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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 25-28 June 2019 was adopted and published on the EMA website.

1.3. Adoption of the minutes

The minutes of 27-29 May were adopted and will be published on the EMA website.

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. 6-cyclopropaneamido-4-{[2-methoxy-3-(1-methyl-1H-1,2,4 triazol-3-
yl)phenyllamino}-N-(2H3)methylpyridazine-3-carboxamide - 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

Day 120 Opinion
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Dermatology
Summary of committee discussion:

The PDCO discussed this procedure on D120. A positive Opinion was adopted on this PIP
for the treatment of psoriasis.

2.1.2. EMEA-002464-PIP01-18

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

Day 120 Opinion
Dermatology
Summary of committee discussion:

The PDCO discussed this application on D120. A positive Opinion was adopted.

2.1.3. Oxalobacter formigenes strain HC-1 - Orphan - EMEA-000370-PIP02-18

OxThera AB; ICD10-E72.53 Hyperoxaluria / Treatment of primary hyperoxaluria
Day 120 Opinion

Endocrinology-Gynaecology-Fertility-Metabolism / Uro-nephrology

Summary of committee discussion:

Based on the assessment of this application, and in line with the outcome of the Day 90
discussion, the PDCO agreed with a PIP for Oxalobacter formigenes for the treatment of
primary hyperoxaluria in paediatric patients from birth to less than 18 years of age.

2.1.4. 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 120 Opinion

Action: For adoption
Immunology-Rheumatology-Transplantation
Summary of committee discussion:

Based on the assessment of this application and further information by the Applicant, the
PDCO adopted a positive Opinion for the treatment of immunoglobulin G4-related
disease.

2.1.5. 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
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Day 120 Opinion
Immunology-Rheumatology-Transplantation / Gastroenterology-Hepatology
Summary of committee discussion:

A positive Opinion was adopted for this PIP for prevention of acute graft-versus host
disease in children.

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

MYR GmbH; Chronic hepatitis D infection
Day 120 Opinion

Infectious Diseases

Summary of committee discussion:

In conclusion, the PDCO adopted a positive Opinion on the paediatric plan proposed by
the Applicant.

All measures were fully deferred. 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 Limited; Aromatic L-amino acid decarboxylase (AADC)
deficiency / Treatment of aromatic L-amino acid decarboxylase (AADC) deficiency

Day 120 Opinion
Neurology
Summary of committee discussion:

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

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

Allergan Pharmaceuticals International Limited; Muscle-induced wrinkles
Day 60 Opinion

Dermatology

Summary of committee discussion:

Based on the assessment of this application and further discussions at the Paediatric
Committee, the PDCO agreed with the Applicant's request for a waiver. The PDCO
recommended granting a waiver for Botulinum toxin type A for all subsets of the
paediatric population (0 to 18 years of age) in the condition of skin wrinkling.

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

Day 60 Opinion
Diagnostic / Oncology
Summary of committee discussion:

The PDCO discussed this procedure at Day 60 during the June 2019 plenary meeting.
The PDCO adopted a positive Opinion at Day 60 for a product specific-waiver on the
grounds that the disease or condition for which the specific medicinal product is intended
occurs only in adult populations.

2.1.9. 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

Day 60 Opinion
Endocrinology-Gynaecology-Fertility-Metabolism
Summary of committee discussion:

Based on the assessment of this application and further discussions at the Paediatric
Committee the PDCO agreed with the Applicant's request for a waiver. The PDCO
recommended granting a waiver for human chorionic gonadotrophin for all subsets of the
paediatric population (0 to 18 years of age) in the condition of ‘treatment of female
infertility’.

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.

2.1.10. Mifepristone - EMEA-001437-PIP02-19

Laboratorios Litaphar S.L.; Endometriosis

Day 60 Opinion
Endocrinology-Gynaecology-Fertility-Metabolism
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 mifepristone for all subsets of the paediatric
population (0 to 18 years of age) in the condition of ‘treatment of endometriosis’.

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
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are available even if a waiver has been granted in another condition.

2.1.11. Istradefylline - EMEA-002540-PIP01-18

Kyowa Kirin Limited; Parkinson's disease
Day 60 Opinion

Neurology

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 istradefylline for all subsets of
the paediatric population (0 to 18 years of age) in the condition of ‘treatment of
Parkinson's disease’ 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 of the specified paediatric subset(s).

2.1.12, EMEA-002575-PIP01-19

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

Day 60 Opinion
Oncology
Summary of committee discussion:

The PDCO discussed this procedure at Day 60 during the June 2019 plenary meeting.
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). The Committee agreed a positive Opinion at
Day 60 for a product-specific waiver on the grounds that the medicinal product does not
represent a significant therapeutic benefit over existing treatments for paediatric patients
because studies in patients with lung cancer would not be feasible.

2.1.13. EGFR-cMET bispecific antibody - EMEA-002573-PIP01-19

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

Day 60 Opinion
Oncology
Summary of committee discussion:

The PDCO re-discussed this procedure in line with the D30 discussion, agreeing on a
product specific waiver for this EGFR-cMET bispecific antibody, for the proposed condition
of ‘treatment of lung carcinoma’, on the ground that the disease does not occur in
children.
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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 EGFR-cMET bispecific antibody for all subsets of the
paediatric population (0 to 18 years of age) in the condition of ‘treatment of lung
carcinoma’.

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.

2.1.14. Tafasitamab - Humanised Fc engineered monoclonal antibody against CD19 for
the treatment of diffuse large B-cell lymphoma - Orphan - EMEA-002499-PIP02-
19

MorphoSys AG; Diffuse large B-Cell lymphoma
Day 60 Opinion

Oncology

Summary of committee discussion:

A positive Opinion was concluded for this product, supporting a product specific waiver
based on the ground of lack of significant therapeutic benefit.

Based on the assessment of this application and further discussions at the Paediatric
Committee, the PDCO agrees with the Applicant's request for a product specific waiver
based on the ground of lack of significant therapeutic benefit. The PDCO recommends
granting a waiver for all subsets of the paediatric population (0 to 18 years of age) in the
condition of ‘diffuse large B-cell lymphoma’.

The PDCO emphasises that the granting of a waiver for the condition mentioned above
should not prevent the Applicant from considering a development in the paediatric
population in indications where there is a paediatric need. The PDCO identified acute
lymphoblastic leukaemia as an unmet need. In principle according to the Paediatric
Regulation, incentives for the development for use in the paediatric population are
available even if a waiver has been granted in another condition.

2.1.15. Ciclosporin - EMEA-002491-PIP02-19

Sun Pharmaceutical Industries Europe BV; Treatment of dry eye disease
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 ciclosporin for all subsets of the paediatric population
(0 to 18 years of age) in the condition of ‘treatment of dry eye disease’ on the grounds
that the specific medicinal product does not represent a significant therapeutic benefit as
clinical studies are not feasible.
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The PDCO emphasises that the granting of a waiver for the condition mentioned above
should not prevent the applicant from considering a development in the paediatric
population in indications where there is a paediatric need. In principle according to the
Paediatric Regulation, incentives for the development for use in the paediatric population
are available even if a waiver has been granted in another condition.

2.1.16. Anti-neonatal Fc receptor human monoclonal antibody - EMEA-002559-PIP01-19

Momenta Pharmaceuticals, Inc.; Haemolytic disease of the foetus and newborn (HDFN)
Day 60 Opinion

Other

Summary of committee discussion:

Based on the assessment of this application and further discussions at the Paediatric
Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO
recommends granting a waiver for anti-neonatal Fc receptor human monoclonal antibody
for all subsets of the paediatric population (0 to 18 years of age) in the condition of
‘prevention of haemolytic disease of the foetus and newborn (HDFN)'.

The PDCO emphasises that the granting of a waiver for the condition mentioned above
should not prevent the applicant from considering a development in the paediatric
population in indications where there is a paediatric need. In principle according to the
Paediatric Regulation, incentives for the development for use in the paediatric population
are available even if a waiver has been granted in another condition.

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

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

Day 60 opinion
Endocrinology-Gynaecology-Fertility-Metabolism
Summary of committee discussion:

Based on the assessment of this application and further discussions at the Paediatric
Committee, the PDCO recommends granting a waiver on its own motion for
norethisterone acetate / estradiol / relugolix for all subsets of the paediatric population (0
to 18 years of age) in the condition of ‘treatment of endometriosis’.

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.
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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. Etravirine - EMEA-C-000222-PIP01-08-M09

Janssen-Cilag International NV; Treatment of human immunodeficiency virus (HIV-1)
infection

Day 30 opinion

Infectious Diseases

Summary of committee discussion:

The PDCO took note of outcomes of preceding partial compliance check procedures:

e EMEA-C2-000222-PIP01-08-M05

The PDCO adopted on 28 June 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/0121/2019) of 17 April 2019.

2.3. Opinions on Modification of an Agreed Paediatric Investigation
Plan

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

Day 60 Opinion
Diagnostic / Oncology
Summary of committee discussion:

The Committee therefore adopted a favourable Opinion on the modification of the agreed
PIP as set in the Agency’s latest decision (P/0256/2015 of 30 October 2015).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

2.3.2. Saxagliptin - EMEA-000200-PIP01-08-M08

AstraZeneca AB; E11 Type 2 Diabetes / Treatment of type 2 Diabetes
Day 60 Opinion

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

During its June plenary meeting, the PDCO adopted a positive Opinion on the PIP
modification request for the DDP4 (dipeptidylpeptidase 4) inhibitor saxagliptin for the
treatment of type 2 diabetes in children from 10 to less than 18 years of age.

The PDCO adopted a favourable Opinion on the modification of the agreed PIP, in line
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with the above, as set in the Agency’s latest decision (P/0051/2017 of 17/03/2017).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

2.3.3. Belatacept - EMEA-000157-PIP01-07-M04

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 calcineurin inhibitor (CNI)
-free maintenance immunosuppressive regimen.

Day 60 Opinion
Immunology-Rheumatology-Transplantation
Summary of committee discussion:

The proposed change was considered acceptable.

In conclusion, the PDCO adopted a favourable Opinion on the modification of the agreed
PIP as set in the Agency’s latest decision (P/0002/2017 of 12 January 2017).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

2.3.4. 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
juvenile onset axial spondyloarthritis (JOAS)) and juvenile psoriatic arthritis.

Day 60 Opinion
Immunology-Rheumatology-Transplantation
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/0352/2018 of 19/11/2018).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

2.3.5. Recombinant human monoclonal antibody to GM-CSF - EMEA-001882-PIP02-16-
MO1

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 60 Opinion
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Immunology-Rheumatology-Transplantation
Summary of committee discussion:

Based on the review of the rationale submitted by the Applicant for modifying the agreed
paediatric investigation plan, the PDCO considered that the proposed changes could be
accepted.

The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP
as set in the Agency’s latest decision (P/0272/2017 of 4/10/2017).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

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

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

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/0269/2016 of 07/10/2016).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

2.3.7. 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

Day 60 Opinion
Neurology
Summary of committee discussion:

Based on the review of the rationale submitted by the Applicant for modifying the agreed
paediatric investigation plan, the PDCO considered that some of the proposed changes
could be accepted. The PDCO therefore adopted a favourable Opinion on the modification
of the agreed PIP as set in the Agency’s latest decision (P/0015/2015 of 30 January
2015).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.
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2.3.8. Eteplirsen - Orphan - EMEA-001722-PIP01-14-M02

Sarepta Therapeutics Ireland Limited; Duchenne muscular dystrophy
Day 60 Opinion

Neurology

Summary of committee discussion:

Based on the review of the rationale submitted by the Applicant for modifying the agreed
paediatric investigation plan, the PDCO considered that some of the proposed changes
could be accepted.

The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP
as set in the Agency'’s latest decision (P/0279/2016 of 7 October 2016).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

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

Eli Lilly and Company Limited; Migraine with and without aura
Day 60 Opinion

Neurology

Summary of committee discussion:

Therefore PDCO considered that the proposed changes could be accepted and adopted a
favourable opinion on the modification of the agreed PIP as set in the Agency’s latest
decision (P/0358/2018 of 7/12/2018).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

2.3.10. 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 TKI
therapy / Treatment of newly-diagnosed chronic phase of Philadelphia chromosome-
positive chronic myeloid leukemia (Ph+ CML)

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/0325/2016 of 2 December 2016).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

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

Day 60 Opinion

Oncology

Summary of committee discussion:

In conclusion, the PDCO adopted a favourable Opinion on the modification of the agreed
PIP as set in the Agency’s latest decision (P/0388/2018 of 7 December 2018).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

2.3.12. 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-acute lymphoblastic leukemia (ALL) or T-ALL

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/0376/2018 of 07/12/2018.

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

2.3.13. 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 differentiated 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 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 majority 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/0072/2018 of 16/03/2018).
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2.3.14. Palonosetron / fosnetupitant - EMEA-001198-PIP03-17-M02

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

Day 60 Opinion
Other
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/0344/2018 of 08 November 2018).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion

2.3.15. 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 60 Opinion
Oto-rhino-laryngology
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/0093/2016 of 23 March 2016).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

2.3.16. 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 or equal to 300 pL

Day 60 Opinion
Pneumology - Allergology
Summary of committee discussion:

The PDCO discussed the Applicant’s responses after Day 30 and considered that the
proposal for further development of reslizumab in adolescents was not optimal.

The PDCO adopted a favourable Opinion on the modification of the agreed PIP as set in
the Agency’s latest decision (P/0010/2018 of 30 January 2018).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.
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2.3.17. 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.

Day 60 Opinion
Pneumology - Allergology
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/0365/2018 of 7 December 2018).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO
Opinion.

2.3.18. 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 60 Opinion
Uro-nephrology
Summary of committee discussion:

Having assessed the proposed modification of the paediatric investigation plan, the
Committee had a split vote in favour of a negative Opinion where no majority could be
reached.

Sixteen members voted in favour of a negative Opinion whilst eleven members had
divergent views.

The Norwegian PDCO member was not in agreement with the negative Opinion.

Therefore, in line with the PDCO Rules of Procedure (EMA/348440/2008 Rev.1) where ‘in
the event of no majority position in favour of the concerned Opinion, the Committee’s
opinion is deemed to be negative’, the PDCO adopted a negative Opinion.

2.4, Opinions on Re-examinations

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

Krystal Biotech, Inc.; Dystrophic epidermolysis bullosa
Day 30 Opinion

Dermatology

Paediatric Committee (PDCO)
EMA/641820/2019 Page 21/48



Summary of committee discussion:

The Applicant submitted a request for re-examination of the PIP opinion for this
genetically modified replication-incompetent herpes simplex virus-1 expressing collagen
VII for the ‘treatment of dystrophic epidermolysis bullosa (DEB)’. In conclusion, the
PDCO confirmed its negative Opinion and considered that the Applicant should revise
their plan via a new PIP submission taking into account the comments provided in the
summary report.

2.5. Opinions on Review of Granted Waivers
No items
2.6. Finalisation and adoption of Opinions
No items
2.7. Partial Compliance Checks completed by EMA

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

2.7.1. Ponesimod - EMEA-C1-000798-PIP01-09-M01

Janssen-Cilag International NV; Treatment of multiple sclerosis
Day 30 letter

Other / Neurology

Summary of committee discussion:

The study is hereby confirmed to be compliant as set out in the EMA's Decision
(P/0128/2018) of 11/04/2018.

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

2.7.2. Peanut (arachis hypogaea) allergen powder (previously known as Peanut flour) -
EMEA-C1-001734-PIP01-14-M04

Aimmune Therapeutics Netherlands B.V.; Treatment of peanut allergy
Day 30 letter

Pneumology - Allergology

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 that were subject of
this procedure.
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The PDCO has been informed about the outcome.

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. Birch bark extract - Orphan - EMEA-001299-PIP03-17

Amryt Research Limited; Treatment of epidermolysis bullosa
Day 90 discussion

Dermatology

3.1.2. Trifarotene cream HE1 - EMEA-001492-PIP02-18

Lamellar ichthyosis / Treatment of lamellar ichthyosis
Day 90 discussion

Dermatology

3.1.3. Levonorgestrel - EMEA-002474-PIP02-18

Contraception
Day 90 discussion

Endocrinology-Gynaecology-Fertility-Metabolism

3.1.4. Tirzepatide - EMEA-002360-PIP01-18

Type 2 diabetes mellitus / Treatment of Type 2 diabetes mellitus
Day 90 discussion

Endocrinology-Gynaecology-Fertility-Metabolism

3.1.5. EMEA-002448-PIP01-18

Treatment of non-alcoholic steatohepatitis (NASH) / Treatment of NASH with moderate to
severe liver fibrosis

Day 90 discussion

Gastroenterology-Hepatology
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3.1.6. Bimekizumab - EMEA-002189-PIP02-18

Treatment of chronic idiopathic arthritis (including rheumatoid arthritis, spondyloarthritis,
psoriatic arthritis and juvenile idiopathic arthritis) / Treatment of JIA (enthesitis-related
arthritis (ERA) and juvenile psoriatic arthritis (JPsA)) in patients from >2 years to <18
years of age

Day 90 discussion

Immunology-Rheumatology-Transplantation

3.1.7. Liposomal ciclosporin A (L-CsA) - Orphan - EMEA-002344-PIP02-18

Breath Therapeutics GmbH; Treatment of bronchiolitis obliterans syndrome (BOS)
Day 90 discussion

Immunology-Rheumatology-Transplantation

Prevention of influenza /Treatment of influenza / Treatment of influenza type A/B in
otherwise healthy, high risk and hospitalised patients / Prevention (post-exposure
prophylaxis) of influenza type A/B. Reduction of transmission of influenza type A/B.

Day 90 discussion

Infectious Diseases

3.1.9. Equine immunoglobulin F(ab")2 fragments targeting Shiga toxin - Orphan -
EMEA-002444-PIP02-18

Chemo Research, S.L.; Prevention of Shiga-toxin producing Escherichia coli haemolytic
uremic syndrome

Day 90 discussion

Infectious Diseases

3.1.10. Eptinezumab - EMEA-002243-PIP01-17

Prevention of migraine headaches / Prophylaxis of migraine
Day 90 discussion

Neurology

3.1.11. Fosmetpantotenate - Orphan - EMEA-002036-PIP01-16

Retrophin Europe Limited; Treatment of pantothenate kinase associated
neurodegeneration (PKAN)

Day 90 discussion

Neurology
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Tesaro UK Ltd; Treatment of all conditions included in the category of malignant
neoplasms (except haematopoietic and lymphoid malignancies) / The combination
therapy is for the treatment of patients =6 months to <18 years of age who have been
diagnosed with recurrent solid tumours that exhibit a breast cancer susceptibility gene
(BRCA)ness mutational signature (mutational signature 3)

Day 90 discussion

Oncology

3.1.13. Aldesleukin - EMEA-002492-PIP01-18

Treatment of all conditions included in the category of malignant neoplasms (except
nervous system, haematopoetic, and lymphoid tissue) / In combination with nivolumab
(or with nivolumab and ipilimumab), treatment of a relapsed or refractory paediatric
malignant solid tumour in paediatric patients less than 18 years old / In combination with
nivolumab (or with nivolumab and ipilimumab), treatment of patients with unresectable
or metastatic melanoma in the age group from 12 to less than 18 years old

Day 90 discussion

Oncology

3.1.14. Pegvorhyaluronidase alfa - Orphan - EMEA-001883-PIP03-17

Halozyme Inc; Treatment of solid malignant tumours (except central nervous system
tumours, haematopoietic and lymphoid tissue tumours) / Pegvorhyaluronidase alfa is
indicated in combination with cytotoxic cancer therapies for the treatment of paediatric
patients aged from birth to less than 18 years with relapsed or refractory solid tumours
that accumulate high levels of hyaluronan

Day 90 discussion

Oncology

3.1.15. Anti PD-1 monoclonal antibody - EMEA-002463-PIP01-18

Treatment of all conditions included in the category of malignant neoplasms (except
haematopoietic and lymphoid malignancies) / The combination therapy is for the
treatment of patients =6 months to <18 years of age who have been diagnosed with
recurrent solid tumours that exhibit a breast cancer susceptibility gene (BRCA)ness
mutational signature (mutational signature 3)

Day 90 discussion

Oncology

3.1.16. EMEA-002433-PIP01-18

Treatment of severe asthma in patients 6 year-old and above as an add-on therapy of
standard of care
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Day 90 discussion

Pneumology - Allergology

3.1.17. 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 60 discussion

Anaesthesiology

3.1.18. EMEA-002568-PIP01-19

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

Day 60 discussion

Dermatology

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

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

Day 60 discussion

Dermatology

3.1.20. Dupilumab - EMEA-001501-PIP04-19

Treatment of eosinophilic esophagitis
Day 60 discussion
Gastroenterology-Hepatology
3.1.21. 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 anaemia subtype A
Day 60 discussion

Haematology-Hemostaseology

3.1.22. Probenecid / sulopenem etzadroxil - EMEA-002602-PIP01-19

Urinary tract infections / Abdominal and gastrointestinal infections / Uncomplicated
urinary tract infections / Complicated intra-abdominal infections / Complicated urinary
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tract infections
Day 60 discussion

Infectious Diseases

3.1.23. 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 60 discussion

Infectious Diseases

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

Helsinn Birex Pharmaceuticals limited; Acute Myeloid Leukemia
Day 60 discussion

Oncology

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

Calliditas Therapeutics AB; Primary IgA nephropathy
Day 60 discussion

Uro-nephrology

3.1.26. Nebivolol / zofenopril - EMEA-002593-PIP01-19

Treatment of essential hypertension
Day 30 discussion

Cardiovascular Diseases

3.1.27. Ramipril / rosuvastatin - EMEA-002569-PIP01-19

Treatment of cardiovascular disease
Day 30 discussion

Cardiovascular Diseases

3.1.28. Dihomo-y-linolenic acid (DGLA) - EMEA-002364-PIP03-19

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

Day 30 discussion
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Dermatology

3.1.29. Lebrikizumab - EMEA-002536-PIP01-18

Treatment of atopic dermatitis
Day 30 discussion

Dermatology

3.1.30. Deoxycytidine - Orphan - EMEA-002513-PIP01-18

Modis Therapeutics, Inc.; Treatment of thymidine kinase 2 deficiency
Day 30 discussion

Endocrinology-Gynaecology-Fertility-Metabolism

3.1.31. Deoxythymidine - Orphan - EMEA-002624-PIP01-19

Modis Therapeutics, Inc.; Treatment of thymidine kinase 2 deficiency
Day 30 discussion

Endocrinology-Gynaecology-Fertility-Metabolism

3.1.32. Pegcetacoplan - Orphan - EMEA-002600-PIP01-19

Apellis Ireland Limited; Paroxysmal nocturnal haemoglobinuria
Day 30 discussion

Haematology-Hemostaseology

3.1.33. Rivipansel sodium - Orphan - EMEA-002596-PIP01-19

Pfizer Europe MA EEIG; Treatment of sickle cell disease / Treatment of vaso-occlusive
crisis in patients with sickle cell disease

Day 30 discussion

Haematology-Hemostaseology

3.1.34. Baricitinib - EMEA-001220-PIP05-19

Treatment of systemic lupus erythematosus
Day 30 discussion

Immunology-Rheumatology-Transplantation
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3.1.35. Mavorixafor - EMEA-002490-PIP01-18

Treatment of warts, hypogammaglobulinemia, infections, and myelokathexis (WHIM)
syndrome / Treatment of WHIM syndrome in paediatric patients aged 6 years and above.

Day 30 discussion

Immunology-Rheumatology-Transplantation

3.1.36. Polymyxin B - EMEA-002595-PIP01-19

Treatment of infections due to aerobic Gram-negative bacteria
Day 30 discussion

Infectious Diseases

3.1.37. Zoliflodacin - EMEA-002599-PIP01-19

Treatment of gonococcal infection / Treatment of uncomplicated gonorrhoea
Day 30 discussion

Infectious Diseases

3.1.38. EMEA-002572-PIP01-19

Chromosome 15q duplication syndrome / cyclin-dependent kinase-like 5 (CDKL5)
deficiency disorder / Treatment of seizures associated with chromosome 15q duplication
syndrome / Treatment of seizures associated with CDKL5 deficiency disorder

Day 30 discussion

Neurology

3.1.39. Belantamab mafodotin - Orphan - EMEA-002468-PIP04-19

GlaxoSmithKline Trading Services; Treatment of multiple myeloma
Day 30 discussion

Oncology

3.1.40. Infigratinib - EMEA-002594-PIP01-19

Cholangiocarcinoma
Day 30 discussion

Oncology
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3.1.41. Adeno-associated viral vector serotype 8 containing the human RPGR gene -
Orphan - EMEA-002601-PIP01-19
Nightstar Europa Limited; Treatment of X-linked retinitis pigmentosa
Day 30 discussion
Ophthalmology
3.1.42. Difelikefalin - EMEA-002565-PIP01-19
Chronic kidney disease (CKD)-associated pruritus
Day 30 discussion
Other
3.1.43. Obidoxime chloride / atropine sulfate - EMEA-002570-PIP01-19
Organophosphate nerve agent poisoning
Day 30 discussion
Other
3.1.44. Fexapotide triflutate - EMEA-002598-PIP01-19
Treatment of patients with benign prostatic hyperplasia (BPH)
Day 30 discussion
Uro-nephrology
3.1.45. Recombinant hepatitis B vaccine - EMEA-002157-PIP01-17

Prevention of infection of hepatitis B virus / Secondary immunization of non-responder

(anti-HBs levels< 10 mIU/mL) or hypo-responder (anti-HBs levels 10-99 mIU/mL)
children age 2-18 years old to prior immunization against hepatitis B virus (HBV)

infection / Primary active immunization of children from birth to 18 years old for the

prevention of hepatitis B infection
Day 30 discussion

Vaccines

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.

