemolytic uremic syndrome (aHUS)” (see  REF _Ref11746500 \r \h 7.1.1. ). 

Alexion received previously a Protocol Assistance (PA) in 2017 with regards to the Phase 3 development program for the ravulizumab SC in adult population with PNH and aHUS. During this consultation, agreement was reached on a common clinical development strategy for the treatment of both PNH and aHUS, wherein establishing the pharmacokinetic non-inferiority of q1w SC dosing to q8w IV dosing could be extrapolated to bridge to the demonstrated efficacy of q8w IV dosing in both diseases. Safety of the q1w SC dosing regimen would be assessed through 1 year of exposure in adult patients with PNH. This study (ALXN1210-PNH-303) supporting adult development plan of ravulizumab SC in PNH and aHUS is currently ongoing..

The objective of this procedure is to seek scientific advice on the proposed clinical development and registration data package for ravulizumab SC in aHUS pediatric patients. This paediatric development in based on a bridging strategy, with a similar rationale to the one agreed for the adult SC development program.

Summary of discussion

During the PDCO Meeting May 2019, the PDCO member nominated for this SA shared her main questions on the proposed development program. Sylvie Benchetrit will send her comments in writing and review the FAL to be adopted at the CHMP Meeting May 2019. Moreover, the PIP modification will be reviewed in light of the SA discussion.

[bookmark: _Toc9432042][bookmark: _Toc25841721]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: _Toc9432043][bookmark: _Toc25841722]Discussions on the applicability of class waiver for products 

[bookmark: _Toc4267465][bookmark: _Toc9432044][bookmark: _Toc25841723]Anti-vascular endothelial growth factor/ angiopoietin-2 nanobody  (BI 836880) -- EMEA-06-2019

Boehringer Ingelheim International GmbH; All classes of medicinal products for treatment of age-related macular degeneration and diabetic macular oedema/anti-vascular endothelial growth factor/ angiopoietin-2 nanobody is indicated for treatment of patients with wet age-related macular degeneration and diabetic macular edema

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: retinopathy of prematurity. 

[bookmark: _Toc9432045][bookmark: _Toc25841724]Enzalutamide - Xtandi - EMEA-07-2019

Astellas Pharma Europe B.V.; The classes of androgen receptor modulator / oestrogen receptor modulator / growth and sex hormone as well as their releasing or inhibiting factors, and of sex hormone-metabolism modulator medicinal products for treatment of breast malignant neoplasms, prostate malignant neoplasms and neuroendocrine malignant neoplasms / Treatment of adult men with metastatic hormone-sensitive prostate cancer in combination with androgen deprivation 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 confirmed. 

Other potential paediatric interests of this medicine suggested by PDCO: none identified at this stage. 

[bookmark: _Toc6330822][bookmark: _Toc9432046][bookmark: _Toc25841725]Discussion on the inclusion of an indication within a condition in an agreed PIP/waiver

[bookmark: _Toc9432047][bookmark: _Toc25841726]Discussion on the possibility to include an indication within a condition in an agreed PIP/waiver

[bookmark: _Toc9432049][bookmark: _Ref11746500][bookmark: _Toc25841727]Fragment crystallisable (Fc)- and complementarity-determining regions (CDR)-modified humanised monoclonal antibody against C5 - EMEA-001943-PIP01-16-M01

Alexion Pharma GmbH; Treatment of atypical haemolytic uremic Syndrome 

Proposed indication: Treatment of adult patients with complement-mediated thrombotic microangiopathy (TMA)

Rapporteur: Sylvie Benchetrit; EMA Paediatric Coordinator: Gunter Egger

Summary of Committee discussion:

The Applicant requested confirmation that the planned indication in adults “treatment of patients with complement-mediated thrombotic microangiopathy (TMA)” would be covered by the wording of the condition of the agreed PIP, namely “treatment of atypical haemolytic uremic syndrome (aHUS)”. The PDCO agreed that the classification surrounding this disorder is challenging and has been evolving. However, the Committee mentioned that complement-mediated TMA might not only be seen in patients with aHUS but also as a result of conditions other than aHUS. Therefore, the Committee tended to disagree with the Applicant’s position. The Applicant may provide further justification to corroborate their position that complement-mediated TMA would be completely covered by aHUS, in which case the PDCO would re-discuss the issue at its next meeting.