No items.
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3.3. Discussions on Modification of an Agreed Paediatric Investigation
Plan

3.3.1. Sacubitril / valsartan - EMEA-000316-PIP02-11-M04

Novartis Europharm Ltd.; Heart Failure / Treatment of heart failure
Day 30 discussion

Cardiovascular Diseases

3.3.2. Ticagrelor - EMEA-000480-PIP01-08-M12

AstraZeneca AB; Thromboembolic events (children), acute coronary syndrome, history of
myocardial infarction / Reduction in occurrence of vaso-occlusive crises in paediatric
patients with sickle cell disease

Day 30 discussion

Cardiovascular Diseases / Haematology-Hemostaseology
3.3.3. Liquid ethanolic extract 30 per cent (w/w) of Allium cepa L. (fresh bulb) and

Citrus limon (L.) Burm. f. (fresh fruit), Paullinia cupana Kunth, Theobroma cacao
L. - EMEA-001835-PIP01-15-M04

LEGACY HEALTHCARE; Treatment of alopecia
Day 30 discussion
Dermatology

3.3.4. 2-hydroxypropyl-B-cyclodextrin (HP-B-CD) - Orphan - EMEA-001866-PIP01-15-
MO04

Mallinckrodt Pharmaceuticals Ireland Ltd; Treatment of Niemann-Pick disease, type C
Day 30 discussion

Endocrinology-Gynaecology-Fertility-Metabolism

3.3.5. Empagliflozin - EMEA-000828-PIP04-16-M03

Boehringer Ingelheim International GmbH; Treatment of type 1 diabetes mellitus
Day 30 discussion

Endocrinology-Gynaecology-Fertility-Metabolism

Novo Nordisk A/S; Treatment of obesity

Day 30 discussion
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Endocrinology-Gynaecology-Fertility-Metabolism

Roche Registration GmbH; Treatment of ulcerative colitis/ Treatment of Crohn's disease /
Treatment of moderately to severely active Crohn's disease / Treatment of moderately to
severely active ulcerative colitis

Day 30 discussion

Gastroenterology-Hepatology

3.3.8. Linaclotide - EMEA-000927-PIP01-10-M04

Allergan Pharmaceuticals International Limited; Functional constipation in children
Day 30 discussion

Gastroenterology-Hepatology

3.3.9. Odevixibat - Orphan - EMEA-002054-PIP01-16-M01

Albireo AB; Progressive familial intrahepatic cholestasis (PFIC)
Day 30 discussion

Gastroenterology-Hepatology

3.3.10. Ferric maltol - EMEA-001195-PIP01-11-M04

Norgine BV; Iron deficiency anaemia / Treatment for iron deficiency anaemia (IDA)
Day 30 discussion

Haematology-Hemostaseology

3.3.11. Lonoctocog alfa - EMEA-001215-PIP01-11-M07

CSL Behring GmbH; Haemophilia A
Day 30 discussion

Haematology-Hemostaseology

3.3.12. Upadacitinib - EMEA-001741-PIP01-14-M02

AbbVie Ltd; Treatment of chronic idiopathic arthritis / Treatment of juvenile idiopathic
arthritis

Day 30 discussion

Immunology-Rheumatology-Transplantation
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3.3.13. Ustekinumab - EMEA-000311-PIP03-11-M05

Janssen-Cilag International NV; Treatment of chronic idiopathic arthritis (including
rheumatoid arthritis, spondyloarthritis, psoriatic arthritis (PsA) and juvenile idiopathic
arthritis (JIA)) / Treatment of juvenile idiopathic arthritis (juvenile psoriatic arthritis
(jPsA))

Day 30 discussion

Immunology-Rheumatology-Transplantation

3.3.14. Lamivudine (3TC) / dolutegravir (DTG) - EMEA-001940-PIP01-16-M02

ViiV Healthcare BV; Treatment of human immunodeficiency virus (HIV-1) infection
Day 30 discussion

Infectious Diseases

3.3.15. Nirsevimab - anti-respiratory syncytial virus human IgG1lk monoclonal antibody -
EMEA-001784-PIP01-15-M01

AstraZeneca AB; Prevention of respiratory syncytial viral infections
Day 30 discussion

Infectious Diseases

3.3.16. Pretomanid - Orphan - EMEA-002115-PIP01-17-M01

Global Alliance for TB Drug Development; Treatment of multi-drug-resistant tuberculosis
Day 30 discussion

Infectious Diseases

3.3.17. Arimoclomol citrate - Orphan - EMEA-001748-PIP01-15-M02

Orphazyme A/S; Treatment of Niemann-Pick disease, Type C
Day 30 discussion

Neurology

3.3.18. Ataluren - Orphan - EMEA-000115-PIP01-07-M10

PTC Therapeutics International, Limited; Treatment of dystrophinopathy ICD-10: G71.0 /
Muscular dystrophy [of Duchenne and Becker] / Treatment of nonsense-mutation
dystrophinopathy

Day 30 discussion

Neurology
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3.3.19. Brivaracetam - Orphan - EMEA-000332-PIP01-08-M14

UCB Pharma S.A.; Treatment of neonatal seizures / Treatment of epilepsy with partial
onset seizures / Treatment of paediatric patients with partial onset seizures / Treatment
of neonatal seizures with adjunctive administration of brivaracetam

Day 30 discussion

Neurology

3.3.20. Onasemnogene abeparvovec - Orphan - EMEA-002168-PIP01-17-M02

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

Day 30 discussion

Neurology

3.3.21. Risdiplam - Orphan - EMEA-002070-PIP01-16-M03

Roche Registration GmbH; Treatment of spinal muscular atrophy
Day 30 discussion

Neurology

3.3.22. Cabozantinib - Orphan - EMEA-001143-PIP01-11-M02

Ipsen Pharma; Treatment of malignant solid tumours
Day 30 discussion

Oncology

3.3.23. Cobimetinib - EMEA-001425-PIP01-13-M04

Roche Registration GmbH; Treatment of all conditions included in the category of
malignant neoplasms (except haematopoietic and lymphoid tissue) with Ras, Raf or MEK
pathway activation / Treatment of children with a paediatric solid malignant tumour with
known or expected Ras, Raf or MEK pathway activation, at first relapse or refractory to
initial treatment

Day 30 discussion

Oncology

3.3.24. Larotrectinib - Orphan - EMEA-001971-PIP02-16-M02

Bayer AG; Treatment of all conditions included in the category of malignant neoplasms
(except central nervous system tumours, haematopoietic and lymphoid tissue
neoplasms) / Treatment of paediatric patients from birth to less than 18 years of age
with advanced solid tumours harbouring an NTRK fusion
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Day 30 discussion

Oncology

3.3.25. Pazopanib - EMEA-000601-PIP01-09-M06

Novartis Europharm Limited; Ewing sarcoma family of tumours /Rhabdomyosarcoma /
Non-rhabdomyosarcoma soft tissue sarcoma / Treatment of paediatric patients with
rhabdomyosarcoma / Treatment of paediatric patients with Ewing sarcoma family of
tumours / Treatment of paediatric patients with non-rhabdomyosarcoma soft tissue
sarcoma

Day 30 discussion

Oncology

3.3.26. Tisagenlecleucel - Orphan - EMEA-001654-PIP02-17-M01

Novartis Europharm Limited; Mature B-cell neoplasm / Treatment of paediatric patients
with CD19+ relapsed or refractory mature B-cell non-Hodgkin's lymphoma

Day 30 discussion

Oncology

3.3.27. Human thrombin / human fibrinogen - EMEA-001149-PIP01-11-M05

Omrix Biopharmaceuticals N.V.; Treatment of cerebrospinal fluid leakage resulting from a
surgical procedure / Treatment of haemorrhage resulting from a surgical procedure /
Indicated for suture line sealing in dura mater closure / Indicated for supportive
treatment in surgery where standard surgical techniques are insufficient, for
improvement of haemostasis / Indicated for supportive treatment in surgery where
standard surgical techniques are insufficient, for improvement of haemostasis.

Day 30 discussion

Other

3.3.28. Lomitapide - EMEA-001124-PIP01-10-M04

Amryt Pharmaceuticals DAC; Treatment of heterozygous and homozygous familial
hypercholesterolaemia / Treatment of homozygous familial hypercholesterolaemia,
Treatment of heterozygous familial hypercholesterolemia

Day 30 discussion

Other

3.3.29. Dermatophagoides farinae / Dermatophagoides pteronyssinus - EMEA-001258-
PIPO1-11-MO05

ALK-Abelld A/S; Treatment of allergic rhinitis / Treatment of asthma / Indicated in house
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dust mite allergic asthma / Indicated in house dust mite allergic rhinitis
Day 30 discussion

Pneumology - Allergology

3.3.30. Fevipiprant - EMEA-001315-PIP02-16-M02
Novartis EuroPharm Limited; Asthma / Treatment of uncontrolled persistent asthma
Day 30 discussion
Pneumology - Allergology

3.3.31. Finerenone - EMEA-001623-PIP01-14-M03
Bayer AG; Chronic kidney disease / Treatment of chronic kidney disease associated with
proteinuria in addition to a therapy with angiotensin converting enzyme inhibitor (ACEi)
or angiotensin receptor blocker (ARB)
Day 30 discussion
Uro-nephrology

3.3.32. Influenza virus surface antigens (haemagglutinin) of strain A (H1N1) / influenza
virus surface antigens (haemagglutinin) of strain A (H3N2) / influenza virus
surface antigens (haemagglutinin) of strain B (Victoria lineage) / influenza virus
surface antigens (haemagglutinin) of strain B (Yamagata lineage) - EMEA-
002027-PIP02-17-M01
Adimmune Corporation; Prevention of influenza infection
Day 30 discussion
Vaccines

3.3.33. Outer membrane vesicles (OMV) from neisseria meningitidis serogroup B strain
NZ98/254 measured as amount of total protein containing the PorA P1.4 /
Recombinant neisseria meningitidis serogroup B fHbp fusion protein /
Recombinant neisseria meningitidis serogroup B NadA protein / Recombinant
neisseria meningitidis serogroup B NHBA fusion protein - EMEA-000139-PIP01-
07-M03
GSK Vaccines S.r.l.; Prevention of meningococcal meningitis
Day 30 discussion
Vaccines

3.3.34. Prepandrix: A/Indonesia/05/2005 (H5N1) like strain used / Adjupanrix: split

influenza virus, inactivated, containing antigen: A/VietNam/1194/2004 (H5N1)
like strain used - EMEA-000160-PIP01-07-M05

GlaxoSmithKline Biologicals SA; Prevention of influenza infection
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4.1.

4.2.

4.3.

5.1.

5.2,

5.3.

Day 30 discussion

Vaccines

Nominations

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

List of letters of intent received for submission of applications
with start of procedure 20 August 2019 for Nomination of
Rapporteur and Peer reviewer

Summary of committee discussion:

The PDCO approved the lists of Rapporteurs and Peer Reviewers.
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.

Nominations for other activities

No items

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.

New Scientific Advice

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

Ongoing Scientific Advice

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

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.
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Discussion on the applicability of class waivers

Disclosure of 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. NTHi-Mcat vaccine - EMEA-05-2019

GlaxoSmithKline Biologicals SA; All classes of medicinal products for treatment of chronic
obstructive pulmonary disease (COPD) (excluding chronic lung diseases associated with
long-term airflow limitation, such as asthma, bronchopulmonary dysplasia, primary cilia
dyskinesia, obstructive lung disease related to graft-versus-host disease after [bone-
marrow] transplantation) / Reduction of exacerbations of chronic obstructive pulmonary
disease (COPD) in patients with a history of exacerbations

Summary of committee discussion:

The applicability of the class waiver as referred to in the Agency’s Decision
CW/0001/2015 to the planned therapeutic indication was not confirmed because the
product is intended for active immunization to prevent infections due to targeted
bacterial pathogens, so that reduction in acute exacerbations of chronic obstructive
pulmonary disease (COPD) in patients with a history of exacerbations can be achieved.
The product mode of action is to induce targeted pathogens-specific protective immunity
and is not expected to have direct action on COPD.

Other potential paediatric interests of this medicine suggested by PDCO: children
vulnerable to nontypeable Haemophilus influenzae (NTHi) and Moraxella catarrhalis
(Mcat) infections such as paediatric patients with cystic fibrosis.

6.1.2. Pertuzumab/trastuzumab fixed dose combination - EMEA-08-2019

Roche Registration GmBH; The class of HER - / Epidermal growth factor-receptor
antibody medicinal products for treatment of breast malignant neoplasms. Early breast
cancer: neoadjuvant treatment of adult patients with HER2-positive, locally advanced,
inflammatory or early stage breast cancer at high risk of recurrence in combination with
chemotherapy / Adjuvant treatment of adult patients with HER2-positive early breast
cancer at high risk of recurrence in combination with chemotherapy. Metastatic breast
cancer: treatment of adult patients with HER2-positive metastatic or locally recurrent
unresectable breast cancer, who have not received previous anti-HER2 therapy or
chemotherapy for their metastatic disease, for use in combination with docetaxel

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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6.1.3. Acumapimod - EMEA-09-2019

Mereo BioPharma Ireland Limited; All classes of medicinal products for treatment of
chronic obstructive pulmonary disease (COPD) (excluding chronic lung diseases
associated with long-term airflow limitation, such as asthma, bronchopulmonary
dysplasia, primary cilia dyskinesia, obstructive lung disease related to graft versus host
disease after [bone-marrow] transplantation) / Treatment of acute exacerbations of
COPD

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.

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. Icosapent ethyl - EMEA-001300-PIP01-12

NDA Regulatory Science Ltd; Treatment of hypertriglyceridemia

Proposed indication: to reduce the risk of cardiovascular death, myocardial infarction,
stroke, coronary revascularization, and unstable angina requiring hospitalization as an
adjunct to statin therapy in adult patients with elevated triglyceride levels (TG =135
mg/dL) and other risk factors for cardiovascular disease

Summary of committee discussion:

The PDCO agreed with the Applicant that the proposed indication, ‘to reduce the risk of
cardiovascular death, myocardial infarction, stroke, coronary revascularization, and
unstable angina requiring hospitalization as an adjunct to statin therapy in adult patients
with elevated triglyceride levels (TG =135 mg/dL) and other risk factors for cardiovascular
disease’, is included within the PIP condition ‘treatment of hypertriglyceridemia’ listed in
the Agency Decision.

7.1.2. Fc- and CDR-modified humanized 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:
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The committee was of the view that the proposed indication ‘treatment of patients with
complement-mediated thrombotic microangiopathy (TMA)’, does not fall under the scope
of the above mentioned Decision, as the indication was not considered to be covered by
the condition ‘treatment of atypical haemolytic uremic syndrome’ listed in the Agency
Decision.

7.1.3. Ticagrelor - EMEA-000480-PIP01-08-M11

AstraZeneca AB; Prevention of thromboembolic events

Proposed indication: Ticagrelor is indicated for the prevention of stroke and death in
patients with acute ischaemic stroke or transient ischaemic attack

Cardiovascular Diseases / Haematology-Hemostaseology
Summary of committee discussion:

The PDCO agreed with the Applicant that the proposed indication is included within the PIP
condition ‘prevention of thromboembolic events’.

8. Annual reports on deferrals

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

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

The PDCO Committee noted the nomination of Melinda Sobor as the new alternate for
Hungary, Martine Trauffler as the new alternate for Luxembourg and Simona Badoi as the
new alternate for Romania, all three nominated within CHMP.

9.2. Coordination with EMA Scientific Committees or CMDh-v

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

Summary of committee discussion:

The PDCO members were informed about the final CHMP Opinions on medicinal products
with recommended paediatric indications adopted in May 2019. These included Cufence
(trientine dihydrochloride).

The list of procedures with paediatric indications to be evaluated by the CHMP, starting in
May 2019, was presented to the PDCO members.
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9.2.2. EMA Scientific Committees — Timing for Chair elections

Summary of committee discussion:

The EMA Secretariat informed the Committee on the timing for Chair’s and vice-Chair’s
elections for 2019. The PDCO Chair election is scheduled in July 2019 and the PDCO vice-
Chair election in October 2019.

9.3. Coordination with EMA Working Parties/Working Groups/Drafting
Groups
9.3.1. Non-clinical Working Group: Draft manuscript on the non-clinical CNS project

PDCO member: Karen van Malderen
Summary of committee discussion:

The outcome of an evaluation of juvenile animal studies for paediatric CNS-targeted
compounds was presented.

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.

9.3.3. 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.

9.4. Cooperation within the EU regulatory network
9.4.1. CTFG: Recommendation Paper on the Initiation and Conduct of Complex Clinical
Trials

CTFG Chair: Ann Marie Janson Lang; Elke Stah
Summary of committee discussion:

The Clinical Trials Facilitation and Coordination Group (CTFG) Chair presented the
Recommendation Paper on the Initiation and Conduct of Complex Clinical Trials. It was
also the opportunity to discuss how to further strengthen collaboration between the CTFG
and the PDCO.
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9.5. Cooperation with International Regulators

9.5.1. Report from the Paediatric Cluster Teleconference

Summary of committee discussion:

The Committee was informed about the discussions at the Paediatric Cluster
teleconference on 20 June 2019.

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

No items
9.7. PDCO work plan
No items
9.8. Planning and reporting
9.8.1. Marketing authorisation applications (MAA) forecast for 2019 - planning update

dated Q2 2019

Summary of committee discussion:

The EMA Business Analysis & Forecasting presented to PDCO for information a quarterly
updated report on marketing authorisation applications planned for submission (the
business ‘pipeline’).

9.8.2. A first perspective on the impact of the review of the class waiver list in July
2015

Summary of committee discussion:

A perspective was given on the impact of the revision of the class waiver list on oncology
PIPs.

9.8.3. Strategic Review and Learning Meeting (SRLM) under the Romanian Presidency
held in Malta on 13-14 June 2019 - Report to the Committee

PDCO topic leaders: Dirk Mentzer, Dana Gabriela Marin, Herbert Lenicker
Summary of committee discussion:

The PDCO was provided with feedback from the SRLM held on 13-14 June 2019 in Malta.
Some topics from the EMA/EC Paediatric Action Plan were discussed. A shorter re-
discussion within the PDCO plenary with full attendance will be needed in the coming
months for some topics, to agree on the way forward: unmet medical needs, Duchenne
Muscular Dystrophy — possibly with some SAWP members and/or patients’
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representatives, modelling and simulation / extrapolation, Clinical Trials Authorisation -
re-discussion to link with interactions with CTFG.

10. Any other business
No items
11. Breakout sessions

11.1.1. Paediatric oncology

Summary of committee discussion:

The break-out session was cancelled.

11.1.2. Neonatology

Summary of committee discussion:

The Neonatology breakout session discussed upcoming and ongoing PIPs and Scientific
Advices involving the neonatal population.

11.1.3. Inventory

Summary of committee discussion:

The inventory group discussed the assessment of unmet need as well as organisational
matters.

The Chair thanked all participants and closed the meeting.
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12. List of participants

List of participants including any restrictions with respect to involvement of members / alternates /
experts following evaluation of declared interests for the 25-28 June 2019 meeting

Member state Outcome Topics on agenda for
or affiliation restriction which restrictions
following apply
evaluation of e-
Dol
Dirk Mentzer Chair Germany No interests declared N/A
Karl-Heinz Member Austria No interests declared N/A
Huemer
Koenraad Member (Vice- Belgium When chairing the Recombinant human
Norga Chair) meeting: monoclonal antibody to
To be replaced for GM-CSF - EMEA-
discussions, final 001882-PIP02-16-M01
deliberations and
voting Belantamab mafodotin -
Orphan - EMEA-002468-
When not chairing PIP04-19 - Discussion

the meeting: No
participation in final EMEA-000160-PIPO1-
deliberations and 07-M05
voting
Niraparib - Orphan -
EMEA-002268-PIP02-18

Anti PD-1 monoclonal
antibody - EMEA-
002463-PIP01-18

Karen Van Alternate Belgium No interests declared N/A
Malderen
Dimitar Member Bulgaria No restrictions None
Roussinov applicable to this

meeting
Georgios Member Cyprus No interests declared N/A
Savva
Tereza Member Czech Republic No interests declared N/A
Bazantova
Kirstine Moll Member Denmark No interests declared N/A
Harboe
Irja Lutsar Member Estonia No interests declared N/A
Jana Lass Alternate Estonia No interests declared N/A
Ann Marie Member Finland No interests declared N/A
Totterman
Sylvie Member France No interests declared N/A
Benchetrit
Dominique Alternate France No interests declared N/A
Ploin
Sabine Member Germany No interests declared N/A
Scherer
Yuansheng Alternate Germany No interests declared N/A
Sun
Eleni Member Greece No interests declared N/A
Katsomiti
Anastasia Alternate Greece No interests declared N/A
Mountaki
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Member state
or affiliation

Outcome
restriction
following
evaluation of e-
Dol

Topics on agenda for
which restrictions

apply

Agnes Member (CHMP Hungary No interests declared N/A

Gyurasics member)

Brian Member Ireland No interests declared N/A

Aylward

Sara Member Italy No interests declared N/A

Galluzzo

Dina Apele- Member Latvia No restrictions None

Freimane applicable to this

meeting

Sigita Member Lithuania No interests declared N/A

Burokiene

Carola de Member (CHMP Luxembourg No interests declared N/A

Beaufort alternate)

Herbert Alternate Malta No interests declared N/A

Lenicker

Maaike van Member Netherlands No interests declared N/A

Dartel

Siri Wang Member Norway No interests declared N/A

Marek Member Poland No interests declared N/A

Migdal

Helena Member Portugal No interests declared N/A

Fonseca

Hugo Alternate Portugal No interests declared N/A

Tavares

Dana Member (CHMP Romania No interests declared N/A

Gabriela alternate)

Marin

Peter Member Slovakia No interests declared N/A

Sisovsky

Peter Alternate Slovakia No interests declared N/A

Szitanyi

Stefan Member Slovenia No interests declared N/A

Grosek

Fernando de Member Spain No interests declared N/A

Andrés

Trelles

Maria Jesus Alternate Spain No interests declared N/A

Fernandez

Cortizo

Ninna Member Sweden No interests declared N/A

Gullberg

Eva Agurell Alternate Sweden No interests declared N/A

Angeliki Member United Kingdom  No interests declared N/A

Siapkara

Fernando Member Healthcare No participation in Nirsevimab (anti-

Cabanas Professionals' final deliberations respiratory syncytial

Representative and voting on: virus human IgG1lk

monoclonal antibody -
MEDI8897) - EMEA-
001784-PIP01-15-M01

Jorrit Alternate Healthcare No interests declared N/A

Gerritsen Professionals'

Representative
Francesca Member Healthcare No restrictions None
Rocchi Professionals' applicable to this
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Member state
or affiliation

Outcome
restriction
following
evaluation of e-
Dol

Topics on agenda for
which restrictions

apply

Johannes Member

Taminiau

Glnter Karl- Member

Heinz

Auerswald

Paola Alternate

Baiardi

Dimitrios Member

Athanasiou

Maria Estela  Expert - in

Moreno person*

Martin

Anna Joo Expert - in
person*

Fabienne Expert - in

Gaugazova person*

Romaldas Expert - in

Madiulaitis person¥*

Kristina Expert - in

Dunder person*

Johann Expert - in

Lodewijk person*

Hillege

Roel Bolt Expert - in
person*

Ann Marie Expert - in

Janson Lang person*

Representative
Healthcare
Professionals'
Representative
Patients’
Organisation
Representative
Patients’
Organisation
Representative
Patients’
Organisation
Representative

Spain -
AGEMED/AEMPS
Sweden - MPA
Sweden - MPA
Lithuania
Sweden

Netherlands

Netherlands

CTFG Chair

meeting
No interests declared

No restrictions
applicable to this
meeting

No restrictions
applicable to this
meeting

No interests declared

No interests declared

No restrictions
applicable to this
meeting

No participation in
discussion, final
deliberations and
voting on:

No interests declared

No interests declared

No interests declared

No interests declared

N/A

None

None

N/A

N/A

None

Larotrectinib - Orphan -
EMEA-001971-PIP02-
16-M02

Finerenone - EMEA-
001623-PIP01-14-M03
Baloxavir marboxil -
EMEA-002440-PIP01-18
A fully human, IgG2
mAb (MSTT1041A /
RO7187807) - EMEA-
002433-PIP01-18

Etrolizumab - EMEA-
001434-PIP01-13-M02

Risdiplam - Orphan -
EMEA-002070-PIP01-
16-M03

Cobimetinib - EMEA-
001425-PIP01-13-M04

Pertuzumab/trastuzuma
b fixed dose
combination - EMEA-08-
2019

N/A

N/A

N/A

N/A
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Member state Outcome Topics on agenda for

or affiliation restriction which restrictions
following apply
evaluation of e-
Dol
Jan Willem Expert - via Netherlands No interests declared N/A
van der telephone*
Laan

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/

EMA/641820/2019 Page 5/48


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/

	1.  Introductions
	1.1.  Welcome and declarations of interest of members, alternates and experts
	1.2.  Adoption of agenda
	1.3.  Adoption of the minutes

	2.  Opinions
	2.1.  Opinions on Products
	2.1.1.  6-cyclopropaneamido-4-{[2-methoxy-3-(1-methyl-1H-1,2,4 triazol-3-yl)phenyl]amino}-N-(2H3)methylpyridazine-3-carboxamide - EMEA-002350-PIP01-18
	2.1.2.  EMEA-002464-PIP01-18
	2.1.3.  Oxalobacter formigenes strain HC-1 - Orphan - EMEA-000370-PIP02-18
	2.1.4.  Humanized anti-CD19, Fc engineered, monoclonal antibody - Orphan - EMEA-002414-PIP01-18
	2.1.5.  Vedolizumab - EMEA-000645-PIP03-18
	2.1.6.  Bulevirtide - Orphan - EMEA-002399-PIP01-18
	2.1.7.  Botulinum toxin type A - EMEA-002521-PIP01-18
	1.1.1.    0F
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	2.1.8.  EMEA-002577-PIP01-19
	2.1.9.  Human chorionic gonadotrophin - EMEA-002547-PIP01-19
	2.1.10.  Mifepristone - EMEA-001437-PIP02-19
	2.1.11.  Istradefylline - EMEA-002540-PIP01-18
	2.1.12.  EMEA-002575-PIP01-19
	2.1.13.  EGFR-cMET bispecific antibody - EMEA-002573-PIP01-19
	2.1.14.  Tafasitamab - Humanised Fc engineered monoclonal antibody against CD19 for the treatment of diffuse large B-cell lymphoma - Orphan - EMEA-002499-PIP02-19
	2.1.15.  Ciclosporin - EMEA-002491-PIP02-19
	2.1.16.  Anti-neonatal Fc receptor human monoclonal antibody - EMEA-002559-PIP01-19
	2.1.17.  Norethisterone acetate / estradiol / relugolix - EMEA-002428-PIP02-18

	2.2.  Opinions on Compliance Check
	2.2.1.  Etravirine - EMEA-C-000222-PIP01-08-M09

	2.3.  Opinions on Modification of an Agreed Paediatric Investigation Plan
	1.1.1.  1F
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	2.3.1.  Fluciclovine (18F) - Orphan - EMEA-001644-PIP02-14-M01
	2.3.2.  Saxagliptin - EMEA-000200-PIP01-08-M08
	2.3.3.  Belatacept - EMEA-000157-PIP01-07-M04
	2.3.4.  Ixekizumab - EMEA-001050-PIP02-18-M01
	2.3.5.  Recombinant human monoclonal antibody to GM-CSF - EMEA-001882-PIP02-16-M01
	2.3.6.  Delamanid - Orphan - EMEA-001113-PIP01-10-M06
	2.3.7.  Eslicarbazepine acetate - EMEA-000696-PIP02-10-M06
	2.3.8.  Eteplirsen - Orphan - EMEA-001722-PIP01-14-M02
	2.3.9.  Lasmiditan - EMEA-002166-PIP01-17-M02
	2.3.10.  Bosutinib - EMEA-000727-PIP01-09-M03
	1.1.1.  2F
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	2.3.11.  Daunorubicin (liposomal formulation) / cytarabine (liposomal formulation) – Orphan - EMEA-001858-PIP02-16-M03
	2.3.12.  Ixazomib - Orphan - EMEA-001410-PIP02-17-M02
	2.3.13.  Selumetinib - Orphan - EMEA-001585-PIP01-13-M03
	2.3.14.  Palonosetron / fosnetupitant - EMEA-001198-PIP03-17-M02
	2.3.15.  Octenidine (dihydrochloride) - EMEA-001514-PIP01-13-M01
	2.3.16.    Reslizumab - EMEA-001202-PIP02-13-M03
	2.3.17.  Tezepelumab - EMEA-001613-PIP01-14-M03
	2.3.18.  Mirabegron - EMEA-000597-PIP02-10-M07

	1.1.
	2.4.  Opinions on Re-examinations
	2.4.1.  Genetically modified replication-incompetent herpes simplex virus-1 expressing collagen VII - Orphan - EMEA-002472-PIP02-19

	2.5.  Opinions on Review of Granted Waivers
	2.6.  Finalisation and adoption of Opinions
	2.7.  Partial Compliance Checks completed by EMA
	2.7.1.  Ponesimod - EMEA-C1-000798-PIP01-09-M01
	2.7.2.  Peanut (arachis hypogaea) allergen powder (previously known as Peanut flour) - EMEA-C1-001734-PIP01-14-M04


	3.   Discussion of applications
	3.1.  Discussions on Products D90-D60-D30
	3.1.1.  Birch bark extract - Orphan - EMEA-001299-PIP03-17
	1.1.1.
	1.1.1.
	3.1.2.  Trifarotene cream HE1 - EMEA-001492-PIP02-18
	1.1.1.
	1.1.1.
	3.1.3.  Levonorgestrel - EMEA-002474-PIP02-18
	1.1.1.
	1.1.1.
	3.1.4.  Tirzepatide - EMEA-002360-PIP01-18
	1.1.1.
	1.1.1.
	3.1.5.  EMEA-002448-PIP01-18
	1.1.1.
	1.1.1.
	3.1.6.  Bimekizumab - EMEA-002189-PIP02-18
	1.1.1.
	1.1.1.
	3.1.7.  Liposomal ciclosporin A (L-CsA) - Orphan - EMEA-002344-PIP02-18
	1.1.1.  4F5F
	1.1.1.
	3.1.8.  Baloxavir marboxil - EMEA-002440-PIP01-18
	1.1.1.
	1.1.1.
	3.1.9.  Equine immunoglobulin F(ab')2 fragments targeting Shiga toxin - Orphan - EMEA-002444-PIP02-18
	1.1.1.
	1.1.1.
	3.1.10.  Eptinezumab - EMEA-002243-PIP01-17
	1.1.1.
	1.1.1.
	3.1.11.  Fosmetpantotenate - Orphan - EMEA-002036-PIP01-16
	1.1.1.  6F
	1.1.1.
	3.1.12.  Niraparib (as tosylate monohydrate) - Orphan - EMEA-002268-PIP02-18
	1.1.1.
	1.1.1.
	3.1.13.  Aldesleukin - EMEA-002492-PIP01-18
	1.1.1.
	1.1.1.
	3.1.14.  Pegvorhyaluronidase alfa - Orphan - EMEA-001883-PIP03-17
	1.1.1.
	1.1.1.
	3.1.15.  Anti PD-1 monoclonal antibody - EMEA-002463-PIP01-18
	1.1.1.
	1.1.1.
	3.1.16.  EMEA-002433-PIP01-18
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	3.1.17.  Remimazolam - EMEA-001880-PIP02-19
	1.1.1.
	1.1.1.
	3.1.18.  EMEA-002568-PIP01-19
	1.1.1.
	1.1.1.
	3.1.19.  Hydrogen peroxide - EMEA-001884-PIP03-18
	1.1.1.
	1.1.1.
	3.1.20.  Dupilumab - EMEA-001501-PIP04-19
	1.1.1.
	1.1.1.
	3.1.21.  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
	1.1.1.
	1.1.1.
	3.1.22.  Probenecid / sulopenem etzadroxil - EMEA-002602-PIP01-19
	1.1.1.
	1.1.1.
	3.1.23.  Sulopenem - EMEA-002478-PIP01-18
	1.1.1.
	1.1.1.
	3.1.24.  Pracinostat - Orphan - EMEA-002567-PIP01-19
	1.1.1.
	1.1.1.
	3.1.25.  Budesonide - Orphan - EMEA-002500-PIP01-18
	1.1.1.
	1.1.1.
	3.1.26.  Nebivolol / zofenopril - EMEA-002593-PIP01-19
	3.1.27.    Ramipril / rosuvastatin - EMEA-002569-PIP01-19
	1.1.1.
	1.1.1.
	3.1.28.  Dihomo-γ-linolenic acid (DGLA) - EMEA-002364-PIP03-19
	1.1.1.
	1.1.1.
	3.1.29.  Lebrikizumab - EMEA-002536-PIP01-18
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	3.1.30.  Deoxycytidine - Orphan - EMEA-002513-PIP01-18
	1.1.1.
	1.1.1.
	1.1.1.
	3.1.31.  Deoxythymidine - Orphan - EMEA-002624-PIP01-19
	1.1.1.
	1.1.1.
	1.1.1.
	3.1.32.  Pegcetacoplan - Orphan - EMEA-002600-PIP01-19
	1.1.1.
	1.1.1.
	3.1.33.  Rivipansel sodium - Orphan - EMEA-002596-PIP01-19
	1.1.1.
	1.1.1.
	3.1.34.  Baricitinib - EMEA-001220-PIP05-19
	1.1.1.
	1.1.1.
	3.1.35.  Mavorixafor - EMEA-002490-PIP01-18
	1.1.1.
	1.1.1.
	3.1.36.  Polymyxin B - EMEA-002595-PIP01-19
	1.1.1.
	1.1.1.
	3.1.37.  Zoliflodacin - EMEA-002599-PIP01-19
	1.1.1.
	1.1.1.
	3.1.38.  EMEA-002572-PIP01-19
	1.1.1.
	1.1.1.
	3.1.39.  Belantamab mafodotin - Orphan - EMEA-002468-PIP04-19
	1.1.1.
	1.1.1.
	3.1.40.  Infigratinib - EMEA-002594-PIP01-19
	1.1.1.
	1.1.1.
	3.1.41.  Adeno-associated viral vector serotype 8 containing the human RPGR gene - Orphan - EMEA-002601-PIP01-19
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	3.1.42.  Difelikefalin - EMEA-002565-PIP01-19
	1.1.1.
	1.1.1.
	3.1.43.  Obidoxime chloride / atropine sulfate - EMEA-002570-PIP01-19
	1.1.1.
	1.1.1.
	3.1.44.  Fexapotide triflutate - EMEA-002598-PIP01-19
	1.1.1.
	1.1.1.
	3.1.45.  Recombinant hepatitis B vaccine - EMEA-002157-PIP01-17

	1.1.  9F10F11F
	1.1.
	3.2.  Discussions on Compliance Check
	3.3.  Discussions on Modification of an Agreed Paediatric Investigation Plan
	3.3.1.  Sacubitril / valsartan - EMEA-000316-PIP02-11-M04
	1.1.1.
	1.1.1.
	3.3.2.  Ticagrelor - EMEA-000480-PIP01-08-M12
	1.1.1.
	1.1.1.
	3.3.3.  Liquid ethanolic extract 30 per cent (w/w) of Allium cepa L. (fresh bulb) and Citrus limon (L.) Burm. f. (fresh fruit), Paullinia cupana Kunth, Theobroma cacao L. - EMEA-001835-PIP01-15-M04
	1.1.1.
	1.1.1.
	3.3.4.  2-hydroxypropyl-ß-cyclodextrin (HP-ß-CD) - Orphan - EMEA-001866-PIP01-15-M04
	1.1.1.
	1.1.1.
	3.3.5.  Empagliflozin - EMEA-000828-PIP04-16-M03
	1.1.1.  12F13F
	1.1.1.
	3.3.6.  Semaglutide - EMEA-001441-PIP03-17-M01
	1.1.1.  14F
	1.1.1.
	3.3.7.  Etrolizumab - EMEA-001434-PIP01-13-M02
	1.1.1.
	1.1.1.
	3.3.8.  Linaclotide - EMEA-000927-PIP01-10-M04
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	3.3.9.  Odevixibat - Orphan - EMEA-002054-PIP01-16-M01
	1.1.1.
	1.1.1.
	3.3.10.  Ferric maltol - EMEA-001195-PIP01-11-M04
	1.1.1.
	1.1.1.
	3.3.11.  Lonoctocog alfa - EMEA-001215-PIP01-11-M07
	1.1.1.
	1.1.1.
	3.3.12.  Upadacitinib - EMEA-001741-PIP01-14-M02
	1.1.1.
	1.1.1.
	3.3.13.  Ustekinumab - EMEA-000311-PIP03-11-M05
	1.1.1.
	1.1.1.
	3.3.14.  Lamivudine (3TC) / dolutegravir (DTG) - EMEA-001940-PIP01-16-M02
	1.1.1.
	1.1.1.
	3.3.15.  Nirsevimab - anti-respiratory syncytial virus human IgG1κ monoclonal antibody  - EMEA-001784-PIP01-15-M01
	1.1.1.
	1.1.1.
	3.3.16.  Pretomanid - Orphan - EMEA-002115-PIP01-17-M01
	1.1.1.
	1.1.1.
	3.3.17.  Arimoclomol citrate - Orphan - EMEA-001748-PIP01-15-M02
	1.1.1.
	1.1.1.
	3.3.18.  Ataluren - Orphan - EMEA-000115-PIP01-07-M10
	1.1.1.
	1.1.1.
	3.3.19.  Brivaracetam - Orphan - EMEA-000332-PIP01-08-M14
	1.1.1.
	1.1.1.
	3.3.20.  Onasemnogene abeparvovec - Orphan - EMEA-002168-PIP01-17-M02
	1.1.1.
	1.1.1.
	3.3.21.  Risdiplam - Orphan - EMEA-002070-PIP01-16-M03
	1.1.1.
	1.1.1.
	3.3.22.  Cabozantinib - Orphan - EMEA-001143-PIP01-11-M02
	1.1.1.
	1.1.1.
	3.3.23.  Cobimetinib - EMEA-001425-PIP01-13-M04
	1.1.1.
	1.1.1.
	3.3.24.  Larotrectinib - Orphan - EMEA-001971-PIP02-16-M02
	1.1.1.
	1.1.1.
	1.1.1.
	3.3.25.  Pazopanib - EMEA-000601-PIP01-09-M06
	1.1.1.
	1.1.1.
	3.3.26.  Tisagenlecleucel - Orphan - EMEA-001654-PIP02-17-M01
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	1.1.1.
	3.3.27.  Human thrombin / human fibrinogen - EMEA-001149-PIP01-11-M05
	1.1.1.
	1.1.1.
	3.3.28.  Lomitapide - EMEA-001124-PIP01-10-M04
	1.1.1.
	1.1.1.
	3.3.29.  Dermatophagoides farinae / Dermatophagoides pteronyssinus - EMEA-001258-PIP01-11-M05
	1.1.1.
	1.1.1.
	3.3.30.  Fevipiprant - EMEA-001315-PIP02-16-M02
	1.1.1.
	1.1.1.
	3.3.31.  Finerenone - EMEA-001623-PIP01-14-M03
	1.1.1.
	1.1.1.
	3.3.32.  Influenza virus surface antigens (haemagglutinin) of strain A (H1N1) / influenza virus surface antigens (haemagglutinin) of strain A (H3N2) / influenza virus surface antigens (haemagglutinin) of strain B (Victoria lineage) / influenza virus s...
	1.1.1.
	1.1.1.
	3.3.33.  Outer membrane vesicles (OMV) from neisseria meningitidis serogroup B strain NZ98/254 measured as amount of total protein containing the PorA P1.4 / Recombinant neisseria meningitidis serogroup B fHbp fusion protein / Recombinant neisseria me...
	1.1.1.
	1.1.1.
	3.3.34.  Prepandrix: A/Indonesia/05/2005 (H5N1) like strain used / Adjupanrix: split influenza virus, inactivated, containing antigen: A/VietNam/1194/2004 (H5N1) like strain used - EMEA-000160-PIP01-07-M05


	1.
	1.
	4.  Nominations
	4.1.  List of letters of intent received for submission of applications with start of procedure 20 August 2019 for Nomination of Rapporteur and Peer reviewer
	4.2.  Nomination of Rapporteur for requests of confirmation on the applicability of the EMA decision on class waiver.
	4.3.  Nominations for other activities

	5.  Scientific Advice Working Party (SAWP) and Paediatric Committee (PDCO) Interaction
	1.1.
	5.1.  New Scientific Advice
	5.2.  Ongoing Scientific Advice
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	1.1.
	5.3.  Final Scientific Advice (Reports and Scientific Advice letters)

	1.
	6.  Discussion on the applicability of class waivers
	6.1.  Discussions on the applicability of class waiver for products
	6.1.1.  NTHi-Mcat vaccine - EMEA-05-2019
	6.1.2.  Pertuzumab/trastuzumab fixed dose combination - EMEA-08-2019
	6.1.3.  Acumapimod - EMEA-09-2019


	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.  Icosapent ethyl - EMEA-001300-PIP01-12
	7.1.2.  Fc- and CDR-modified humanized monoclonal antibody against C5 - EMEA-001943-PIP01-16-M01
	7.1.3.  Ticagrelor - EMEA-000480-PIP01-08-M11


	8.  Annual reports on deferrals
	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

	9.2.  Coordination with EMA Scientific Committees or CMDh-v
	9.2.1.  Committee for Medicinal Products for Human Use (CHMP)
	9.2.2.  EMA Scientific Committees – Timing for Chair elections

	9.3.  Coordination with EMA Working Parties/Working Groups/Drafting Groups
	9.3.1.  Non-clinical Working Group: Draft manuscript on the non-clinical CNS project
	9.3.2.  Formulation Working Group
	9.3.3.  Non-clinical Working Group: D30 Products identified

	9.4.  Cooperation within the EU regulatory network
	9.4.1.  CTFG: Recommendation Paper on the Initiation and Conduct of Complex Clinical Trials

	9.5.  Cooperation with International Regulators
	9.5.1.  Report from the Paediatric Cluster Teleconference

	9.6.  Contacts of the PDCO with external parties and interaction with the Interested Parties to the Committee
	9.7.  PDCO work plan
	9.8.  Planning and reporting
	9.8.1.  Marketing authorisation applications (MAA) forecast for 2019 – planning update dated Q2 2019
	9.8.2.  A first perspective on the impact of the review of the class waiver list in July 2015
	9.8.3.  Strategic Review and Learning Meeting (SRLM) under the Romanian Presidency held in Malta on 13-14 June 2019  - Report to the Committee


	10.  Any other business
	11.  Breakout sessions
	11.1.1.  Paediatric oncology
	11.1.2.  Neonatology
	11.1.3.  Inventory

	12.  List of participants
	13.  Explanatory notes








26 July 2019

EMA/PDCO/366850/2019 Rev.1 CONFIDENTIAL

Inspections, Human Medicines Pharmacovigilance and Committees Division

Yellow marked text = CONFIDENTIAL – will not appear on the website, will be deleted before publication

Paediatric Committee (PDCO)

Minutes of the meeting on 25-28 June 2019

Chair: Dirk Mentzer – Vice-Chair: Koenraad Norga 

25 June 2019, 14:00- 19:00, room 2D

26 June 2019, 08:30- 19:00, room 2D

27 June 2019, 08:30- 19:00, room 2D

28 June 2019, 08:30- 13:00, room 2D

Health and safety information

In accordance with the Agency’s health and safety policy, delegates are to be briefed on health, safety and emergency information and procedures prior to the start of the meeting.

Disclaimers

Some of the information contained in this agenda these 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). 

Note on access to documents

Some documents mentioned in the agenda these 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).


Table of contents



1.	Introductions	8

1.1.	Welcome and declarations of interest of members, alternates and experts	8

1.2.	Adoption of agenda	8

1.3.	Adoption of the minutes	8

2.	Opinions	8

2.1.	Opinions on Products	8

2.1.1.	6-cyclopropaneamido-4-{[2-methoxy-3-(1-methyl-1H-1,2,4 triazol-3-yl)phenyl]amino}-N-(2H3)methylpyridazine-3-carboxamide - EMEA-002350-PIP01-18	8

2.1.2.	EMEA-002464-PIP01-18	9

2.1.3.	Oxalobacter formigenes strain HC-1 - Orphan - EMEA-000370-PIP02-18	9

2.1.4.	Humanized anti-CD19, Fc engineered, monoclonal antibody - Orphan - EMEA-002414-PIP01-18	9

2.1.5.	Vedolizumab - EMEA-000645-PIP03-18	9

2.1.6.	Bulevirtide - Orphan - EMEA-002399-PIP01-18	10

2.1.7.	Botulinum toxin type A - EMEA-002521-PIP01-18	10

2.1.8.	EMEA-002577-PIP01-19	11

2.1.9.	Human chorionic gonadotrophin - EMEA-002547-PIP01-19	11

2.1.10.	Mifepristone - EMEA-001437-PIP02-19	11

2.1.11.	Istradefylline - EMEA-002540-PIP01-18	12

2.1.12.	EMEA-002575-PIP01-19	12

2.1.13.	EGFR-cMET bispecific antibody - EMEA-002573-PIP01-19	12

2.1.14.	Tafasitamab - Humanised Fc engineered monoclonal antibody against CD19 for the treatment of diffuse large B-cell lymphoma - Orphan - EMEA-002499-PIP02-19	13

2.1.15.	Ciclosporin - EMEA-002491-PIP02-19	13

2.1.16.	Anti-neonatal Fc receptor human monoclonal antibody - EMEA-002559-PIP01-19	14

2.1.17.	Norethisterone acetate / estradiol / relugolix - EMEA-002428-PIP02-18	14

2.2.	Opinions on Compliance Check	15

2.2.1.	Etravirine - EMEA-C-000222-PIP01-08-M09	15

2.3.	Opinions on Modification of an Agreed Paediatric Investigation Plan	15

2.3.1.	Fluciclovine (18F) - Orphan - EMEA-001644-PIP02-14-M01	15

2.3.2.	Saxagliptin - EMEA-000200-PIP01-08-M08	15

2.3.3.	Belatacept - EMEA-000157-PIP01-07-M04	16

2.3.4.	Ixekizumab - EMEA-001050-PIP02-18-M01	16

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

2.3.6.	Delamanid - Orphan - EMEA-001113-PIP01-10-M06	17

2.3.7.	Eslicarbazepine acetate - EMEA-000696-PIP02-10-M06	17

2.3.8.	Eteplirsen - Orphan - EMEA-001722-PIP01-14-M02	18

2.3.9.	Lasmiditan - EMEA-002166-PIP01-17-M02	18

2.3.10.	Bosutinib - EMEA-000727-PIP01-09-M03	18

2.3.11.	Daunorubicin (liposomal formulation) / cytarabine (liposomal formulation) – Orphan - EMEA-001858-PIP02-16-M03	19

2.3.12.	Ixazomib - Orphan - EMEA-001410-PIP02-17-M02	19

2.3.13.	Selumetinib - Orphan - EMEA-001585-PIP01-13-M03	19

2.3.14.	Palonosetron / fosnetupitant - EMEA-001198-PIP03-17-M02	20

2.3.15.	Octenidine (dihydrochloride) - EMEA-001514-PIP01-13-M01	20

2.3.16.	Reslizumab - EMEA-001202-PIP02-13-M03	20

2.3.17.	Tezepelumab - EMEA-001613-PIP01-14-M03	21

2.3.18.	Mirabegron - EMEA-000597-PIP02-10-M07	21

2.4.	Opinions on Re-examinations	22

2.4.1.	Genetically modified replication-incompetent herpes simplex virus-1 expressing collagen VII - Orphan - EMEA-002472-PIP02-19	22