Alternatively, a request for modification of the agreed PIP for aHUS could be considered, in order to add the condition of complement-mediated TMA. In this case it would need to be discussed if any additional measures would need to be added to the PIP.

[bookmark: _Toc9432050][bookmark: _Toc25841728]Annual reports on deferrals

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

[bookmark: _Toc9432051][bookmark: _Toc25841729]Organisational, regulatory and methodological matters

[bookmark: _Toc9432052][bookmark: _Toc25841730]Mandate and organisation of the PDCO

[bookmark: _Toc25841731]Update on PDCO member(s)/alternate(s) mandate status

No items

[bookmark: _Toc9432053][bookmark: _Toc25841732]Coordination with EMA Scientific Committees or CMDh-v

[bookmark: _Toc9432054][bookmark: _Toc25841733]Committee for Medicinal Products for Human Use (CHMP)

EMA Paediatric Coordinator: Dobromir Penkov

Summary of Committee discussion:

The PDCO members were informed about the final CHMP Opinions on medicinal products with recommended paediatric indications adopted in April 2019. These included Dovato (dolutegravir / lamivudine), Esperoct (turoctocog alfa pegol) and Xromi (hydroxycarbamide).

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

[bookmark: _Toc520121095][bookmark: _Toc6330830][bookmark: _Toc9432055][bookmark: _Toc25841734]Concept paper on the need for revision of the guideline on the investigation of medicinal products in the term and preterm neonate

EMA Paediatric Coordinator: Andrea Ecker; Ralph Bax

Summary of Committee discussion:

The concept paper was adopted by the Committee. 

[bookmark: _Toc9432056][bookmark: _Toc25841735]Coordination with EMA Working Parties/Working Groups/Drafting Groups

[bookmark: _Toc9432057][bookmark: _Toc25841736]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: _Toc9432058][bookmark: _Toc25841737]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: _Toc9432059][bookmark: _Toc25841738]Cooperation within the EU regulatory network 

No items

[bookmark: _Toc9432061][bookmark: _Toc25841739]Cooperation with International Regulators

No items 

[bookmark: _Toc9432062][bookmark: _Toc25841740]Contacts of the PDCO with external parties and interaction with the Interested Parties to the Committee

[bookmark: _Toc9432063][bookmark: _Toc25841741]4th Accelerate Paediatric Strategy forum on acute myeloid leukaemia (AML)

EMA Paediatric Coordinator: Dominik Karres, Franca Ligas and Giovanni Lesa

Summary of Committee discussion:

The main topics and outcomes of the 4th Accelerate Paediatric Strategy forum on acute myeloid leukaemia were presented to the Committee. 

[bookmark: _Toc9432064][bookmark: _Toc25841742]PDCO work plan

No items 

[bookmark: _Toc9432065][bookmark: _Toc25841743]Planning and reporting

No items

[bookmark: _Toc9432066][bookmark: _Toc25841744]Any other business

No items

[bookmark: _Toc9432067][bookmark: _Toc25841745]Breakout sessions

[bookmark: _Toc9432068][bookmark: _Toc25841746]Paediatric oncology 

EMA Paediatric Coordinator: Franca Ligas and Giovanni Lesa

Summary of Committee discussion:

The group discussed paediatric indications currently under assessment at CHMP and related to PIP procedures. 

[bookmark: _Toc9432069][bookmark: _Toc25841747]Neonatology

EMA Paediatric Coordinator: Andrea Ecker

Summary of Committee discussion:

The Neonatology Breakout session discussed the next steps in the Guideline revision process.

[bookmark: _Toc9432070][bookmark: _Toc25841748]Inventory

EMA Paediatric Coordinator: Rocio Fernandez Fresquet

Summary of Committee discussion:

The inventory group breakout session continued discussion on how to best assess unmet needs for some of the procedures discussed during the plenary meeting and reflect the discussion in the minutes. 
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[bookmark: _Toc25841750]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/

		 Classified as public by the European Medicines Agency



		 



		Paediatric Committee (PDCO) DOCPROPERTY  DM_emea_doc_ref_id  \* MERGEFORMAT EMA/641822/2019

		Page XXX/192



		EMA/641822/2019

		





		 Classified as public by the European Medicines Agency



		 



		Paediatric Committee (PDCO)

		Page 43/43



		EMA/PDCO/297694/2019

		





image1.png

O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH






image2.png