2.5.	Opinions on Review of Granted Waivers	22

2.6.	Finalisation and adoption of Opinions	22

2.7.	Partial Compliance Checks completed by EMA	22

2.7.1.	Ponesimod - EMEA-C1-000798-PIP01-09-M01	22

2.7.2.	Peanut (arachis hypogaea) allergen powder (previously known as Peanut flour) - EMEA-C1-001734-PIP01-14-M04	23

3.	Discussion of applications	23

3.1.	Discussions on Products D90-D60-D30	23

3.1.1.	Birch bark extract - Orphan - EMEA-001299-PIP03-17	23

3.1.2.	Trifarotene cream HE1 - EMEA-001492-PIP02-18	23

3.1.3.	Levonorgestrel - EMEA-002474-PIP02-18	23

3.1.4.	Tirzepatide - EMEA-002360-PIP01-18	24

3.1.5.	EMEA-002448-PIP01-18	24

3.1.6.	Bimekizumab - EMEA-002189-PIP02-18	24

3.1.7.	Liposomal ciclosporin A (L-CsA) - Orphan - EMEA-002344-PIP02-18	24

3.1.8.	Baloxavir marboxil - EMEA-002440-PIP01-18	24

3.1.9.	Equine immunoglobulin F(ab')2 fragments targeting Shiga toxin - Orphan - EMEA-002444-PIP02-18	24

3.1.10.	Eptinezumab - EMEA-002243-PIP01-17	25

3.1.11.	Fosmetpantotenate - Orphan - EMEA-002036-PIP01-16	25

3.1.12.	Niraparib (as tosylate monohydrate) - Orphan - EMEA-002268-PIP02-18	25

3.1.13.	Aldesleukin - EMEA-002492-PIP01-18	25

3.1.14.	Pegvorhyaluronidase alfa - Orphan - EMEA-001883-PIP03-17	25

3.1.15.	Anti PD-1 monoclonal antibody - EMEA-002463-PIP01-18	26

3.1.16.	EMEA-002433-PIP01-18	26

3.1.17.	Remimazolam - EMEA-001880-PIP02-19	26

3.1.18.	EMEA-002568-PIP01-19	26

3.1.19.	Hydrogen peroxide - EMEA-001884-PIP03-18	26

3.1.20.	Dupilumab - EMEA-001501-PIP04-19	27

3.1.21.	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	27

3.1.22.	Probenecid / sulopenem etzadroxil - EMEA-002602-PIP01-19	27

3.1.23.	Sulopenem - EMEA-002478-PIP01-18	27

3.1.24.	Pracinostat - Orphan - EMEA-002567-PIP01-19	27

3.1.25.	Budesonide - Orphan - EMEA-002500-PIP01-18	27

3.1.26.	Nebivolol / zofenopril - EMEA-002593-PIP01-19	28

3.1.27.	Ramipril / rosuvastatin - EMEA-002569-PIP01-19	28

3.1.28.	Dihomo-γ-linolenic acid (DGLA) - EMEA-002364-PIP03-19	28

3.1.29.	Lebrikizumab - EMEA-002536-PIP01-18	28

3.1.30.	Deoxycytidine - Orphan - EMEA-002513-PIP01-18	28

3.1.31.	Deoxythymidine - Orphan - EMEA-002624-PIP01-19	28

3.1.32.	Pegcetacoplan - Orphan - EMEA-002600-PIP01-19	29

3.1.33.	Rivipansel sodium - Orphan - EMEA-002596-PIP01-19	29

3.1.34.	Baricitinib - EMEA-001220-PIP05-19	29

3.1.35.	Mavorixafor - EMEA-002490-PIP01-18	29

3.1.36.	Polymyxin B - EMEA-002595-PIP01-19	29

3.1.37.	Zoliflodacin - EMEA-002599-PIP01-19	29

3.1.38.	EMEA-002572-PIP01-19	30

3.1.39.	Belantamab mafodotin - Orphan - EMEA-002468-PIP04-19	30

3.1.40.	Infigratinib - EMEA-002594-PIP01-19	30

3.1.41.	Adeno-associated viral vector serotype 8 containing the human RPGR gene - Orphan - EMEA-002601-PIP01-19	30

3.1.42.	Difelikefalin - EMEA-002565-PIP01-19	30

3.1.43.	Obidoxime chloride / atropine sulfate - EMEA-002570-PIP01-19	30

3.1.44.	Fexapotide triflutate - EMEA-002598-PIP01-19	31

3.1.45.	Recombinant hepatitis B vaccine - EMEA-002157-PIP01-17	31

3.2.	Discussions on Compliance Check	31

3.3.	Discussions on Modification of an Agreed Paediatric Investigation Plan	31

3.3.1.	Sacubitril / valsartan - EMEA-000316-PIP02-11-M04	31

3.3.2.	Ticagrelor - EMEA-000480-PIP01-08-M12	31

3.3.3.	Liquid ethanolic extract 30 per cent (w/w) of Allium cepa L. (fresh bulb) and Citrus limon (L.) Burm. f. (fresh fruit), Paullinia cupana Kunth, Theobroma cacao L. - EMEA-001835-PIP01-15-M04	32

3.3.4.	2-hydroxypropyl-ß-cyclodextrin (HP-ß-CD) - Orphan - EMEA-001866-PIP01-15-M04	32

3.3.5.	Empagliflozin - EMEA-000828-PIP04-16-M03	32

3.3.6.	Semaglutide - EMEA-001441-PIP03-17-M01	32

3.3.7.	Etrolizumab - EMEA-001434-PIP01-13-M02	32

3.3.8.	Linaclotide - EMEA-000927-PIP01-10-M04	32

3.3.9.	Odevixibat - Orphan - EMEA-002054-PIP01-16-M01	33

3.3.10.	Ferric maltol - EMEA-001195-PIP01-11-M04	33

3.3.11.	Lonoctocog alfa - EMEA-001215-PIP01-11-M07	33

3.3.12.	Upadacitinib - EMEA-001741-PIP01-14-M02	33

3.3.13.	Ustekinumab - EMEA-000311-PIP03-11-M05	33

3.3.14.	Lamivudine (3TC) / dolutegravir (DTG) - EMEA-001940-PIP01-16-M02	33

3.3.15.	Nirsevimab - anti-respiratory syncytial virus human IgG1κ monoclonal antibody  - EMEA-001784-PIP01-15-M01	34

3.3.16.	Pretomanid - Orphan - EMEA-002115-PIP01-17-M01	34

3.3.17.	Arimoclomol citrate - Orphan - EMEA-001748-PIP01-15-M02	34

3.3.18.	Ataluren - Orphan - EMEA-000115-PIP01-07-M10	34

3.3.19.	Brivaracetam - Orphan - EMEA-000332-PIP01-08-M14	34

3.3.20.	Onasemnogene abeparvovec - Orphan - EMEA-002168-PIP01-17-M02	34

3.3.21.	Risdiplam - Orphan - EMEA-002070-PIP01-16-M03	35

3.3.22.	Cabozantinib - Orphan - EMEA-001143-PIP01-11-M02	35

3.3.23.	Cobimetinib - EMEA-001425-PIP01-13-M04	35

3.3.24.	Larotrectinib - Orphan - EMEA-001971-PIP02-16-M02	35

3.3.25.	Pazopanib - EMEA-000601-PIP01-09-M06	35

3.3.26.	Tisagenlecleucel - Orphan - EMEA-001654-PIP02-17-M01	36

3.3.27.	Human thrombin / human fibrinogen - EMEA-001149-PIP01-11-M05	36

3.3.28.	Lomitapide - EMEA-001124-PIP01-10-M04	36

3.3.29.	Dermatophagoides farinae / Dermatophagoides pteronyssinus - EMEA-001258-PIP01-11-M05	36

3.3.30.	Fevipiprant - EMEA-001315-PIP02-16-M02	36

3.3.31.	Finerenone - EMEA-001623-PIP01-14-M03	36

3.3.32.	Influenza virus surface antigens (haemagglutinin) of strain A (H1N1) / influenza virus surface antigens (haemagglutinin) of strain A (H3N2) / influenza virus surface antigens (haemagglutinin) of strain B (Victoria lineage) / influenza virus surface antigens (haemagglutinin) of strain B (Yamagata lineage) - EMEA-002027-PIP02-17-M01	37

3.3.33.	Outer membrane vesicles (OMV) from neisseria meningitidis serogroup B strain NZ98/254 measured as amount of total protein containing the PorA P1.4 / Recombinant neisseria meningitidis serogroup B fHbp fusion protein / Recombinant neisseria meningitidis serogroup B NadA protein / Recombinant neisseria meningitidis serogroup B NHBA fusion protein - EMEA-000139-PIP01-07-M03	37

3.3.34.	Prepandrix: A/Indonesia/05/2005 (H5N1) like strain used / Adjupanrix: split influenza virus, inactivated, containing antigen: A/VietNam/1194/2004 (H5N1) like strain used - EMEA-000160-PIP01-07-M05	37

4.	Nominations	37

4.1.	List of letters of intent received for submission of applications with start of procedure 20 August 2019 for Nomination of Rapporteur and Peer reviewer	37

4.2.	Nomination of Rapporteur for requests of confirmation on the applicability of the EMA decision on class waiver.	38

4.3.	Nominations for other activities	38

5.	Scientific Advice Working Party (SAWP) and Paediatric Committee (PDCO) Interaction	38

5.1.	New Scientific Advice	38

5.2.	Ongoing Scientific Advice	38

5.3.	Final Scientific Advice (Reports and Scientific Advice letters)	38

6.	Discussion on the applicability of class waivers	38

6.1.	Discussions on the applicability of class waiver for products	38

6.1.1.	NTHi-Mcat vaccine - EMEA-05-2019	38

6.1.2.	Pertuzumab/trastuzumab fixed dose combination - EMEA-08-2019	39

6.1.3.	Acumapimod - EMEA-09-2019	39

7.	Discussion on the inclusion of an indication within a condition in an agreed PIP/waiver	40

7.1.	Discussion on the possibility to include an indication within a condition in an agreed PIP/waiver	40

7.1.1.	Icosapent ethyl - EMEA-001300-PIP01-12	40

7.1.2.	Fc- and CDR-modified humanized monoclonal antibody against C5 - EMEA-001943-PIP01-16-M01	40

7.1.3.	Ticagrelor - EMEA-000480-PIP01-08-M11	40

8.	Annual reports on deferrals	41

9.	Organisational, regulatory and methodological matters	41

9.1.	Mandate and organisation of the PDCO	41

9.1.1.	Update on PDCO member(s)/alternate(s) mandate status	41

9.2.	Coordination with EMA Scientific Committees or CMDh-v	41

9.2.1.	Committee for Medicinal Products for Human Use (CHMP)	41

9.2.2.	EMA Scientific Committees – Timing for Chair elections	41

9.3.	Coordination with EMA Working Parties/Working Groups/Drafting Groups	41

9.3.1.	Non-clinical Working Group: Draft manuscript on the non-clinical CNS project	41

9.3.2.	Formulation Working Group	42

9.3.3.	Non-clinical Working Group: D30 Products identified	42

9.4.	Cooperation within the EU regulatory network	42

9.4.1.	CTFG: Recommendation Paper on the Initiation and Conduct of Complex Clinical Trials	42

9.5.	Cooperation with International Regulators	42

9.5.1.	Report from the Paediatric Cluster Teleconference	42

9.6.	Contacts of the PDCO with external parties and interaction with the Interested Parties to the Committee	42

9.7.	PDCO work plan	43

9.8.	Planning and reporting	43

9.8.1.	Marketing authorisation applications (MAA) forecast for 2019 – planning update dated Q2 2019	43

9.8.2.	A first perspective on the impact of the review of the class waiver list in July 2015	43

9.8.3.	Strategic Review and Learning Meeting (SRLM) under the Romanian Presidency held in Malta on 13-14 June 2019  - Report to the Committee	43

10.	Any other business	43

11.	Breakout sessions	44

11.1.1.	Paediatric oncology	44

11.1.2.	Neonatology	44

11.1.3.	Inventory	44

12.	List of participants	1

13.	Explanatory notes	5



[image: ][image: ]Classified as internal/staff & contractors by the European Medicines Agency





		 



		Official address  Domenico Scarlattilaan 6  ●  1083 HS Amsterdam  ●  The Netherlands

				An agency of the European Union  

		[image: ]









				Address for visits and deliveries  Refer to www.ema.europa.eu/how-to-find-us 



		Send us a question  Go to www.ema.europa.eu/contact 

		Telephone +31 (0)88 781 6000







		



		 



		© European Medicines Agency, 2019. Reproduction is authorised provided the source is acknowledged.





		 Classified as internal/staff & contractors by the European Medicines Agency



		 



		Paediatric Committee (PDCO)



		EMA/PDCO/366850/2019

		Page 5/49





[bookmark: _Toc12440559][bookmark: _Toc25853736]Introductions

[bookmark: _Toc12440560][bookmark: _Toc25853737]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: _Toc12440561][bookmark: _Toc25853738]Adoption of agenda 

The agenda for 25-28 June 2019 was adopted and published on the EMA website.

[bookmark: _Toc12440562][bookmark: _Toc25853739]Adoption of the minutes 

The minutes of 27-29 May were adopted and will be published on the EMA website.

[bookmark: _Toc12440563][bookmark: _Toc25853740]Opinions

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

[bookmark: _Toc12440564][bookmark: _Toc25853741]Opinions on Products

[bookmark: _Toc25853742][bookmark: _Toc12440566]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 120 Opinion

Article 7; PIP and Deferral and Waiver

Dermatology

Summary of committee discussion:

The PDCO discussed this procedure on D120.  Most issues are resolved but the following points were discussed:
Study 3 (adolescent study): initiation of the paediatric programme should not be deferred
ACR Pedi 30 should be included as a secondary endpoint in both study 3 and study 4 (study in children from 6 years to less than 12 years).
Regarding the formulation it was considered that acceptability and palatability of the formulation should be assessed in the clinical studies.
These points have been included in the Opinion.
The risk of infections in the long term use with the product was highlighted by the Committee. Furthermore regarding tuberculosis (TB) assessment: assessment for symptoms of TB should be included in any screening for active or latent TB. TB testing includes tuberculin testing, interferon gamma release assay (IGRA) and chest X ray (CXR). Both tuberculin testing and IGRA are known to have difficulties with false negative rates.  Drugs used for psoriasis treatment can affect IGRA results (making them falsely negative) so screening, assessment in this population would have to include CXR as part of the procedure. Also in low TB prevalence areas, IGRA has higher false negatives. It is not ideal to perform tuberculin testing in psoriasis children (skin condition) and it also has problems with results. 
A positive Opinion was adopted on this PIP for BMS-986165 infor the treatment of psoriasis.

[bookmark: _Toc12440567][bookmark: _Toc25853743]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 120 Opinion

Article 7; PIP and Deferral and Waiver

Dermatology

Summary of committee discussion:

The PDCO discussed this application on D120.  The Applicant’s responses to points 1 and 2 raised on D90 were considered acceptable. However, the deferral of the completion of the adolescent addendum to the adult study was not considered acceptable. The Committee did not agree with the Applicant’s arguments of potential delays in recruitment of adolescents and no evidence was presented to support this claim. The difficulties relating to multiple clinical trials testing investigational products are not specific to the adolescent population only.
A positive Opinion was adopted.

[bookmark: _Toc25853744][bookmark: _Toc12440568]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 120 Opinion

Article 7; PIP and Deferral

Endocrinology-Gynaecology-Fertility-Metabolism / Uro-nephrology 

Summary of committee discussion:

Based on the assessment of this application, and in line with the outcome of the Day 90 discussion, the PDCO agreed with a PIP for Oxalobacter formigenes for the treatment of primary hyperoxaluria in paediatric patients from birth to less than 18 years of age.

[bookmark: _Toc12440569][bookmark: _Toc13164190][bookmark: _Toc25853745]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 120 Opinion

Action: For adoption

Article 7; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

The PDCO re-discussed its views expressed on Day 90 taking into account the applicant’s additional clarifications, which are considered to resolve all remaining issues identified at Day 90. 
With regard to the need to develop prefilled syringes of the three strengths to avoid dosing errors or lack of accuracy, the Committee acknowledges the Applicant’s clarifications that a prefilled syringe containing 250 mg would require a volume of 2 mL of XmAb5871, generally considered not to be tolerated well by children. The Applicant’s proposal is supported to provide the required number of prefilled syringes in the kit (either one syringe containing 62.5 mg or 125 mg, or two syringes of 125 mg each) to ensure correct dose administration.
The Opinion therefore will include the requirement to develop prefilled syringes of various strengths to support the dosing regimen and to avoid dosing errors or lack of accuracy.
Based on the assessment of this application and further information by the Applicant, the PDCO adopted a positive Opinion for XmAb5871 for the treatment of immunoglobulin G4-related disease. in children 2 years and above with a waiver for conducting clinical studies in children less than 2 years on the grounds that the disease or condition for which the specific medicinal product is intended does not occur in the specified paediatric subset(s).

[bookmark: _Toc12440570][bookmark: _Toc25853746]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 120 Opinion

Article 8; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation / Gastroenterology-Hepatology

Summary of committee discussion:

The Applicant provided further information between Day 90 and Day 120. As all remaining issues were able to be resolved aA positive Opinion was adopted for this PIP for prevention of acute graft-versus host disease in children from 28 days of age.

[bookmark: _Toc25853747][bookmark: _Toc12440571]Bulevirtide - Orphan - EMEA-002399-PIP01-18

MYR GmbH; Chronic hepatitis D infection  

Rapporteur: Eva Agurell; Peer reviewer: Francesca Rocchi; EMA Paediatric Coordinator: Andrea Ecker

Day 120 Opinion

Article 7; PIP and Deferral and Waiver

Infectious Diseases

Summary of committee discussion:

In conclusion, the PDCO adopted a positive Opinion on the paediatric plan proposed by the Applicant. The plan includes a clinical study, as well as a modelling & simulation study and an extrapolation study to support the use of bulevirtide in the treatment of chronic hepatitis D infection in children from 3 to less than 18 years of age. The plan also includes a waiver for children below 3 years of age.
All measures were fully deferred. and the plan may need to be revised in a future PIP modification once the adult development has been finalised and the adult marketing authorisation application (MAA) has been submitted. The Applicant may wish to ask for a presubmission teleconference (TC) before submitting this PIP modification.

[bookmark: _Toc12440572]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 Limited; 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 120 Opinion

Article 7; PIP and Deferral

Neurology 

Summary of committee discussion:

The PDCO discussed this procedure at Day 120 during the June 2019 plenary meeting.
The Applicant clarified all the points raised by the PDCO at D90. The PDCO noted that the applicant is now proposing a slightly earlier initiation date for the last clinical study. 
Taking the above and previous discussions into account, the PDCO adopted a positive Opinion.

[bookmark: _Toc12440574][bookmark: _Toc25853748]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 60 Opinion

Article 7; Waiver

Dermatology

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 agreed with the Applicant's request for a waiver. The PDCO recommended granting a waiver for Botulinum toxin type A for all subsets of the paediatric population (0 to 18 years of age) in the condition of skin wrinkling.
The PDCO emphasised 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.

  Recombinant humanized anti-blood dendritic cell antigen 2 (BDCA2) monoclonal antibody - EMEA-002555-PIP01-19 - WITHDRAWN[footnoteRef:1] [1: ] 


Biogen Idec Limited; Cutaneous lupus erythematosus  

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

Day 60 Opinion

Article 7; Waiver

Dermatology

Summary of committee discussion:

The Applicant had 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. The Committee confirmed the outcome of the Day 30 discussion and 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.

The Applicant withdrew the application after a trend towards a negative opinion was communicated to them.

[bookmark: _Toc13142596][bookmark: _Toc12440576][bookmark: _Toc25853758]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 60 Opinion

Article 7; Waiver

Diagnostic / Oncology

Summary of committee discussion:

The PDCO discussed this procedure at Day 60 during the June 2019 plenary meeting.
The PDCO confirmed all the conclusions reached at Day 30 and adopted a positive Opinion at Day 60 for a product specific-waiver for 68Ga-PSMA-11 on the grounds that the disease or condition for which the specific medicinal product is intended occurs only in adult populations.

[bookmark: _Toc25853759][bookmark: _Toc12440577]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 Ecke

Day 60 Opinion

Article 7; Waiver

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

Based on the assessment of this application and further discussions at the Paediatric Committee the PDCO agreed with the Applicant's request for a waiver. The PDCO recommended granting a waiver for human chorionic gonadotrophin for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘treatment of female infertility’.
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: _Toc25853760][bookmark: _Toc12440578]Mifepristone - EMEA-001437-PIP02-19

Laboratorios Litaphar S.L.; Endometriosis  

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

Day 60 Opinion

Article 7; Waiver

Endocrinology-Gynaecology-Fertility-Metabolism

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 mifepristone for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘treatment of endometriosis’.
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: _Toc25853761][bookmark: _Toc12440579]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 60 Opinion

Article 7; Waiver

Neurology

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 istradefylline for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘treatment of Parkinson's disease’ 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 of the specified paediatric subset(s).

[bookmark: _Toc12440580][bookmark: _Toc25853762]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 60 Opinion

Article 7; Waiver

Oncology

Summary of committee discussion:

The PDCO discussed this procedure at Day 60 during the June 2019 plenary meeting.
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 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 MKIs and is therefore expected to result in reduced off target toxicities.
At Day 30, the Applicant was asked whether they would agree to comment about the possibility of applying for a broad condition and to clarify their plans for development of this product in indications relevant to the paediatric population. 
The Applicant informed the Committee that she is presently developing BLU-667 for RET-driven solid tumours, such as medullary thyroid cancer (MTC) and papillary thyroid cancer (PTC) and that the current request for a product-specific waiver intentionally focuses on the non-small cell lung carcinoma (NSCLC) indication only to enable the accelerated development and submission of an initial MAA in NSCLC. The Applicant states that they will continue development of BLU-667 in RET-driven solid tumours including MTC and PTC, and therefore will seek PDCO agreement of an additional BLU-667 PIP, which will cover indications relevant to the paediatric population, in advance of submitting subsequent indication in an adult population.
The PDCO supported the Applicant’s plan to further develop BLU-667 in other RET-driven solid tumours, including in paediatric ones. The Committee considered the Applicant’s responses acceptable and agreed a positive Opinion at Day 60 for a product-specific waiver for BLU-667 on the grounds that the medicinal product does not represent a significant therapeutic benefit over existing treatments for paediatric patients because studies in patients with lung cancer would not be feasible.

[bookmark: _Toc25853763][bookmark: _Toc12440581]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 60 Opinion

Article 7; Waiver

Oncology 

Summary of committee discussion:

The PDCO re-discussed this procedure in line with the D30 discussion, agreeing on a product specific waiver for this EGFR-cMET bispecific antibody, for the proposed condition of ‘treatment of lung carcinoma’, on the ground that the disease does not occur in children. 
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 EGFR-cMET bispecific antibody for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘treatment of lung carcinoma’.
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: _Toc12440582][bookmark: _Toc25853764]Tafasitamab - Humanised Fc engineered monoclonal antibody against CD19 for the treatment of diffuse large B-cell lymphoma (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 60 Opinion

Article 7; Waiver

Oncology

Summary of committee discussion:

The PDCO re-discussed this procedure focusing on the lack of scientific justification identified by the committee during the D30 discussion. 
The PDCO took the arguments presented by the Applicant during the oral explanation on these issues into consideration. The Committee noted the letter signed by the Chairs of the relevant European cooperative groups, supporting the additional scientific arguments now put forward by the Applicant in support of a full product specific waiver. The PDCO emphasised again that supporting a waiver based on feasibility concerns only is not sufficient. This argument requires to be substantiated with scientific justifications. 
Overall the PDCO noted that there is currently no interest from the academic community to replace rituximab in front or second line treatment. Yet, the ongoing need to further improve outcomes, in all patients, including the need to address concerns around (long term) toxicities remains. It is understood that in front line, the hesitance is based on the current cure rate of >94%. In the relapsed/ refractory setting, it was acknowledged that an expected benefit of monotherapy of tafasitamab is rather limited. Also the risk to induce CD-19 negative clones, potentially negatively affecting CAR T cell therapy, as the preferred treatment option for this population was noted. 
The Committee stressed the importance to maintain the possibility to allow development of novel therapies in the future, since evidence might evolve over time, providing stronger support for paediatric development. In this respect the use of Master Protocol platforms, which are understood to be under development for paediatric patients with mature B cell malignancies, has been mentioned. 
Furthermore the Committee noted ongoing discussions the Applicant has with investigators to elaborate on opportunities to develop tafasitamab in paediatric patients with (MRD positive) relapsed/ refractory acute lymphoblastic leukaemia (ALL). This was noted with great interest and the Applicant was encouraged to engage with the PDCO early in a development in a different condition with unmet medical need, requiring an additional PIP submission.  
A positive Opinion was concluded for this product, supporting a product specific waiver based on the ground of lack of significant therapeutic benefit.
Based on the assessment of this application and further discussions at the Paediatric Committee, the PDCO agrees with the Applicant's request for a product specific waiver based on the ground of lack of significant therapeutic benefit. The PDCO recommends granting a waiver for MOR00208 for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘diffuse large B-cell lymphoma’.
The PDCO emphasises that the granting of a waiver for the condition mentioned above should not prevent the Applicant from considering a development in the paediatric population in indications where there is a paediatric need. The PDCO identified acute lymphoblastic leukaemia as an unmet need. In principle according to the Paediatric Regulation, incentives for the development for use in the paediatric population are available even if a waiver has been granted in another condition.

[bookmark: _Toc12440583][bookmark: _Toc25853765]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 60 Opinion

Article 7; Waiver

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 ciclosporin for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘treatment of dry eye disease’ on the grounds that the specific medicinal product does not represent a significant therapeutic benefit as clinical studies are not feasible.
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: _Toc25853766][bookmark: _Toc12440584]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 60 Opinion

Article 7; Waiver

Other

Summary of committee discussion:

Based on the assessment of this application and further discussions at the Paediatric Committee, the PDCO agrees with the Applicant's request for a waiver. The PDCO recommends granting a waiver for anti-neonatal Fc receptor human monoclonal antibody for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘prevention of haemolytic disease of the foetus and newborn (HDFN)’.
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: _Toc25853767]Norethisterone acetate / estradiol / relugolix - EMEA-002428-PIP02-18

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

Rapporteur: Helena Fonseca; Peer reviewer: Dina Apele-Freimane; 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 assessment of this application and further discussions at the Paediatric Committee, the PDCO recommends granting a waiver on its own motion for norethisterone acetate / estradiol / relugolix for all subsets of the paediatric population (0 to 18 years of age) in the condition of ‘treatment of endometriosis’.
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: _Toc12440585][bookmark: _Toc25853768]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: _Toc25853769]Etravirine - EMEA-C-000222-PIP01-08-M09

Janssen-Cilag International NV; Treatment of human immunodeficiency virus (HIV-1) infection

Rapporteur: Sylvie Benchetrit; EMA Paediatric Coordinator: Chrissi Pallidis

Day 30 opinion

Infectious Diseases

Summary of committee discussion:

The PDCO took note of outcomes of preceding partial compliance check procedures: 
• EMEA-C2-000222-PIP01-08-M05
The PDCO adopted on 28 June 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/0121/2019) of 17 April 2019.

[bookmark: _Toc12440586][bookmark: _Toc25853770][bookmark: _GoBack]Opinions on Modification of an Agreed Paediatric Investigation Plan

[bookmark: _Toc12440587]Apixaban - EMEA-000183-PIP01-08-M07 - WITHDRAWN[footnoteRef:2] [2: ] 


Bristol-Myers Squibb / Pfizer EEIG; Prevention of arterial thromboembolism (TE) / 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 leukaemia (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 60 Opinion

Article 8; PIP and Deferral and Waiver

Cardiovascular Diseases

Summary of committee discussion:

The Committee acknowledged the clarification submitted by the Applicant after D30 but disagreed with the deletion of the neonate cohort from the entire paediatric development plan of apixaban as both PIPs are linked. The PDCO highlighted once again the existing unmet need in neonates in the treatment setting. Therefore, it was considered that the deletion of the neonatal subset in the PK single dose study (study 4) in PIP01 without adding the PK study to PIP02 was not acceptable. A simultaneous modification in PIP01 (prevention setting) and PIP02 (treatment setting) in order to make sure that the neonatal data is generated was considered necessary. 

The Applicant is welcome to request a TC to further discuss the options to generate this data before another request for a modification is submitted.

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: _Toc12440588][bookmark: _Toc25853781]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 60 Opinion

Article 8; PIP and Deferral

Diagnostic / Oncology	

Summary of committee discussion:

The PDCO considered acceptable the Applicant’s justification regarding the reduction in the number of patients in Study 2, Part A and regarding the delay in Study 2 completion.
The Committee therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0256/2015 of 30 October 2015).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc12440589][bookmark: _Toc25853782]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 60 Opinion

Article 8; PIP and Deferral

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

During its June plenary meeting, the PDCO adopted a positive Opinion on the PIP modification request for the DDP4 (dipeptidylpeptidase 4) inhibitor saxagliptin for the treatment of type 2 diabetes in children from 10 to less than 18 years of age.
Following the day 30 PDCO discussion, the Applicant provided additional comments and proposed changes on the draft minutes. This has been acknowledged. As regards PIP Study 1 (CV181375/D1680C00019), the Applicant’s proposed amendment in the wording under the “Dosage” key element was accepted (i.e. “Week 12: Blinded HbA1c assessment. Patients on saxagliptin with HbA1c values ≥ 7 % will be re-randomized in a 1:1 ratio to saxagliptin 2.5 mg or up-titrate to saxagliptin 5 mg. If patients are later randomized to withdrawal of metformin (at week 32 or 40) and on low dose, they will be titrated to higher dose”). However, the newly proposed PIP completion date of August 2022 instead of December 2021 has not been deemed acceptable. As already laid out by the PDCO at day 30, i.e. “… the PIP completion is defined as the 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. The clinical study report (CSR) preparation time is never part of the PIP timeline. This should promote an earliest possible regulatory submission of the paediatric data”.
The PDCO adopted a favourable Opinion on the modification of the agreed PIP, in line with the above, as set in the Agency’s latest decision (P/0051/2017 of 17/03/2017).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc12440590][bookmark: _Toc25853783]Belatacept - EMEA-000157-PIP01-07-M04

Bristol-Myers Squibb Pharma EEIG; Prevention of rejection of transplanted kidney  NULOJIX, 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 calcineurin inhibitor (CNI) -free maintenance immunosuppressive regimen.

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

Day 60 Opinion

Article 8; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

The PDCO re-discussed the proposed modification taking into account the clarifications provided by the Applicant after the D30 discussion. 
The Members concluded that it was justified and supportable to postpone the initiation of the clinical study in adolescents once the analysis of the benefit/risk of the product based on the 24 months data of study IM103116 in adults becomes available. The proposed change was therefore considered acceptable. 
In conclusion, the PDCO adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0002/2017 of 12 January 2017).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc12440591][bookmark: _Toc25853784]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 juvenile onset axial spondyloarthritis (JoAS)) and juvenile psoriatic arthritis.

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

Day 60 Opinion

Article 8; PIP and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

At its June 2019 meeting the PDCO noted the responses provided by the Applicant. All the points were resolved therefore the PDCO endorsed an update of the indication of the PIP now covering ‘treatment of juvenile idiopathic arthritis (JIA) subsets of enthesis-related arthritis (ERA) (including juvenile onset axial spondyloarthritis (JoAS)) and juvenile psoriatic arthritis (JPsA) in paediatric patients from the age of 2 years. As a consequence the design of Study 4 was revised and transformed in an open label study and the waiver amended accordingly.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0352/2018 of 19/11/2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25853785][bookmark: _Toc12440592]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 60 Opinion

Article 7; PIP and Deferral 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 proposed changes to the conclusion date of Studies 1, 2, 3, 4 leading to a conclusion date of the PIP of 2 years later than initially planned could be accepted.

The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0272/2017 of 4/10/2017).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25853786][bookmark: _Toc12440593]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 60 Opinion

Article 8; PIP and Deferral

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/0269/2016 of 07/10/2016).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc12440594][bookmark: _Toc25853787]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 60 Opinion

Article 8; PIP and Deferral

Neurology

Summary of committee discussion:

Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, namely the responses to the questions raised during the D30 discussion, the PDCO considered that some of the proposed changes could be accepted. All the proposed changes to studies 8 (BIA-2093-312), 9 (BIA-2093-315), 10 (BIA-2093-313) and 11 (BIA-2093-314) were considered not acceptable in view of the unacceptability of the justifications provided. With regards to study 7 (BIA-2093-211), some changes to: number of study participants; main inclusion criteria; study duration; dosage, treatment regimen and route of administration; statistical plan; plan for specific follow-up and date of completion were considered acceptable. All the other proposed changes were foreseen to not be needed as it was considered that the existing key binding elements already covered the proposed changes.
The PDCO therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0015/2015 of 30 January 2015).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc12440595][bookmark: _Toc25853788]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 60 Opinion

Article 7; PIP and Waiver

Neurology

Summary of committee discussion:

Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, namely the responses to the questions raised during the D30 discussion, the PDCO considered that some of the proposed changes could be accepted. For instance, all the proposed changes to study 10 (4658-301) were considered not acceptable in view of the requested scientific advice being addressed in parallel by the SAWP/CHMP. The Applicant is invited to update the proposal based on the scientific advice received, which also includes feedback from PDCO members. All the other proposed changes were considered acceptable. Furthermore, the PDCO agreed on granting 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 therefore adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0279/2016 of 7 October 2016).

The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25853789][bookmark: _Toc12440596]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 60 Opinion

Article 7; PIP and Deferral and Waiver

Neurology

Summary of committee discussion:

The PDCO discussed the responses provided by the Applicant to the issues raised at D30 including a full modelling and simulation (M&S) report to supported the initial paediatric dose choice and an update on the development of the oro-dispersible tablet. Therefore PDCO considered that the proposed changes could be accepted and adopted a favourable opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0358/2018 of 7/12/2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25853790]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 TKI therapy / Treatment of newly-diagnosed chronic phase of Philadelphia chromosome–positive chronic myeloid leukemia (Ph+ CML)

Rapporteur: Maaike van Dartel; Peer reviewer: Not applicable; EMA Paediatric Coordinator: Franca Ligas

Day 60 Opinion

Article 8; PIP and Deferral and Waiver

Oncology

Summary of committee discussion:

The PDO’s re-discussed the proposed modification taking into account the clarifications provided by the Applicant after the D30 discussion. 
All the issues were considered solved and it was concluded 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/0325/2016 of 2 December 2016).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc12440597]Recombinant human tripeptidyl peptidase 1 (rhTPP1) - Orphan - EMEA-001362-PIP01-12-M04 - WITHDRAWN[footnoteRef:3] [3: ] 


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

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

1.1.3.  Day 60 Opinion

1.1.4.  Article 8

1.1.5.  Neurology

1.1.6.  Summary of committee discussion:

1.1.7.  The Applicant provided clarifications on their requests to prolong patient recruitment and to prolong the treatment period for an additional 48 week-period. 

1.1.8.  In their view, longer study duration seems needed to assess the secondary endpoint of time to disease manifestation for asymptomatic patients in a more robust manner. A protocol amendment has already been submitted and approved by 3 NCAs. The applicant is also willing to prolong recruitment to reach a target enrolment of 15 subjects in total (rather than at least 10 required by the key binding element) “to maximize the power of the study and to allow a small buffer for possible early treatment discontinuation”.

1.1.9.  While both changes were supported in principle, the PDCO considered the extension of recruitment period and study duration could be continued outside the scope of the PIP. For the purpose of the PIP, the minimum requirements seem met already, and an interim CSR based on an interim analysis of the ongoing study 190-203 could be provided by July 2020 to check compliance. This would also provide some interim PK and efficacy data that may be valuable for the CHMP. For the time being, limited preliminary safety and efficacy data were presented from April 2018 data cut. 

1.1.10.  The PDCO expressed a trend towards a negative Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0248/2016 of 04 September 2016).

1.1.11.  The Applicant withdrew its application on 27 June 2019, before the adoption of an opinion by the PDCO.

[bookmark: _Toc13065162][bookmark: _Toc13142630][bookmark: _Toc12440599][bookmark: _Toc25853803]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: Not applicable; EMA Paediatric Coordinator: Franca Ligas

Day 60 Opinion

Article 8; PIP and Deferral

Oncology

Summary of committee discussion:

The clarification provided by the Applicant relative to the timing of the planned indication in paediatric patients with newly-diagnosed acute myeloid leukaemia (AML) was noted and the PDCO’s view expressed at D30 on the acceptability of the proposed modification endorsed. 
Furthermore, the PDCO was also made aware by the Applicant, via the draft Opinion, that Study 4 (open-label, randomised, active-controlled study to evaluate efficacy, safety and tolerability of liposomal combination of cytarabine and daunorubicin (CPX-351) and gemtuzumab ozogomicin (GO, to be used only in patients CD33 positive) compared to standard induction therapy with daunorubicin, cytarabine and GO in paediatric patients from 28 days to less than 18 years of age (and adults) with newly-diagnosed acute myeloid leukaemia), whose initiation was expected by May 2019, have not started yet due to delay in the finalisation of the study protocol. The revised timelines would foresee the initiation and therefore of the completion of the trial 10 months later than currently agreed in the Opinion (i.e. initiation date postponed from May 2019 to March 2020 and completion date postponed from May 2025 to March 2026, respectively). 
It was therefore decided to take the opportunity to revise the timelines of that study already in the current modification because 1) the modification of the study initiation was inevitable considering that it was already expired, 2) the postponement of the initiation and completion of the study is of 10 months only and activities for the study initiation are understood to be proceeding and especially 3) to avoid possible issues at the time of the submission of the extension of the indication for the treatment paediatric patients with relapsed/refractory AML planned for November 2019. In summary, the completion date of the PIP was agreed to be extended and the change of the deferral agreed. 
Finally, it was taken the opportunity to update in the opinion the name of the active substance, to include the INN used for the authorised medicinal product. 
In conclusion, the PDCO adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0388/2018 of 7 December 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc12440600][bookmark: _Toc25853804]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-acute lymphoblastic leukemia (ALL) or T-ALL

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

Day 60 Opinion

Article 8; PIP and Deferral

Oncology

Summary of committee discussion:

The applicant accepted not to remove the safety endpoint in the maintenance study. 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/0376/2018 of 07/12/2018. 
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc12440601][bookmark: _Toc25853805]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 differentiated 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 60 Opinion

Article 7; PIP and Waiver

Oncology

Summary of committee discussion:

The PDCO discussed the responses provided by the Applicant to the D30 questions. Regarding the end dates of study 4 and study 5, it was clarified that the studies are still ongoing, and it was decided that the dataset relevant to the PIP is to be considered closed at June 2018. It is permitted to continue the studies beyond this date and the part of the studies beyond June 2018 is not considered part of the PIP. No changes were accepted in the study duration for participants. 
The PDCO accepted the removal of the asymptomatic plexiform neurofibromas from the PIP (study 5) as it was considered that the most relevant data for the condition will be derived from patients with symptomatic plexiform neurofibromas.  The removal of the pharmacodynamics endpoints from Study 5 was justified by the additional data presented by the applicant showing that adequate assessment of the dose-exposure-relationship of selumetinib in children with NF1 and inoperable PN with PN-related morbidity based on clinical data. Similarly, the difficulties in collecting the secondary endpoints of activities of daily life and neurodevelopmental testing were acknowledged and the endpoints were removed from the PIP.
Based on the review of the rationale submitted by the Applicant for modifying the agreed paediatric investigation plan, the PDCO considered that the majority 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/0072/2018 of 16/03/2018).

[bookmark: _Toc25853806][bookmark: _Toc12440602]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

Day 60 Opinion

Article 8; PIP and Deferral and Waiver

Other

Summary of committee discussion:

All the issues identified at D30 were considered solved and the PDCO concluded 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/0344/2018 of 08 November 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion

[bookmark: _Toc25853807][bookmark: _Toc12440603]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 60 Opinion

Article 7; PIP and Deferral and Waiver

Oto-rhino-laryngology

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/0093/2016 of 23 March 2016).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc12440604][bookmark: _Toc25853808]  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 or equal to 300 µL

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

Day 60 Opinion

Article 7; PIP and Deferral and Waiver

Pneumology - Allergology

Summary of committee discussion:

The PDCO discussed the Applicant’s responses after Day 30 and considered that the proposal for further development of reslizumab in adolescents was not optimal.
The Applicant is reminded that as regards the completed Study 2, trials which are inconclusive or not interpretable will be considered non-compliant (see Opinion, Section 6). 
The PDCO concluded that the timelines of Studies 1 and 6 can be amended but timelines of Studies 4 and 7 should remain unchanged until more data become available.
The PDCO adopted a favourable Opinion on the modification of the agreed PIP as set in the Agency’s latest decision (P/0010/2018 of 30 January 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc25853809][bookmark: _Toc12440605]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 60 Opinion

Article 7; PIP

Pneumology - Allergology

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/0365/2018 of 7 December 2018).
The new PDCO Opinion on the modified agreed PIP supersedes the previous PDCO Opinion.

[bookmark: _Toc12440606][bookmark: _Toc25853810]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 60 Opinion

Article 8; PIP and Deferral and Waiver

Uro-nephrology

Summary of committee discussion:

Having assessed the proposed modification of the paediatric investigation plan, the Committee had a split vote in favour of a negative Opinion where no majority could be reached. 

Sixteen members voted in favour of a negative Opinion whilst eleven members had divergent views[footnoteRef:4].  [4: 
] 


The Norwegian PDCO member was not in agreement with the negative Opinion. 

Therefore, in line with the PDCO Rules of Procedure (EMA/348440/2008 Rev.1) where ‘in the event of no majority position in favour of the concerned Opinion, the Committee’s opinion is deemed to be negative’, the PDCO adopted a negative Opinion.


Agreement could be reached on many of the issues identified at Day 30. However, the remaining issue concerned the development strategy for OAB in adolescents, and more concretely whether a minimum number of adolescents would need to be included in an efficacy study in order to support the plan to interpolate efficacy from adults and younger children.

[bookmark: _Toc12440607][bookmark: _Toc25853812]Opinions on Re-examinations

[bookmark: _Toc12440608][bookmark: _Toc25853813]Genetically modified replication-incompetent herpes simplex virus-1 expressing collagen VII - Orphan - EMEA-002472-PIP02-19

Krystal Biotech, Inc.; Dystrophic epidermolysis bullosa 

Rapporteur: Hugo Tavares; Peer reviewer: Jorrit Gerritsen; EMA Paediatric Coordinator: Rocio Fernandez

Day 30 Opinion

Article 7; PIP

Dermatology

Summary of committee discussion:

The Applicant submitted a request for re-examination of the PIP opinion for this genetically modified replication-incompetent herpes simplex virus-1 expressing collagen VII for the ‘treatment of dystrophic epidermolysis bullosa (DEB)’. It was highlighted that the grounds for the re-examination should be based only on the original information and scientific data provided in the application for a PIP, which were previously available to the PDCO and on which the initial opinion is based. Significant changes to the previous plan cannot be part of the re-examination process. In this regard it was noted that the Applicant provided new data as part of the revised scientific document as well as new comments to the D60 minutes which could not be taken into consideration in this re-examination procedure. 
In conclusion, the PDCO confirmed its negative Opinion and considered that the Applicant should revise their plan via a new PIP submission taking into account the comments provided in the summary report.

[bookmark: _Toc12440609][bookmark: _Toc25853814]Opinions on Review of Granted Waivers

No items

[bookmark: _Toc12440610][bookmark: _Toc25853815]Finalisation and adoption of Opinions

No items

[bookmark: _Toc12440611][bookmark: _Toc25853816]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: _Toc25853817]Ponesimod - EMEA-C1-000798-PIP01-09-M01

Janssen-Cilag International NV; Treatment of multiple sclerosis

Rapporteur: Fernando de Andres Trelles; EMA Paediatric Coordinator: Andrea Ecker

Day 30 letter

Other / Neurology

Summary of committee discussion:

The study listed in part B of this report is hereby confirmed to be compliant as set out in the EMA's Decision (P/0128/2018) of 11/04/2018. 
The partial compliance check has been finalised with a confirmation of compliance of all those studies contained in the agreed paediatric investigation plan that were subject of this procedure.

[bookmark: _Toc12440613][bookmark: _Toc25853818]Peanut (arachis hypogaea) allergen powder (previously known as Peanut flour) - EMEA-C1-001734-PIP01-14-M04

Aimmune Therapeutics Netherlands B.V.; Treatment of peanut allergy

Rapporteur: Helena Fonseca; EMA Paediatric Coordinator: Dobromir Penkov

Day 130 letter

Pneumology - Allergology

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 that were subject of this procedure.
The PDCO has been informed about the outcome.

[bookmark: _Toc13142646][bookmark: _Toc12440614][bookmark: _Toc25853819] 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: _Toc12440615][bookmark: _Toc25853820]Discussions on Products D90-D60-D30

[bookmark: _Toc12440616][bookmark: _Toc25853821]Birch bark extract - Orphan - EMEA-001299-PIP03-17

Amryt Research Limited; Treatment of epidermolysis bullosa 

Rapporteur: Dina Apele-Freimane; Peer reviewer: Karl-Heinz Huemer; EMA Paediatric Coordinator: Gunter Egger

Day 90 discussion

Article 7; PIP

Dermatology

Summary of committee discussion:

The non-clinical information was reviewed by the PDCO’s Non-clinical Working Group (NCWG) and the minutes were included in this summary report. The non-clinical data were deemed supportive of inclusion also of the youngest paediatric age groups in the clinical development. Regarding the clinical development the Applicant did not follow the recommendation given by PDCO and CHMP’s Scientific Advice Working Party (SAWP) to conduct a three arm study (Oleogel-S10, corresponding vehicle and an open-label arm with standard of care), which would allow to better identify any effect of the vehicle, which the PDCO has been concerned about. Instead, the Applicant had initiated the 2-arm vehicle-controlled study that they had originally proposed (140 out of 230 planned participants had been enrolled) (EASE study, BEB-13). The Applicant also did not implement a continuous outcome measure (e.g. “time to complete closure of the target wound”) as the primary endpoint, which would have been the PDCO’s preferred choice, nor followed the PDCO’s recommendations regarding secondary outcomes. Importantly, the Applicant had decided to exclude patients with epidermolysis bullosa simplex (EBS) from the study in order to increase the chances to show a significant treatment effect in the remaining, more severe, epidermolysis bullosa (EB) subtypes. It was stated that further information regarding this issue and the data collected from the two patients with EBS who were included prior to the change of the protocol would be requested before Day 120. Moreover, the PDCO tended to insist on inclusion of EBS patients, together with the conduct of subanalyses per EB subtype.
The Committee pointed out that the already quite advanced clinical study did not include all the design elements that were preferred and recommended by PDCO and SAWP. However, a positive opinion at Day 120 may still be possible if a minimum number of patients with EBS is included in the study or if the committee is convinced otherwise based on additional information.

The following request was made to the Applicant (please provide the response by 11 July 2019, in a WORD document):
Patients with epidermolysis bullosa simplex (EBS) should be included in the EASE study (BEB-13) and appropriate subgroup analyses should be done. In addition, it should be clarified why patients with EBS were originally included in the EASE study (BEB-13) but then eligibility criteria were changed after inclusion of two EBS patients. The data collected from the EBS patients that were included should be provided and discussed.

[bookmark: _Toc12440617][bookmark: _Toc25853824]Trifarotene (CD5789) cream HE1 - EMEA-001492-PIP02-18

Premier Research Group SLU; Lamellar ichthyosis / Treatment of lamellar ichthyosis

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 procedure on D90.
Most issues have been resolved. 
The following remain outstanding and will need to be addressed:
Regarding PK, data in patients younger than 9 years of age should be generated and the size of the PK subset and parameters to be evaluated should be justified taking into account the variability of the PK parameters and mentioned in the opinion.
The number of adolescents in study 3 should be specified as the percentage of the overall population e.g. 15% as in Study 2.
Study 4
-Justification for the newly proposed sample size of 30 patients should be provided.
-The following secondary endpoints need to be added: safety assessments, tolerability and acceptability of the formulation (assessed by patients in a structured way).
Regarding exposure in the younger patients the applicant states that in the case where exposure is higher in patients 2 – 11 years of age, the potency and/or the area of application of the cream may need to be reduced. The approach is reasonable, but in case the potency of the cream needs to be reduced this would require a quality measure in the PIP which is currently not included. This should be addressed.
The Applicant is requested to respond to the above issues via e-submission gateway by 11 July 2019. Upon resolution of the outstanding issues a positive opinion is expected to be issued next month.

[bookmark: _Toc12440618][bookmark: _Toc25853827]Levonorgestrel - EMEA-002474-PIP02-18

Chemo Research, S.L.; Contraception 

Rapporteur: Dina Apele-Freimane; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Steve Estevao

Day 90 discussion

Article 7; PIP and Waiver

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

The PDCO discussed this application taking into account the responses provided by the applicant in response to the Day 60 request for modification. Some responses have been deemed adequate and acceptable, with a few remaining issues:

Question 3 – the Applicant is reminded that the device should be subjected to biocompatibility and chemical characterization testing and subsequent toxicological evaluation of the results before initiating the studies with adolescents;
Question 5 – given the responses provided by the Applicant, the PDCO was of the opinion that in order to be considered acceptable, study 302 should be included in the PIP opinion (via an updated key element form (KEF)) with an appropriate description of the parameters that will be evaluated to assess the effect on bone mineral density (BMD) and the endometrium (potential effects on bleeding patterns);
Question 6 - given the responses provided by the Applicant, the PDCO was of the opinion that in order to be considered acceptable, the Applicant should be invited to propose that any study in adolescents will only be initiated if the residual estradiol levels obtained during the phase II study of the investigational product are comparable to historical data on comparable products (via an updated KEF); 
Question 7 – the PDCO was of the opinion that this question was not answered;
Question 11 – the Applicant is reminded that the determination of relative bioavailability against the reference product appears to not be possible given the limitations of the study design;

Furthermore, with regards to questions 1, 2, 8, 9 and 10 the Applicant is requested to submit an updated key elements form (KEF) reflecting the information provided in the responses to such questions. 
The Applicant is invited to comment on the above issues. The PDCO will take their response into consideration if submitted at least two weeks prior to the Day 120 plenary meeting, i.e. by 09 July 2019 the latest. Should no response be received, or received late, the opinion shall be adopted on the basis of the currently available information.
The PDCO agreed in principle that if the outstanding issues have been resolved a trend towards a positive Opinion is expected at Day 120

[bookmark: _Toc12440619][bookmark: _Toc25853830]Tirzepatide - EMEA-002360-PIP01-18

Eli Lilly and Company; Type 2 diabetes mellitus / Treatment of Type 2 diabetes mellitus

Rapporteur: Sabine Scherer; Peer reviewer: Carine de Beaufort; EMA Paediatric Coordinator: Roberto De Lisa

Day 90 discussion

Article 7; PIP and Deferral and Waiver

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

The PDCO discussed the responses of the Applicant to the request of modification at their June 2019 meeting. The majority of issues were resolved, nevertheless the Applicant should provide further clarity on some remaining aspects before a positive opinion can be reached. In particular a minimum number of patients with European lifestyle should be included; comparison with historical placebo data was not endorsed unless details on how this could be handled are included in the key elements (KEs); the reduced sample size proposed as a consequence should be further justified and further explanation should be provided on the reasons for excluding the 15mg adult target dose from paediatric investigation (as this will have impact on future labelling adult vs paediatric patients).
The Applicant will be invited to provide replies during the preparation of the PDCO opinion to be adopted in July 2019.

[bookmark: _Toc12440620][bookmark: _Toc25853833]BMS-986036 - EMEA-002448-PIP01-18

Bristol-Myers Squibb International Corporation; Treatment of non-alcoholic steatohepatitis (NASH) / Treatment of NASH with moderate to severe liver fibrosis

Rapporteur: Helena Fonseca; Peer reviewer: Stefan Grosek; EMA Paediatric Coordinator: Chrissi Pallidis

Day 90 discussion

Article 7; PIP and Deferral and Waiver

Gastroenterology-Hepatology

Summary of committee discussion:

The PDCO discussed this procedure on D90. Of particular concern is the amount of polyethylene glycol (PEG) and the potential safety concerns associated with that. According to comments from the NcWG regarding the exposure of children to PEG: 
Although the exact dose to be administered to children has not been finally decided, the amount of PEG to administered is high and it is likely that with chronic dosing a child/adult receiving weekly doses of PEGbelformin would receive a total PEG load where choroid plexus (CP) epithelial cell vacuolation has been observed.
 The FWG will provide comments before D120 on the excipients in the proposed age ranges to be provided, given the concerns regarding osmotic nephropathy a potential issue.
The PDCO were of the opinion that paediatric clinical studies should be deferred until more non-clinical safety data regarding the concerns with the PEG concentration are generated. This includes the planned repeated-dose absorption, distribution, metabolism, and excretion (ADME) and tissue distribution study in adult cynomolgus monkeys to evaluate distribution of BMS-986036 and PEG across tissue (including the nervous system) and to evaluate PEG body burden at steady state.
The Applicant is requested to clarify how clinical monitoring of the PEG-related concerns will be ensured (clinical assessment of the elimination of the PEG moiety and/or renal vacuolation/sequelae?).
The Applicant is requested to respond to the point in bold text via the esubmission gateway by 12 July 2019.
Upon resolution of the outstanding issue, a positive Opinion is expected to be adopted next month.

[bookmark: _Toc12440621][bookmark: _Toc25853836]Bimekizumab - EMEA-002189-PIP02-18

UCB Biopharma SPRL; Treatment of chronic idiopathic arthritis (including rheumatoid arthritis, spondyloarthritis, psoriatic arthritis and juvenile idiopathic arthritis) / Treatment of JIA (enthesitis-related arthritis (ERA) and juvenile psoriatic arthritis (JPsA)) in patients from ≥2 years to <18 years of age

Rapporteur: Hugo Tavares; Peer reviewer: Sara Galluzzo; EMA Paediatric Coordinator: Gunter Egger

Day 90 discussion

Article 7; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

The Applicant provided satisfactory responses to most requests for modification for this PIP for the condition ‘treatment of juvenile idiopathic arthritis’ for bimekizumab, a monoclonal antibody (mAb) which inhibits IL-17A and IL 17F subtypes of IL-17. The non-clinical and quality-related development programme was deemed to be acceptable. Regarding the clinical development the PDCO tended to agree with the Applicant’s proposal to restrict the paediatric indication to enthesitis-related arthritis and juvenile psoriatic arthritis. As there was no strong evidence that IL-17F and IL-17A would play an important role in systemic juvenile idiopathic arthritis (sJIA) it was not deemed appropriate to include such patients in the study and, therefore, a waiver below 2 years of age should be envisaged based on lack of significant therapeutic benefit. For the clinical development the Applicant had originally proposed an open-label, uncontrolled study in the paediatric population from 2 to less than 18 years of age and extrapolation of efficacy from the adult population with psoriatic arthirits (PsA) and axial spondyloarthritis (axSpA), supported by a pharmacodynamic exposure-response model. Because the PDCO had not agreed that sufficient evidence had been presented regarding a full extrapolation concept the Applicant proposed at Day 90 a historical comparative data approach combined with partial extrapolation. The PDCO expressed concerns regarding the population included in the historical studies as it does not cover the entire age range nor all concerned subtypes, even though it was acknowledged that the placebo response seemed quite consistent across JIA subtypes. Otherwise, the proposed programme seemed generally agreeable. The PDCO also discussed the rather low sample size of 48 patients but eventually considered it sufficient for the proposed development.

[bookmark: _Toc12440622][bookmark: _Toc25853839]Liposomal ciclosporin A (L-CsA) - Orphan - EMEA-002344-PIP02-18

Breath Therapeutics GmbH; Treatment of bronchiolitis obliterans syndrome (BOS) 

Rapporteur: Kirstine Moll Harboe; Peer reviewer: Siri Wang; EMA Paediatric Coordinator: Emilie Desfontaine

Day 90 discussion

Article 7; PIP and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

The PDCO discussed the Applicant’s answers to the request for modification, also in light of the advice received from the CHMP Respiratory Drafting Group. 
The quality questions were considered solved. 
The dose selection strategy was considered acceptable. 
The extrapolation strategy presented by the Applicant was not considered adequate to justify and accept extrapolation of efficacy and safety between adults and children. The planned BOSTON-5 study[footnoteRef:5] will therefore be pivotal for the paediatric indication and the results of the adult trials will be supportive. It is particular questionable if BOS with different aetiologies will respond comparable to treatment. Further there are differences between the aetiopathogenesis and progression of this condition in adults and children. Therefore, some kind of comparator (internal or external) would be needed to enable an evaluation of the results. It is acknowledged that a comparative placebo-controlled study in the paediatric population is unfeasible; therefore the PDCO considered that a predefined historical control could be an appropriate way forward. The Applicant could further discuss the details of such an historical control arm (e.g. matching criteria) with the CHMP Scientific Advice Working Party.
The possibility to limit the paediatric study to only BOS after lung transplantation (LT) or allogeneic hematopoietic stem cell transplant (allo-HSCT) was extensively discussed but not favoured by the PDCO. Restriction to BOS after LT or allo-HSCT would further limit the possible sample size and it would not be straightforward to extrapolate to other bronchiolitis obliterans syndrome (BOS) aetiologies, with a potential future risk of off-label use.
A staggered enrolment was not considered necessary considering the current knowledge of the medicinal product. The proposed sample size, the extension of the study duration to at least 6 months and the absence of deferral were supported.
Although the adult trials are ongoing, it was recommended that the Applicant consider amending the protocols to allow the enrolment of adolescents, in addition to the planned paediatric study. 
The PDCO shall adopt a positive Opinion at the next meeting along the lines of the D90 discussion.
Of note for the Applicant: It is noted that the ISHLT Consensus Statement on adult and paediatric airway complications after lung transplantation[footnoteRef:6] was recently updated and should be used, if applicable, instead of the paper published in 2002. [5: ]  [6: ] 


[bookmark: _Toc12440623][bookmark: _Toc25853842]Baloxavir marboxil - EMEA-002440-PIP01-18

Roche Registration GmbH; Prevention of influenza /Treatment of influenza / Treatment of influenza type A/B in otherwise healthy, high risk and hospitalised patients / Prevention (post-exposure prophylaxis) of influenza type A/B. Reduction of transmission of influenza type A/B.

Rapporteur: Maaike van Dartel; Peer reviewer: Dominique Ploin; EMA Paediatric Coordinator: Laura Fregonese

Day 90 discussion

Article 7; PIP and Deferral

Infectious Diseases

Summary of committee discussion:

The PDCO reviewed and discussed the responses of the Applicant to the request for modifications. 
From the point of view of quality, it was clarified that the granules formulation will be reconstituted in a suspension and administered with an oral dispenser or an enteral feeding system and it is not intended to be mixed with food. Both the composition of this formulation and the administration routes were considered adequate. The proposed use of a 3 ml or 10 ml oral syringes for accurate dosing (accuracy was confirmed for the 3 ml oral dispenser at a volume of 1 ml and for the 10 ml dispenser at the volume of 3 ml and 20 ml) was also considered acceptable. Recommendations on suitable oral syringes and graduation will be included in the product information. The Applicant also added assessment of acceptability and palatability to the ongoing and planned clinical studies, which is endorsed. 
Based on what presented by the Applicant so far, administration of the suspension through enteral feeding tubes seems feasible. However, it is recommended that at the time of the MAA, further details on the feasibility studies are submitted, in accordance with the EMA Q&A “Administration of oral immediate release medicinal products through enteral feeding tubes”. Since the product is a suspension it should for instance be evaluated whether the product can also be administered through enteral feeding tubes with the smallest diameter without clogging. 
Regarding the clinical development:
Clinical study 3 in hospitalized adults and adolescents
The issue of including patients who acquired influenza during hospitalization in this study was extensively discussed. Concerns were voiced in relation to potential unbalancing with respect to timing of start of treatment, as it is expected that influenza will be diagnosed earlier in hospitalized patients, leading to this group of patients starting treatment earlier than non-hospitalized patients. At the same time, critical patients may be missed in such design as they may arrive to hospital after the 96 hours time-window. Since the time between symptom onset of symptoms and start of treatment will be recorded, at the end the PDCO accepted the proposal, but the Applicant is recommended to perform sub-group analysis based on timing, since the delay between onset of disease and onset of treatment is a major factor for the efficacy of antiviral treatments in influenza. 
The proposed number of adolescents in this study (5) was considered unacceptable and the PDCO was of the unanimous opinion that larger numbers are needed, in order to at least allow meaningful data collection for PK purposes. It was also noted that for the feasibility calculations, the Applicant used the lower end of the prevalence range of adolescents previously recruited in this type of studies; thus the current reasoning on the sample size is not adequately justified.

[bookmark: _Toc12440624][bookmark: _Toc25853845]Equine immunoglobulin F(ab')2 fragments targeting Shiga toxin - Orphan - EMEA-002444-PIP02-18

Chemo Research, S.L.; Prevention of Shiga-toxin producing Escherichia coli haemolytic uremic syndrome 

Rapporteur: Dimitar Roussinov; Peer reviewer: Ann Marie Tötterman; EMA Paediatric Coordinator: Janina Karres

Day 90 discussion

Article 7; PIP

Infectious Diseases

Summary of committee discussion:

During its plenary on 25 June 2019, the PDCO discussed the Applicant’s responses to the Request for Modification (RfM) for NEAST (Equine Immunoglobulin F(ab')2 fragments targeting Shiga toxin 1+2) for the ‘Prevention of haemolytic uremic syndrome (induced by Shiga-toxin producing Escherichia coli)’, for children from birth to less than 18 years of age.
Overall, the Applicant’s responses and amended proposals have been deemed acceptable. The adoption of a positive Opinion during next month’s PDCO on 26th July 2019 is expected.
Details from the discussion:  
Children 10-18 years of age and timely initiation of studies in children from birth to less than 1 year of age 
Two of the main issues have been the request to generate safety and pharmacokinetics (PK) data also in children from 10-18 years of age and the more timely initiation of studies in children from birth to less than 1 year of age (i.e. after availability of the Stage 1 data of the Phase 2/3 trial, CT-INM004-02 in children below 10 years of age; study initiation not to be deferred). The Applicant suggests including the proposed cohorts (0-1 years and 10-18 years) into a separate single arm, historic controlled safety and PK clinical trial (CT-INM00-03) that would commence as soon as Stage 1 of the phase 2/3 study (CT-INM004-02) is concluded. 
The dose and treatment regimen will be selected based on data from PIP Study 1 (CT-INM004-02) together with physiologically based pharmacokinetic modelling (PBPK) and population pharmacokinetic (popPK) approaches for children below 1 year of age/8kg body weight. The primary endpoints of the study are evaluation of PK and safety/tolerability of NEAST. Efficacy/activity will also be evaluated as secondary endpoint and compared to data from epidemiologic studies. Patients will be followed up to 12 weeks after administration of the 1st dose. Ten patients per age cohort will be at least evaluated. 
The Applicant’s proposal and proposed study have been deemed acceptable by the PDCO.
However, it is proposed that the completion date of the pharmacokinetic modelling (PBPK) and population pharmacokinetic (popPK)- PIP Studies 4+5 in the draft PIP Opinion- is changed to May 2020, i.e. the date study initiation of PIP Study 2 (CT-INM004-03 ) including children below 1 year of age. The results from the popPK and PBPK modelling will be essential in determining the dose in children below 1 year of age and below 8kg body weight.
Dose selection: study in children 1-9 years of age (CT-INM004-02)
The Applicant justification for their planned dosing approach, i.e. adequacy of single dose of 4 mg/kg NEAST for all weight groups and decision criteria for which of the two doses to carry forward into Stage 2 (i.e. safety and tolerability), could be accepted by the PDCO.
Secondary Endpoints 
The Applicant’s proposal of secondary endpoints is supported by the PDCO.
Modelling strategy 
The Applicants modelling proposal to support dosing in children from 1-9 years of age (Standard allometric modelling), as well as for dosing children below 1 year of age (Population pharmacokinetic modelling (popPK) and Physiologically based pharmacokinetic modelling (PBPK)) are supported by the PDCO.
Assessment of NEAST-mediated immunogenicity will be performed in the upcoming phase II/III study CT-INM004-02 by measuring the presence of anti-NEAST antibodies in serum form patients and by assessing adverse effects of special interest. Also, no differences with respect to PK/PD effects between the Argentinian study population and European patients is expected. Nevertheless, information on race will be collected during the phase II/III study and if possible effects of race on the PK/PD will be analyzed. The proposal from the Applicant could be supported by the PDCO.

[bookmark: _Toc12440625][bookmark: _Toc25853848]Eptinezumab - EMEA-002243-PIP01-17

Alder BioPharmaceuticals Limited; Prevention of migraine headaches / Prophylaxis of migraine

Rapporteur: Helena Fonseca; Peer reviewer: Doina Plesca; EMA Paediatric Coordinator: Roberto De Lisa

Day 90 discussion

Article 7

Neurology

Summary of committee discussion:

The PDCO discussed in June 2019 the responses received to the request of modification of the PIP. The Applicant has provided scientific justification for going forward with the development of an IV formulation which was endorsed. Some changes and refinement are to be included in the proposed key elements (KEs) and the Applicant will be offered the possibility to clarify during the preparation of the PDCO opinion to be adopted at the July 2019 PDCO meeting

[bookmark: _Toc12440626][bookmark: _Toc25853851]Fosmetpantotenate - Orphan - EMEA-002036-PIP01-16

Retrophin Europe Limited; Treatment of pantothenate kinase associated neurodegeneration (PKAN) 

Rapporteur: Sylvie Benchetrit; Peer reviewer: Ann Marie Tötterman; EMA Paediatric Coordinator: Dominik Karres

Day 90 discussion

Article 7; PIP and Deferral and Waiver

Neurology

Summary of committee discussion:

The PDCO discussed this procedure in line with the assessors’’ comments. The PDCO was reminded that this is a PIP for an enzyme replacement therapy (fosmetpantotenate) for treatment of pantothenate kinase-associated neurodegeneration (PKAN). The PDCO noted the surprisingly long clock-stop period, which deliberately or not, forces the committee to accept certain paediatric development measures as given, which is not within the spirit of the paediatric regulation. The PDCO noted that the pivotal trial in patient’s age 6 years and above (024PKAN15004) is completed with study completion anticipated for June this year and subsequent MAA planned for beginning of next year. Here the PDCO expressed major concerns. Initiating the paediatric study in patients less than 6 years after marketing authorisation (MA), as now requested by the Applicant as a consequence of the anticipated submission strategy, may substantially affect recruitment and feasibility.  
Overall, the PDCO considered the main remaining issue to be agreed upon being a feasible and robust approach to data generation in patients 6 months to less than 6 years of age. The PDCO noted here the new proposal of an open-label, single-arm, sequential-dose cohort, 2 period study, to evaluate the pharmacokinetics (PK), safety, tolerability and explore the clinical response following administration of fosmetpantotenate for an initial 12 week treatment period following by an additional longer term 108 week treatment continuation phase and to apply the concept of extrapolation of efficacy. "Approximately" 10 patients in total were proposed, with a minimum of only 5 patients (2-6 years) and 2 pts (6 months to <2 years). However, the PDCO noted the proposed model assumptions for dose selection based on exposure-matching to an efficacious dose in adults and paediatric patient’s ≥6 years of age enrolled in the pivotal Phase 3 trial. The Committee questioned the scientific rational behind the chosen limited minimum numbers allowing robust model confirmation. Similarly the scientific reasoning behind the chosen age cut-off of 2 years, which seems to be related to dose, although body-weight-dependent, was not understood. Both will need further justifications by the Applicant before the adoption of Opinion (pharmacokinetic, pharmacodynamic and modelling and simulation aspects). Moreover, it seems that two phenotypes are reported, with classical PKAN before 6 years occurring in 90%, which could be considered for extrapolation issues (ie consensus clinical management guideline for PKAN, Hogarth P, et al, 2016[footnoteRef:7]). Since the pivotal trial, this includes patients 6 years and above, is already fully enrolled with data analyses due soon, PDCO felt somewhat forced into accepting the presented justifications supporting extrapolation of efficacy for the remaining paediatric age group., 
In this respect, the PIP was discussed at the Extrapolation working group, to identify any gaps early and to allow remaining issues to be clarified in a pragmatic forward. Overall PDCO noted the group’s general support of the concept and agreed on the issues identified to be further discussed before coming to a positive Opinion.
Furthermore the committee expects the proposed modelling and simulation to be reflected in the Opinion by means of inclusion of a modelling and simulation study. 
The NcWG was invited to comment on the result of the Study RE-024-Report 063-2016-TOX and whether an additional juvenile toxicity study is warranted in view of the fact that the lower age limit for paediatric development is 6 months.
With regard to the responses to the quality issues, the PDCO in principle agreed to the provided responses. However, currently acceptability is not assessed in patients above 6 years in the pivotal trial, which was of concern to the committee. The PDCO considered this to be important also in the older age group and should hence be included in the open-label part of the pivotal trial, including investigation of administering mixed with food. [7: ] 


[bookmark: _Toc12440627][bookmark: _Toc25853854]Niraparib (as tosylate monohydrate) - Orphan - EMEA-002268-PIP02-18

Tesaro UK Ltd; Treatment of all conditions included in the category of malignant neoplasms (except haematopoietic and lymphoid malignancies) / The Zejula/TSR-042 combination therapy is for the treatment of patients ≥6 months to <18 years of age who have been diagnosed with recurrent solid tumours that exhibit a breast cancer susceptibility gene (BRCA)ness mutational signature (mutational signature 3)

Rapporteur: Maaike van Dartel; Peer reviewer: Karen Van Malderen; EMA Paediatric Coordinator: Dominik Karres

Day 90 discussion

Article 8; PIP and Deferral and Waiver

Oncology

[bookmark: _Toc12440628]Summary of committee discussion:

The PDCO discussed the responses to the request for modification in line with the assessors’ comments. 
The PDCO noted that, as part of the responses to the request for modification (RfM), the Applicant has majorly revised the development plan in order to address PDCOs requests. In essence the Applicant proposes now a shift away from a histology independent development (ie treatment of recurrent solid tumours that exhibit a breast cancer susceptibility gene (BRCA)ness mutational signature) to development in a well-defined patient population for which there is a strong scientific rational for combinational development of PD-1 inhibitor with PARP inhibitor (ie high prevalence of BRCAness mutational signature and relatively high expression of PDL-1) as compared to other paediatric solid tumours. Therefore development in patients with osteosarcoma (OS) and neuroblastoma (NB) is now proposed. This was endorsed by the committee. Furthermore, the committee noted that the Applicant now also proposes ‘pivotal’ trials for the relapsed/ refractory population and extended the development to newly diagnosed patients with OS and NB. This was also supported. Overall, all issues have been adequately addressed, and will eventually need to be captured adequately in the Opinion. The PDCO discussed the main outstanding issue, which relates to the proposed approached to evaluation of comparability of the two formulations. The PDCO noted the Applicant’s argumentation that niraparib is eligible for a biowaiver, since a Biopharmaceutics Classification System (BCS) class 1 compound. Looking at the available quality data, the committee however concluded that a BCS class I biowaiver is not possible to be applied in this case. The absolute bioavailability of niraparib is not completely absorbed; which is according to the guideline needed for a biowaiver, high solubility could only be concluded until 100 mg, but not for the 300 mg dose of niraparib. In addition, BCS-based biowaivers are only applicable to immediate release, solid pharmaceutical forms. However the difficulties (due to intra-individual variability) to conduct a sufficiently powered BE study and potential delay in the paediatric development was equally acknowledged by the committee and alternative approaches, such as establishing the RP2D with the new formulation as part of PIP Study 2 could also be considered acceptable, if sufficiently justified and reflected in the Opinion accordingly.
A positive Opinion is foreseen, subject to final agreement on how to adequately assess the issue of comparability for PIP 2268 (niraparib PIP), to be reflected in the respective Opinion.

[bookmark: _Toc25853857]Aldesleukin - PEGylated human recombinant IL-2 cytokine (NKTR-214) - (to be used in combination with nivolumab or nivolumab and ipilimumab) -  - EMEA-002492-PIP01-18

Nektar Therapeutics; Treatment of all conditions included in the category of malignant neoplasms (except nervous system, haematopoetic, and lymphoid tissue) / NKTR-214 iIn combination with nivolumab (or with nivolumab and ipilimumab), treatment of a relapsed or refractory paediatric malignant solid tumour in paediatric patients less than 18 years old / NKTR-214 iIn combination with nivolumab (or with nivolumab and ipilimumab), treatment of patients with unresectable or metastatic melanoma in the age group from 12 to less than 18 years old

Rapporteur: Maaike van Dartel; Peer reviewer: Sara Galluzzo; EMA Paediatric Coordinator: Giovanni Lesa

Day 90 discussion

Article 7; PIP and Deferral

Oncology

Summary of committee discussion:

The PDCO discussed this procedure at Day 90 during the June 2019 plenary meeting.
This is a PIP for the medicinal product NKT-214, a PEGylated IL-2 homolog, which promotes the proliferation and activity of tumour-killing lymphocytes (CD4+ T cells, CD8+ T cells, and natural killer cells) and minimises the activation of regulatory T cells. This product is to be used in combination with the checkpoint inhibitors ipilimumab and nivolumab, since it is expected to increase production of tumour-killing lymphocytes and favour its localisation at the tumour. 
The PDCO noted that the Applicant addressed most of the points raised at Day 60 in the Request for Modification but that some of them need further discussion.

The Applicant states that “All other tumour types (outside of the scope of the condition [Treatment of all conditions included in the category of malignant neoplasms (except nervous system, haematopoietic, and lymphoid tissue neoplasms)]) in which a signal is observed will be investigated as part of the protocol but do not fall within the scope of the PIP”, so other tumour types might also be included in Part C. The PDCO considered that it should be reflected in the Opinion that all tumour types in which a signal is observed will be included in Part C.

The PDCO agreed that assessing in children exploratory biomarkers to potentially predict tumour response similar to those assessed in adults is in principle agreeable and that these biomarkers should be included in the Opinion.

The PDCO discussed about the possibility of including in the PIP plans to explore benefit risk with studies of the combinations used as first line treatment. The Committee agreed in principle that there is no indication that investigators would be particularly willing to carry out studies in first line with these combinations, that there are very limited data available in children on the safety and efficacy of the combinations to be used and that disappointing results have been observed with checkpoint inhibitors in many paediatric cancers so far. Taking all the above into account, the PDCO agreed in principle that there is no need to include studies in first line treatment in this PIP.

The PDCO agreed in principle that although it would be preferable to include the adult melanoma study in the PIP, to avoid possible delay of the study conclusion due to difficulties in reaching the minimum number of adolescents (which would need to be specified in the Opinion) it could in principle be acceptable to only include in the PIP the modelling and simulation study, which will include data from both adults and adolescents (if available) from Study CA045001/18-214-08. The PDCO would like the Applicant to submit data supporting the adolescent indication at the same time when she submits the marketing authorisation application for adults. Therefore, the completion of the modelling and simulation study should not be deferred.

A positive Opinion is expected at Day 120.

[bookmark: _Toc12440629][bookmark: _Toc25853860]Pegvorhyaluronidase alfa - Orphan - EMEA-001883-PIP03-17

Halozyme Inc; Treatment of solid malignant tumours (except central nervous system tumours, haematopoietic and lymphoid tissue tumours) / Pegvorhyaluronidase alfa is indicated in combination with cytotoxic cancer therapies for the treatment of paediatric patients aged from birth to less than 18 years with relapsed or refractory solid tumours that accumulate high levels of hyaluronan

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

Day 90 discussion

Article 7; PIP and Deferral

Oncology

[bookmark: _Toc12440630]  Summary of committee discussion:

The PDCO discussed on 27 June 2019 the application for pegvorhyaluronidase alfa (PEGPH20) as revised in response to the PDCO request for modification.
All the main quality, non-clinical and clinical issues were considered solved, pending final confirmation from the FWG regarding the quality responses. 
Specifically, the Members considered that the clinical development mainly focussed on rhabdomyosarcoma (RMS) could be considered acceptable at this stage, and the collaboration between the Applicant and the European paediatric soft tissue sarcoma Study group (EpSSG) with the proposal to include PEGPH20 as one of the investigational products in the frontline and relapsed rhabdomysarcoma study (FaR-RMS) was welcomed.
However it is expected that, as anticipated also by the Applicant, the clinical development will be revised, if necessary, depending on the results of the non-clinical studies and of the first paediatric clinical trial. These results will need to be discussed with relevant paediatric oncology cooperative groups and the PDCO in order to identify the paediatric tumour types that are expected to benefit the most from the treatment with the product. In case the results of the non-clinical studies and the first paediatric trial would support to further study the product in other tumour types other than RMS, the second proposed trial should be modified accordingly (e.g. sample size, endpoints) or a separate study should be considered to ensure that sufficient data to establish the benefit/risk of the product in the other relevant paediatric tumours are collected. 
The Members concurred that it might be premature to include in the PIP studies in patients with tumour types other than RMS as dedicated key elements at this time, but it should be understood that this is expected to be re-discussed at a later stage. Also, if in the future, on the basis of further evidence, extrapolation becomes possible after all, this should be re-discussed also with the PDCO.
The proposed clinical studies were considered overall acceptable, however input from statisticians may be requested on the updated sample size based on the inclusion of PEGPH20 in the Phase 2 arm of the FaR-RMS (second paediatric clinical trial). 
Finally, it was also highlighted that minor changes or clarifications (e.g. study timelines) can be needed on the proposed key elements that will be communicated to the Applicant via the draft Opinion. 
In summary, a trend towards a positive Opinion is anticipated at next meeting.

[bookmark: _Toc25853863]Anti PD-1 monoclonal antibody (TSR-042 ) - EMEA-002463-PIP01-18

Tesaro UK Ltd; Treatment of all conditions included in the category of malignant neoplasms (except haematopoietic and lymphoid malignancies) / The Zejula/TSR-042  combination therapy is for the treatment of patients ≥6 months to <18 years of age who have been diagnosed with recurrent solid tumours that exhibit a breast cancer susceptibility gene (BRCA)ness mutational signature (mutational signature 3)

Rapporteur: Maaike van Dartel; Peer reviewer: Karen Van Malderen; EMA Paediatric Coordinator: Dominik Karres

Day 90 discussion

Article 7; PIP and Deferral and Waiver

Oncology

Summary of committee discussion:

The PDCO discussed the responses to the request for modification in line with the assessors’ comments. 
The PDCO noted that, as part of the responses to RfM, the Applicant has majorly revised the development plan in order to address PDCOs requests. In essence the Applicant proposes now a shift away from a histology independent development (ie treatment of recurrent solid tumours that exhibit a breast cancer susceptibility gene (BRCA)ness mutational signature) to development in a well-defined patient population for which there is a strong scientific rational for combinational development of PD-1 inhibitor with PARP inhibitor (ie high prevalence of BRCAness mutational signature and relatively high expression of PDL-1) as compared to other paediatric solid tumours. Therefore development in patients with osteosarcoma (OS) and neuroblastoma (NB) is now proposed. This was endorsed by the committee. Furthermore, the committee noted that the Applicant now also proposes ‘pivotal’ trials for the relapsed/ refractory population and extended the development to newly diagnosed patients with OS and NB. This was also supported. Overall, all issues have been adequately addressed, and will eventually need to be captured adequately in the Opinion. The PDCO discussed the main outstanding issue, which relates to the proposed approached to evaluation of comparability of the two formulations. The PDCO noted the Applicants argumentation that niraparib is eligible for a biowaiver, since a Biopharmaceutics Classification System (BCS) class 1 compound. Looking at the available quality data, the committee however concluded that a BCS class I biowaiver is not possible to be applied in this case. The absolute bioavailability of niraparib is not completely absorbed; which is according to the guideline needed for a biowaiver, high solubility could only be concluded until 100 mg, but not for the 300 mg dose of niraparib. In addition, BCS-based biowaivers are only applicable to immediate release, solid pharmaceutical forms. However the difficulties (due to intra-individual variability) to conduct a sufficiently powered bioequivalence (BE) study and potential delay in the paediatric development was equally acknowledged by the committee and alternative approaches, such as establishing the RP2D with the new formulation as part of PIP Study 2 could also be considered acceptable, if sufficiently justified and reflected in the Opinion accordingly.
A positive Opinion is foreseen, subject to final agreement on how to adequately assess the issue of comparability for PIP 2268 (niraparib PIP), to be reflected in the respective Opinion.

[bookmark: _Toc12440631][bookmark: _Toc25853866]A fully human, IgG2 mAb (MSTT1041A / RO7187807) - EMEA-002433-PIP01-18 - WITHDRAWN[footnoteRef:8] [8: ] 


Roche Registration GmbH; Asthma / Treatment of severe asthma in patients 6 year-old and above as an add-on therapy of standard of care

Rapporteur: Marek Migdal; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Franca Ligas

Day 90 discussion

Article 7; PIP and Deferral and Waiver

Pneumology - Allergology

Summary of committee discussion:

The PDCO discussed on 26 June 2019 the application for MSTT104A1 as revised in response to the PDCO request for modification.

Several requests were considered to have been properly addressed however major issues relative to the clinical program were considered still unsolved and need to be resolved in order to adopt a positive Opinion. 

In particular, although the Members welcomed the submission of Study 3 (Randomized, double-blind, placebo-controlled study of MSTT1041A as add-on treatment compared to placebo) in children from 6 to less than 12 years of age, they had serious concerns that the plan proposed was appropriate to identify the dose of MSTT1041A to be used especially in this age subset. The data submitted to justify the dose/ response-efficacy relationship were not considered adequate and sufficient. A possible way forward discussed, was testing two different doses in Study 3, i.e. dose which is assumed to mimic the adult exposure plus lower dose, as this should allow better establishing the relationship between dose and response in addition to safety. It was also considered that the study duration, in line with other PIPs, should be maintained at 52 weeks. In terms of sample size, 130 patients could be considered sufficient for that purpose, however this will need to be assessed by the Applicant. 

Additionally, relative to Study 1 (multicenter, randomized, double-blind, placebo-controlled study to assess the efficacy and safety of MSTT1041A compared to placebo), the Members confirmed that at this stage at least 15% (i.e. 90 patients) of adolescents, instead of the 70 proposed, need to be evaluable. This would ensure that the adolescent population is properly represented in the trial and that every effort is made by the Applicant to guarantee a sufficiently large safety database for a first in class product. 

Regarding the ‘lower body size limit’ for the adolescents, it was considered that it might be premature to fix a lower body size limit, and it was suggested that Study 3 should be open for enrolment of adolescents with a body weight below the lower body size limit of 30 Kg.

Additional details/justifications were also considered necessary regarding the inclusion criteria for Study 3 and the assessment of the acceptability of the formulation for both Study 1 and Study 3. 

Finally, it was considered that the deferral for the initiation of Study 3 was not acceptable. 

For the quality development, it was considered that at this stage no quality measure needs to be included in the PIP, however that will need to be revised in case a dedicated prefilled syringe for the paediatric population will need to be developed. The submitted Study 2 aimed to assess the oral corticosteroid-sparing (OCS) effect was considered overall acceptable with few clarifications required. 

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 10 July 2019. 

Study 1 and Study 3 

1. Clarification on how the acceptability of the formulation will be assessed in the paediatric population (with an endpoint possibly to be included as a key element of the paediatric clinical study(ies))

2.  Safety follow up to be revised if necessary to cover at least 5 half-lives of the product (this applicable also for Study 2)

3. ‘Serum concentration of MSTT1041A at specified time points’ is considered too vague. It needs to be at least clarified whether sparse sampling or rich sampling is planned to be used.

Study 2

The primary endpoint is unclear since no value is reported for the expected percent reduction in OCS that needs to be specified. Furthermore, it should also be mentioned that the patients are stable despite the OCS reduction.

Study 3 

Revision of the submitted study (to be of 52 weeks duration) to include two doses to be tested and a number of patients whose sample size needs to be justified taking into account the testing of two doses. 

Clear definition of study population needs to be provided taking into account the current medication and the status of control in accordance with the global initiative for asthma (GINA) guidelines (e.g. same as defined in Study 1?) 

Revised date of initiation of the study, taking into account that the deferral for the initiation of the study is not considered acceptable. 

Note: the Key binding elements form needs to be updated accordingly.

[bookmark: _Toc12440632][bookmark: _Toc25853888]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 60 discussion

Article 7; PIP and Deferral and Waiver

Anaesthesiology

Summary of committee discussion:

The PDCO re-discussed the whole development plan, also in the light of the answers provided by the Applicant to the D30 comments. 
Regarding the waiver, it was confirmed that a waiver below 6 months of age is acceptable for the condition ‘general anaesthesia’ and for ‘sedation’ the target population will start at birth. No modifications are therefore requested to the waiver with respect to what proposed by the Applicant in this PIP.
Regarding the clinical development, the following points were raised:
- general anaesthesia: as already stated in the D90 minutes of PIP 01, the reasoning of the Applicant for not using an active comparator in children was not understood and therefore a comparative study is requested. The arguments of the Applicant in relation to blinding were acknowledged and the study can be un-blinded.
- sedation: the PDCO accepted the use of dexmedetomidine as comparator for the short sedation study based on the argument that it is part of the current standard of care, although potential difficulties in recruitment due to the fact that dexmedetomidine is not licensed in the EU are still of some concern. 
Based on additional discussion, the PDCO decided also to require the use of a comparator in the intensive care unit (ICU) sedation study. The study can be un-blinded. 
A few minor outstanding issues were identified in the FWG review of the Applicant’s responses to the D30 PDCO comments (see requests for modifications below). Lastly, additional details of the PK model are needed, especially in relation to the planning for the intranasal formulation. From a quality perspective, the placeholder plans for the formulation and the device can be accepted at the present stage of development
a request for modifications was agreed.

[bookmark: _Toc12440633][bookmark: _Toc25853891]Anti-IL-17A/F nanobody - EMEA-002568-PIP01-19

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

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

Day 60 discussion

Article 7; PIP and Deferral and Waiver

Dermatology

Summary of committee discussion:

A request for modification in line with the D30 discussion will be put forward 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.
Clinical
1.New biological agents are authorised for the treatment of psoriasis. The Applicant should consider including an active comparator arm.
2.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 the clinical investigation of medicinal products for the treatment of psoriasis (CHMP/ EWP/2454/02 corr) a co-primary endpoint of psoriasis area and severity index (PASI) and IGA is recommended.
3.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.
4. It should be clarified how the pre-enrolment BK infection exclusion will be conducted. 
5.The key binding element (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.
6.Tolerability of subcutaneous (SC) administration should be evaluated. 
7.Secondary endpoints should also include assessments of psoriatic arthritis at baseline and follow-up visits. Rescue medication use should be recorded as a secondary endpoint.
8.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.
9.Immune monitoring should be conducted and detailed (e.g. lymphocyte subsets and function, IgG, IgA, IgM levels, cytokine levels, vaccine responses).
10.Inclusion/exclusion criteria should include a timeframe (possibly 2 weeks) from stopping use of topical therapies prior of the initiation of the study drug.
11.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.

[bookmark: _Toc12440634][bookmark: _Toc25853894]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 60 discussion

Article 7; PIP and Waiver

Dermatology

Summary of Committee discussion:

The PDCO at their June 2019 meeting note that communication had been received from the Applicant who would not object to a waiver. The PDCO confirmed its position that H2O2 solution 45% the PIP for topical use for the treatment of verrucae vulgaris in paediatric patients above 2 years of age would not bring expected significant therapeutic benefit as the need are already covered and agreed a waiver on its own motion for all subset of 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.

[bookmark: _Toc12440637][bookmark: _Toc25853897]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 60 discussion

Article 8; PIP and Deferral and Waiver

Gastroenterology-Hepatology

Summary of committee discussion:

The PDCO view expressed at Day 30 was re-discussed and endorsed.
The Committee adopted a Request for Modification.

[bookmark: _Toc12440638][bookmark: _Toc25853900]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 anaemia subtype A 

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

Day 60 discussion

Article 7; PIP and Deferral and Waiver

Haematology-Hemostaseology

Summary of committee discussion:

The PDCO’s view expressed at Day 30 was re-discussed and endorsed. 
The Committee was also informed that the PIP has been referred to the CAT for their comments, which will be provided after the July 2019 CAT meeting. 
In addition, on 20 June 2019 the PIP was discussed at the Paediatric Cluster TeleConference and the following action points were agreed with the FDA:
•FDA to share minutes of the meeting with the sponsor (in August 2019) with EMA
•EMA to share the outcome of the PDCO discussion and adopted request for modification with FDA
The Committee adopted a Request for Modification.

[bookmark: _Toc12440639][bookmark: _Toc25853903]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 60 discussion

Article 7; PIP and Deferral

Infectious Diseases

Summary of committee discussion:

The PDCO’s view expressed at Day 30 was re-discussed and endorsed taking into account also the clarification provided by the Applicant. 
While the Committee acknowledged that intravenous antibiotic treatment may be preferred in neonates, it was acknowledged that oral treatment could be considered in some circumstances and that it would thus be valuable to generate non-clinical and clinical safety data to support the use of sulopenem/probenecid in neonates, infants and toddlers.
In line with the outcome of the NcWG discussion, this will require a juvenile animal study with probenecid to cover the paediatric age range from birth to 2 years of age, with a particular focus on exacerbated toxicities due to renal immaturity or direct toxic effects on the kidney.
In addition a paediatric safety study should be included as safety for the oral formulation cannot be extrapolated to children less than 2 years of age given their renal immaturity.
The Committee adopted a Request for Modification (RfM).

[bookmark: _Toc12440640][bookmark: _Toc25853906]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 60 discussion

Article 7; PIP and Deferral

Infectious Diseases

[bookmark: _Toc12440641]Summary of committee discussion:

The PDCO’s view expressed at Day 30 was re-discussed and endorsed taking into account also the clarification provided by the Applicant. 
While the Committee acknowledged that intravenous antibiotic treatment may be preferred in neonates, it was acknowledged that oral treatment could be considered in some circumstances and that it would thus be valuable to generate non-clinical and clinical safety data to support the use of sulopenem/probenecid in neonates, infants and toddlers.
In line with the outcome of the NcWG discussion, this will require a juvenile animal study with probenecid to cover the paediatric age range from birth to 2 years of age, with a particular focus on exacerbated toxicities due to renal immaturity or direct toxic effects on the kidney.
In addition a paediatric safety study should be included as safety for the oral formulation cannot be extrapolated to children less than 2 years of age given their renal immaturity.
The Committee adopted a Request for Modification (RfM).

[bookmark: _Toc25853909]Pracinostat - Orphan - EMEA-002567-PIP01-19

Helsinn Birex Pharmaceuticals limited; Acute Myeloid Leukemia

Rapporteur: Koenraad Norga; Peer reviewer: Maaike van Dartel; 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 procedure in line with the PDCO conclusion at D30. 
The committee in addition highlighted the following issues for the Applicant to consider. Regarding the quality development,  the use of a commonly available oral syringe, with regard to the selection of a suitable measuring device, the Applicant was reminded of the recently updated EMA Q&A on Graduation of measuring devices for oral liquid dosage forms.
The Applicant was reminded that the qualitative and quantitative details of the formulations, as well as the safety of each of the excipients and their quantities for use in the indicated paediatric age range are needed at time of marketing authorisation application (MAA) submission. 
A RfM in line with the PDCO discussions has been agreed.

[bookmark: _Toc12440642][bookmark: _Toc25853912]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 60 discussion

Article 7; PIP and Deferral and Waiver

Uro-nephrology

Summary of committee discussion:

The issues raised at D30 were re-discussed and confirmed. The need for some paediatric PK data and a larger sample size was supported. The deferral requested by the Applicant was considered acceptable. The Formulation Working Group (FWG) comment that there is a need to describe the plan for patients not able to swallow intact capsules was endorsed. The PDCO adopted a Request for Modification (RfM).

[bookmark: _Toc12440643][bookmark: _Toc25853915]Nebivolol / zofenopril - EMEA-002593-PIP01-19

Piero Rijli; Treatment of essential hypertension 

Rapporteur: Ninna Gullberg; Peer reviewer: Sylvie Benchetrit; EMA Paediatric Coordinator: Irmgard Eichler

Day 30 discussion

Article 7; Waiver

Cardiovascular Diseases

Summary of committee discussion:

The PDCO discussed the Applicant’s request for a full waiver for the fixed dose combination of zofenopril / nebivolol for treatment of hypertension.
Fixed dose combinations provide a lack of flexibility for weight-adjusted dosing and are therefore generally unsuitable for younger children, as often only single individual strengths in a single ratio of doses are available.  Although dosing is simpler using a fixed dose combination (FDC) than with the individual components, patients require to be stabilised on these individual components before replacement with the FDC. An FDC cannot be used if adjustments of dose of individual substances are needed. For older children and adolescents, retention of dose flexibility by the use of the individual components is also usually advantageous. 
An FDC in paediatric population could only be considered after all individual mono-components are approved for the use in children. The proposed FDC does not seem appropriate for the use in children, since the efficacy and safety as well as the appropriate posology have not been established in children for zofenopril and for nebivolol.
Therefore, the Applicant’s position is endorsed that there is currently no significant therapeutic benefit for paediatric patients for the use of a fixed-dose combination therapy of zofenopril/nebivolol for treatment of hypertension and will adopt an Opinion accordingly at next month meeting.

[bookmark: _Toc12440644][bookmark: _Toc25853916]  Ramipril / rosuvastatin - EMEA-002569-PIP01-19

Egis Pharmaceuticals PLC; Treatment of cardiovascular disease 

Rapporteur: Anastasia Mountaki; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Irmgard Eichler

Day 30 discussion

Article 7; Waiver

Cardiovascular Diseases

Summary of committee discussion:

The PDCO discussed the Applicant’s request for a full waiver for the fixed dose combination of rosuvastatin / ramipril. The Applicant’s proposed condition, i.e. ‘Treatment of cardiovascular disease’ is not supported. The planned indications in adults suggest that in addition to treatment of hypertension also ‘Prevention of cardiovascular events’ and ‘Treatment of lipid metabolism disorders’ should be included as condition as was the case for other similar waiver applications for similar fixed drug combination products.
Fixed dose combinations provide a lack of flexibility for weight-adjusted dosing and are therefore generally unsuitable for younger children, as often only single individual strengths in a single ratio of doses are available. Although dosing is simpler using an FDC than with the individual components, patients require to be stabilised on these individual components before replacement with the FDC. A FDC in paediatric population could only be considered after all individual mono-components are approved for the use in children. The proposed FDC is not appropriate for the use in children, since the efficacy and safety as well as the appropriate posology have not been established in children for ramipril.
Therefore, the committee endorses the Applicant’s position that there is no significant therapeutic benefit for paediatric patients for the use of a fixed-dose combination therapy of rosuvastatin/ramipril and will adopt an Opinion granting a waiver for all paediatric age subsets in the conditions 
•Treatment of hypertension
•Treatment of lipid metabolism disorders 
•Prevention of cardiovascular events 
at next month meeting.

[bookmark: _Toc12440645][bookmark: _Toc25853919]Dihomo-γ-linolenic acid (DGLA) - EMEA-002364-PIP03-19

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

Rapporteur: Kirstine Moll Harboe; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Dobromir Penkov

Day 30 discussion

Article 7; PIP and Waiver

Dermatology

  Summary of committee discussion:

The Applicant proposes a PIP for ‘Treatment of atopic dermatitis’ in children from 2 to less than 18 years of age. A waiver in children from 0 to less than 2 years of age is proposed on the grounds of lack of significant therapeutic benefit over existing treatments. No deferral is requested.
The PDCO tends to agree with the Applicant’s request for a waiver in children from birth to less than 2 years of age on the grounds of lack of significant therapeutic benefit over existing treatments.
Comments by FWG are awaited regarding further development of the liquid formulation.
The overall design of both the double-blind randomised clinical trial (RCT) and open-label extension study is endorsed. The description of a “standardized” topical corticosteroid (TCS) treatment seems reasonable. 
Justification for the sample size of 640 subjects should be provided. The size of a paediatric study should be adequate to assess benefit/risk, but also not larger than what is required, especially taking into account that half of the included children will receive placebo. 
Justification for dose in all age subsets should be provided. 
An endpoint to reflect the TCS use has to be included in study DS107G-08 AD6. 
The Committee shall adopt a detailed Request for Modification at the next meeting.

[bookmark: _Toc12440646][bookmark: _Toc25853922]Lebrikizumab - EMEA-002536-PIP01-18

Dermira Inc.; Treatment of atopic dermatitis

Rapporteur: Helena Fonseca; Peer reviewer: Sabine Scherer; 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 D30. The proposed product is a humanized monoclonal antibody that binds to interleukin 13 and is developed for the treatment of atopic dermatitis. 
The waiver request for children younger than 6 months of age was considered acceptable on the grounds lack of significant therapeutic benefit.
Quality:
The planned dose for adolescents and children aged 12-18 years will be 250 mg which will require a 2 ml subtucaneous (SC) injection. This is a relatively high volume for SC administration and the Applicant should discuss the possibility of developing a more suitable formulation for SC use with a higher concentration.
The Applicant should also take into consideration that 0.1mL is the smallest volume increment likely to be accurately measureable using commercially available 1mL syringes (Q&A Document on measuring devices – November 18).
Acceptability of the formulation should be included in the clinical trials.
Non-clinical:
A complete non-clinical data program has been completed and no additional studies are planned to support the conduct of clinical studies in paediatric patients 6 months and older. This is acceptable.
Unmet therapeutic needs in children
The PDCO were of the opinion that there is an unmet need in paediatric moderate to severe atopic dermatitis (AD).
Clinical:
The paediatric programme includes the following studies
1. 12-18 y weighing ≥40 kg: will be evaluated with adults in 2 double-blind placebo controlled studies of identical design. 
2. Patients below the age of 12 y: 3 PK studies in a sequential manner, starting with school-children to confirm the dose for subsequent phase 3 safety and efficacy studies in specific age categories.
3. Children 6-12 y and adolescents 12-18 y weighing <40 kg: double-blind, placebo controlled, Phase 3 study  
4. Children 2-6 y and 6 m-2 y: will be evaluated separately in two single arm, open label studies.
5. Long-term safety studies are planned for paediatric patients that will participate in lebrikizumab AD trials, during which patients will receive open-label treatment.
General comments:
- An age staggered approach may be supported but needs justification. 
- PK evaluation could be incorporated within the efficacy/safety trials in order to shorten the paediatric development programme.
- PK studies are planned for each of the 3 paediatric cohorts. The dose to be used was selected based on modelling to achieve exposure similar to adults and adolescents. Each of the 3 PK studies will include at least 6 children. The justification for this should be provided.
-Since the proposed new medicinal product presents a new treatment approach for moderate to severe AD (first-in-class) and with regard to complexity of pathophysiology, the potential for extrapolation is limited and controlled data within a dedicated placebo controlled efficacy/safety study also within the youngest subsets (> 6m to 2 years and 2 years to 6 years of age) is requested.  The youngest age groups from 6 months to 6 years could be combined in one study.
Notwithstanding the above, if partial extrapolation is agreed, success criteria for the clinical trial will need to be provided and justified.
-Use of topical corticosteroids (rescue and at start) should be standardized and documented and use of rescue medication should be evaluated as secondary endpoints.
-Safety assessments should focus in infections (herpes) and eosinophil-associated AEs. 
-Safety follow up should be at least 5 half-lives.
-Additional secondary endpoints such as SCORAD75, CDLQI (children´s dermatology life quality index) are requested.
-statistical plan: the subgroup analysis of the adolescent population needs to be mentioned in the section.
-eDSMB (data and safety monitoring board) is requested for all studies. 
-Inadequate response to treatment with topical medication has to be specified and defined.
-It seems that the proposed clinical efficacy/safety studies in children aged 6 months to 2 years and 2-6 years will study lebrikizumab as monotherapy (like two adolescents studies). If not, this has to be clarified by the applicant and if concomitant use of topical corticosteroids (TCS) is planned a run-in phase is requested.

Deferral

A deferral is requested for most of the paediatric studies as the initial marketing authorisation (MA) is planned for adults and adolescents over 12 year in 2022. A deferral of the completion of the open-label (OL) extension study is not requested even though this is planned to finish in 2023. This should be clarified. Pharmacokinetics (PK) paediatric studies could start earlier prior to the MAA and studies could be grouped to shorten the development programme. In addition, it is not clear if a deferral for the initiation of Study AD10 (PK) is requested. The Applicant is asked to clarify.

A request for modification will be issued next month.

[bookmark: _Toc12440647][bookmark: _Toc25853928]Deoxycytidine - Orphan - EMEA-002513-PIP01-18

Modis Therapeutics, Inc.; Treatment of thymidine kinase 2 deficiency

Rapporteur: Karl-Heinz Huemer; Peer reviewer: Carine de Beaufort; EMA Paediatric Coordinator: Franca Ligas

Day 30 discussion

Article 7; PIP and Deferral

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

The PDCO discussed the application for a PIP and a deferral for MT1621 (deoxycytidine /deoxythymidine of GMP quality commercial-intended product), a substrate enhancement therapy intended (a) to increase substrate levels to maximally utilize residual thymidine kinase 2 (TK2) activity to support mitochondrial DNA (mtDNA) and (b) to increase both levels of the substrates deoxythymidine (dT) and deoxycytidine (dC) for phosphorylation by thymidine kinase 1 (TK1) and deoxycytidine kinase (dCK) and restore the deoxynucleotide triphosphate (dNTP) pool available for mtDNA synthesis through these cytosolic enzymes, for the ‘treatment of thymidine kinase 2 deficiency’. 
The application, as far as currently presented, concerns a combination pack (deoxycytidine /deoxythymidine are available as two active substances in form of powders for reconstitution in water available separately packed in 0.5 g or 2 g foil packets included a within the same package) therefore two PIPs that include the same development plan, were submitted, one for each component of the product, i.e. EMEA-002513-PIP01-18 for deoxycytidine and EMEA-002624-PIP01-19 for deoxythymidine. 
The product has an orphan designation for the treatment of mitochondrial DNA depletion syndrome, myopathic form and a PRIME designation for the treatment of thymidine kinase 2 deficiency (TK2 deficiency). 
The PDCO considered that while rare, in view of the lack of currently available treatments there is a high unmet need for the life-threatening condition, thymidine kinase 2 deficiency that may be covered by the treatment with MT-1621 and it was agreed that no waiver was needed for this development. 
The plan proposed includes an ongoing 26-week repeat dose toxicity/TK study in juvenile rats (MT1621-19-008), an ongoing ‘retrospective chart review efficacy and safety study of the combination of pyrimidine nucleos(t)ides in paediatric and adult patients with TK2 deficiency treated under compassionate use and investigator investigational new drug application (IND, FDA) (MT-1621-101), a planned ‘prospective’ Phase 2 open-label, multi-center safety, efficacy and PK study of continuation treatment with combination pyrimidine nucleosides in paediatric and adult patients with TK2 deficiency’ and a modelling and simulation study aimed to determine/confirm the dose to be used in paediatric patients with TK2 deficiency (MT-1621-102). 
The formulations planned to be used in the paediatric population seem overall acceptable at this point in time, however input from the Formulation Working Group (FWG) will be requested on the current available formulations, their dosing accuracy and proposed method of administration as well as on the possibility to develop a fixed dose combination that was highly recommended to the Applicant in the scientific advice and PRIME interactions. 
Input from the Non-clinical Working Group (NcWG) may be also requested on the appropriateness of the non-clinical program. 
In terms of clinical development issues debated by the PDCO included the dosing approach, the lack of adequate historical comparisons/controls for the retrospective analysis, the endpoints (i.e. use of same endpoints for patients with different severity of the disease), the biomarker strategy, the need to evaluate the relationship between the genetic mutations and the outcome etc. Concerns were also raised on the proposed timelines/deferral for Study 3 (MT-1621-102) with a data cut off at 6 month considered rather short at least in slower progressing patients. 
Regarding the modelling and simulation study, it was considered that the assumptions that the pharmacokinetic parameters will be the same/comparable between healthy adults and diseased adults and between diseased adults and the paediatric population needed to be justified as well at the time of sampling for the PK parameters. 
Finally, it was underlined that it is expected that the Applicant will take into account any impact that the advices, on the quality non-clinical and clinical development of the product, received in possible future scientific advices or other interactions held within the PRIME procedure, may have on the PIP, as well as that the issues identified by the PDCO and its working groups will be forwarded/addressed during the scientific advices or other PRIME interactions, as necessary. 

In summary, a detailed request for modification will be adopted at the next plenary meeting.

[bookmark: _Toc12440648][bookmark: _Toc25853932]Deoxythymidine - Orphan - EMEA-002624-PIP01-19

Modis Therapeutics, Inc.; Treatment of thymidine kinase 2 deficiency 

Rapporteur: Karl-Heinz Huemer; Peer reviewer: Carine de Beaufort; EMA Paediatric Coordinator: Franca Ligas

Day 30 discussion

Article 7; PIP and Deferral

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

PDCO discussion:
The PDCO discussed the application for a PIP and a deferral for MT1621 (deoxycytidine /deoxythymidine of GMP quality commercial-intended product), a substrate enhancement therapy intended (a) to increase substrate levels to maximally utilize residual thymidine kinase 2 (TK2) activity to support mitochondrial DNA (mtDNA) and (b) to increase both levels of the substrates deoxythymidine (dT) and deoxycytidine (dC) for phosphorylation by thymidine kinase 1 (TK1) and deoxycytidine (dCK) and restore the deoxynucleotide triphosphate (dNTP) pool available for mtDNA synthesis through these cytosolic enzymes, for the ‘treatment of thymidine kinase 2 deficiency’. 
The application, as far as currently presented, concerns a combination pack (deoxycytidine /deoxythymidine are available as two active substances in form of powders for reconstitution in water available separately packed in 0.5 g or 2 g foil packets included a within the same package) therefore two PIPs that include the same development plan, were submitted, one for each component of the product, i.e. EMEA-002513-PIP01-18 for deoxycytidine and EMEA-002624-PIP01-19 for deoxythymidine. 
The product has an orphan designation for the treatment of mitochondrial DNA depletion syndrome, myopathic form and a PRIME designation for the treatment of thymidine kinase 2 deficiency (TK2 deficiency). 
The PDCO considered that while rare, in view of the lack of currently available treatments there is an high unmet need for the life-threatening condition, thymidine kinase 2 deficiency that may be covered by the treatment with MT-1621 and it was agreed that no waiver was needed for this development. 
The plan proposed includes an ongoing 26-week repeat dose toxicity/TK study in juvenile rats (MT1621-19-008), an ongoing ‘retrospective chart review efficacy and safety study of the combination of pyrimidine nucleos(t)ides in paediatric and adult patients with TK2 deficiency treated under compassionate use and investigator investigational new drug application (IND, FDA) (MT-1621-101), a planned ‘prospective’ Phase 2 open-label, multi-center safety, efficacy and PK study of continuation treatment with combination pyrimidine nucleosides in paediatric and adult patients with TK2 deficiency’ and a modelling and simulation study aimed to determine/confirm the dose to be used in paediatric patients with TK2 deficiency (MT-1621-102). 
The formulations planned to be used in the paediatric population seem overall acceptable at this point in time, however input from the Formulation Working Group (FWG) will be requested on the current available formulations, their dosing accuracy and proposed method of administration as well as on the possibility to develop a fixed dose combination that was highly recommended to the Applicant in the scientific advice and PRIME interactions. 
Input from the Non-clinical Working Group (NcWG) may be also requested on the appropriateness of the non-clinical program. 
In terms of clinical development issues debated by the PDCO included the dosing approach, the lack of adequate historical comparisons/controls for the retrospective analysis, the endpoints (i.e. use of same endpoints for patients with different severity of the disease), the biomarker strategy, the need to evaluate the relationship between the genetic mutations and the outcome etc. Concerns were also raised on the proposed timelines/deferral for Study 3 (MT-1621-102) with a data cut off at 6 month considered rather short at least in slower progressing patients. 
Regarding the modelling and simulation study, it was considered  that the assumptions that the pharmacokinetic parameters will be the same/comparable between healthy adults and diseased adults and between diseased adults and the paediatric population needed to be justified as well at the time of sampling for the PK parameters. 
Finally, it was underlined that it is expected that the Applicant will take into account any impact that the advices, on the quality non-clinical and clinical development of the product, received in possible future scientific advices or other interactions held within the PRIME procedure, may have on the PIP, as well as that the issues identified by the PDCO and its working groups will be forwarded/addressed during the scientific advices or other PRIME interactions, as necessary. 

In summary, a detailed request for modification will be adopted at the next plenary meeting.

[bookmark: _Toc12440649][bookmark: _Toc25853936]Pegcetacoplan - Orphan - EMEA-002600-PIP01-19

Apellis Ireland Limited; Paroxysmal nocturnal haemoglobinuria 

Rapporteur: Sylvie Benchetrit; Peer reviewer: Peter Szitanyi; EMA Paediatric Coordinator: Emilie Desfontaine

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Haematology-Hemostaseology

Summary of committee discussion:

The Applicant proposed a PIP with a deferral for Pegcetacoplan, subcutaneous administration, for the ‘Treatment of paroxysmal nocturnal haemoglobinuria (PNH)’, and a waiver below 12 years of age on grounds of condition not occurring in the specific paediatric subset. 
The PDCO agreed that there is still an unmet medical need in PHN patients who do not respond adequately to eculizumab. However the Applicant's positioning of the drug both second line and first line should be clarified. 
It was noted that two phase 3 trials are already ongoing in adults.
The age cut-off for the waiver was discussed as a lower age cut-off has been agreed for other PIPs in the same condition. However, toxicity studies have reported single- or multi-organ macrophage vacuolation and tubular degeneration of the kidney in rabbits and monkeys due to the pegylated part of the product. The Non clinical Working Group (NcWG) should review this application and the waiver will be re-discussed at D60. 
The overall study design (an open-label, single-arm, multicentre trial to evaluate pharmacokinetics (PK), pharmacodynamics (PD) and safety in paediatric patients with PNH either previously treated or naïve to complement inhibitors) seemed acceptable. However, the choice of the dosing regimen will need to be further clarified and substantiated by the modelling reports, to be provided. An increase in the sample size seemed needed. 
Considering the efficacy is expected to be extrapolated from adults, the Applicant should propose an extrapolation study for the PIP Opinion.
While a deferral for the paediatric study completion seemed acceptable, the study should be initiated prior to marketing authorisation application (MAA) in adults, to ensure feasibility (no deferral for initiation).

[bookmark: _Toc12440650][bookmark: _Toc25853939]Rivipansel sodium - Orphan - EMEA-002596-PIP01-19[footnoteRef:9] -WITHDRAWN [9: ] 


Pfizer Europe MA EEIG; Treatment of sickle cell disease / Treatment of vaso-occlusive crisis in patients with sickle cell disease

Rapporteur: Fernando de Andres Trelles; Peer reviewer: Dominique Ploin; EMA Paediatric Coordinator: Peter Karolyi

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Haematology-Hemostaseology

Summary of committee discussion:

The Committee reviewed and discussed the application along with the assessors’ comments.
It has been noted that the PIP proposal was submitted with a delay of several years, at a stage when the paediatric development is practically completed.
The Applicant has obtained extensive scientific advice from a wide range of regulatory authorities including European ones and the CHMP- SAWP, but did not follow several key recommendations. Most notably, to include only the most severe genotypes of the disease, to measure pain as a main variable and to increase the number of patients. Also the primary endpoint of the B5201002 trial, time to readiness-for- discharge, was not recommended as it was not considered adequate for European patients where discharge is based on different criteria due to different practices in clinical care. 
The age-based strata used in the trial seem not to be related with physiopathology or clinical course of the disease. The available data do not show outstanding efficacy and if the mentioned side effects are in fact a consequence of the disease they would suggest that the product is not particularly disease-modifying. The anticipated benefit-risk for the product is therefore currently unclear. It would appear prudent to solve the benefit-risk doubts before exposing more paediatric subjects to the product.
The only planned trial, B5201014 needs further modifications and justification. The company intends to use PK modelling to define the initial dose but the actual model to be used is neither provided nor justified. The small sample size seems arbitrary, needing proper justification. Distribution by age and rules for adaptation need to be defined. Extrapolation is implicit in the plan but, even if the pathophysiologic process may not vary much across ages, there are obvious differences in manifestations (e.g. presence of dactilitis, mesenteric vaso- occlusive crisis (VOC), stroke in young children) and severity of the crisis so that similarity of efficacy cannot be taken for granted. A formal, detailed modelling and simulation (M&S) and extrapolation plan needs to be submitted.
Pharmacodynamic endpoints should be included in the model for validation of the implicit extrapolation approach.
As the plan in adults and elder paediatric subjects is practically finished the PDCO cannot rectify the detected issues with a request for modification, at least not for the 6 to less than 18 years old subset. In the absence of that possibility and considering that the regulatory advices have only been partially followed and the PDCO had not been consulted, the Committee concluded that this almost completed Paediatric Investigation Plan is not appropriate to support licensing in the EU.
A negative opinion refusing the PIP is therefore expected at Day 60.

[bookmark: _Toc12440651][bookmark: _Toc25853942]Baricitinib - EMEA-001220-PIP05-19

Eli Lilly and Company Limited; Treatment of systemic lupus erythematosus 

Rapporteur: Sara Galluzzo; Peer reviewer: Fernando de Andres Trelles; EMA Paediatric Coordinator: Gunter Egger

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

The Applicant is proposing a PIP for baricitinib, an inhibitor of JAK 1 and JAK 2 for the ‘Treatment of systemic lupus erythematosus (SLE)’ in children from 5 to less than 18 years of age and requests a waiver in children from birth to less than 5 years of age on the grounds of the disease not occurring in this subset. This was a resubmission after the previous PIP was withdrawn. The PDCO agreed that there was a need for new targeted SLE medicines for the paediatric population with better safety profiles in order to preserve growth and fertility potential and prevent cancer development. Baricitinib would be the first Janus kinase inhibitor (JAK) inhibitor for the treatment of paediatric SLE. Moreover, the oral dosage form (tablet and liquid formulation) would also provide a benefit over other compounds (mABs, fusion proteins) for which PIPs have been agreed and which are to be administered intravenously or subcutaneously. The proposals for quality-related (development of oral liquid) and non-clinical development were deemed to be agreeable. For the clinical development the Applicant proposed to conduct an open-label study in at least 40 paediatric patients from 5 years of age, to include all paediatric patients in the baricitinib arm and use external placebo control from the 2 adult pivotal Phase 3 studies (I4V-MC-JAHZ and I4V-MC-JAIA) for comparison. This approach was proposed by the Applicant in order to overcome difficulties of recruiting children into a placebo-controlled study. The paediatric committee welcomed an innovative approach. However, it was discussed whether such an approach, which depends on extrapolation of efficacy, could be followed for baricitinib, which would be the first JAK inhibitor to treat SLE in children. Moreover, in light of safety signals in this class of medicines (e.g. embolism) a larger paediatric study may be desirable. The committee discussed if a certain minimum number of patients with central nervous system (CNS) and renal manifestations (frequent manifestations in paediatric disease) would need to be included in the adult studies in order to allow an extrapolation approach. It was also discussed which paediatric target population would be appropriate for this medicine, e.g. severe disease. The Applicant’s proposal is based on a consistency check (adult and paediatric treatment response similar) followed by an efficacy check (comparison of adult placebo response and paediatric treatment response). The Committee discussed that alternative analyses (population adjusted) could be performed in parallel with the proposed one for checking consistency with the aim to have reassurance on comparability between response rate of the two populations (adults and adolescents) also in view of feasibility issues and time constraints.
The PDCO plans to also discuss the proposed approach, which strongly differs from previously agreed paediatric SLE programmes, at Day 60 with some members of the CHMP.

[bookmark: _Toc12440652][bookmark: _Toc25853945]Mavorixafor - EMEA-002490-PIP01-18

X4 Pharmaceuticals, Inc.; Treatment of warts, hypogammaglobulinemia, infections, and myelokathexis (WHIM) syndrome / Treatment of WHIM syndrome in paediatric patients aged 6 years and above.

Rapporteur: Sara Galluzzo; Peer reviewer: Dana Gabriela Marin; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

The Applicant proposes a PIP for the treatment of WHIM syndrome and requests a waiver below 6 years of age based on lack of safety. The Applicant also requests a deferral of the juvenile rat studies and the paediatric clinical study.
WHIM (warts, hypogammaglobulinemia, infections, myelokathexis) syndrome is a rare primary immunodeficiency resulting from gain-of-function mutations of the CXCR4 chemokine receptor, which traps mature, and otherwise fully functional, neutrophils and lymphocytes in the bone marrow. Mavorixafor is an orally available, non-competitive, allosteric inhibitor that blocks CXCR4 signalling, thereby resulting in mobilisation of white blood cells. WHIM syndrome is a debilitating condition that can be life-threatening, and it represents an unmet medical need as no treatments are authorised in the EU. 
Although it was acknowledged that diagnosis and hence treatment rarely occur during the first years of life, the proposed waiver cut-off age needs further justification, also taking into account the paediatric age range covered by the proposed juvenile non-clinical study. In addition, the Committee considered that a safety waiver would be premature before completion of the juvenile non-clinical studies and that the grounds of lack of significant benefit may be more suitable.
Regarding quality, the Applicant proposes to use the 100 mg capsules down to 6 years of age; however the Committee discussed that an age-appropriate formulation may need to be developed given the large capsule size. In addition the Applicant should clarify by 10 July 2019 if they have investigated the effect on bioavailability of small amounts of co-administered food as opposed to a formal fed state, and whether the capsules could be opened and the content taken with water. 
Regarding non-clinical, the Applicant proposes a dose-ranging and a pivotal juvenile toxicity study in rats, which were endorsed with some comments pending an extension of the duration of the pivotal study and expecting an initiation date as soon as possible and before the adult safety data are available.
Regarding clinical, the Applicant proposes to split the paediatric population into adolescents with Tanner stage of at least 3 who can be included in the adult Phase 3 trial, and the remaining population, who will be included in a separate paediatric study. Several comments were raised on the proposed trials, which will be detailed in next month’s Request for Modification. 
The Applicant also proposes to support the paediatric development with a population PK model which was considered acceptable. Furthermore, the PDCO considered that a formal extrapolation study should be included in the development plan, considering also the limited sample size and the rarity of the disease.
Finally the PDCO noted that for an inherited disease the delay in the development in children less than 12 years of age is not acceptable, and that hence the deferral and duration of the non-clinical measures and the paediatric clinical study need to be shortened significantly. 
The Committee shall adopt a detailed Request for Modification (RfM) at the next meeting.

[bookmark: _Toc12440653][bookmark: _Toc25853948]Polymyxin B - EMEA-002595-PIP01-19

The GARDP Foundation; Treatment of infections due to aerobic Gram-negative bacteria 

Rapporteur: Dana Gabriela Marin; Peer reviewer: Maria Fernandez Cortizo; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 7; PIP

Infectious Diseases

Summary of committee discussion:

The Applicant proposes a PIP for the treatment of infections due to aerobic Gram-negative bacteria with the development focused on the use in children with multi-drug resistant bacterial infections. No waiver or deferral is requested as the development is primarily or exclusively paediatric, with the regulatory strategy to be further clarified.
Polymyxin B is an old antibiotic with a resurgent clinical use as salvage therapy for otherwise untreatable Gram-negative infections. However, despite polymyxin B being a known antibiotic, PDCO agreed with the Applicant that trials are needed to close gaps in knowledge regarding its optimal use in children. The Committee also noted that no commercial formulations of polymyxin B for systemic use are currently available in Europe, and that thus the proposed development would address a clear unmet medical need.
Regarding quality, the Applicant considers that the available formulation (powder for solution for injection or infusion) is appropriate for all age groups, and thus no further formulation development is proposed. This was agreed by the Committee, although it was noted that the vial size is rather large, particularly when the youngest children are considered.
Regarding non-clinical, the Applicant considers that additional non-clinical studies would not provide any further relevant information, and thus no further non-clinical development is proposed. However, in view of the planned development down to birth the PDCO will seek feedback from the NcWG on whether juvenile studies should be conducted. 
Regarding clinical, the Applicant aims to identify a paediatric dose that achieves a similar systemic exposure to that of adult patients which has been associated to efficacy. For this the Applicant proposes a single-dose pharmacokinetics (PK) study, followed by a repeated-dose PK and safety study comparing polymyxin B with colistin. The development is also supported by a PopPK model. The studies were overall considered acceptable, pending some modifications/clarifications which will be detailed in next month’s Request for Modification. 
However, while the Committee agreed that - in line with the draft paediatric addendum to the antibacterial guideline - for infections with limited treatment options an extrapolation of efficacy from adults to children based on similar exposure is possible, the Committee noted that even in adults there remains some uncertainty regarding the optimal dose, at least in critically ill patients or in combination therapy. For this reason the Committee considers that these aspects need to be discussed in greater detail in the proposed modelling and simulation study. The Committee also noted that an adult study is currently conducted by the University of Michigan, and the Applicant should explore if they could access the raw data from this study and/or published pop-PK(/PD) studies in patients receiving polymyxin B.  
The Committee shall adopt a detailed Request for Modification (RfM) at the next meeting

[bookmark: _Toc12440654][bookmark: _Toc25853951]Zoliflodacin - EMEA-002599-PIP01-19

Entasis Therapeutics Inc.; Treatment of gonococcal infection / Treatment of uncomplicated gonorrhoea

Rapporteur: Maria Fernandez Cortizo; Peer reviewer: Stefan Grosek; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 7; PIP and Waiver

Infectious Diseases



Summary of committee discussion:

The Applicant proposes a PIP for the treatment of gonococcal infection and requests a waiver based on lack of significant therapeutic benefit in children and adolescents <15 years of age. No deferral is requested.  
Zoliflodacin is a new antibiotic that the Applicant plans to specifically develop as a single dose oral treatment for the treatment of uncomplicated gonorrhoea, which is the indication within the proposed condition for which the Applicant sees the greatest unmet medical need given the increase in multi-drug and extensively drug resistant N. gonorrhoeae strains. This was agreed by the Committee. 
Regarding the waiver, the PDCO agreed that clinical studies in children less than 12 years of age would be unfeasible due the rarity of the disease and the circumstances in which gonococcal infections do occur in this age range. However, PDCO questioned the somewhat arbitrary 15-year age cut-off in the adolescent group. The Applicant should clarify which is the lower body weight (35 kg?) of adolescents planned to be enrolled in the phase 3 trial as inconsistent information is provided in this respect. The Applicant should also clarify whether in paediatric subjects below this body weight a different dose and strength of the formulation would be needed taking into account the available preclinical and clinical data. If possible this should be provided before the Day 60 discussion.
Regarding quality, for the proposed adolescent population the adult formulation, which is presented as granules for oral suspension, was considered acceptable by the Committee pending the requested clarification on the lower weight cut-off. 
The Committee also agreed that no further non-clinical studies are required to support the single-dose use in adolescents.
Regarding clinical, the Applicant proposes to include adolescents in the pivotal adult Phase 3 study, which is thus proposed as the sole measure of this PIP. The study was subject to recent CHMP Scientific Advice and hence was overall considered acceptable, pending some clarifications/modifications which will be detailed in next month’s Request for Modification. In particular the proposed number of adolescents is too low, and adequate representation of women needs to be ensured, and food intake at the time of administration should be collected to aid in the interpretation of results.
In addition, the popPK model, including body size relationships, should be added to inform on the dose.
The Committee shall adopt a detailed Request for Modification (RfM) at the next meeting.

[bookmark: _Toc12440655][bookmark: _Toc25853954](4-benzyl-4-hydroxypiperidin-1-yl)(2,4'-bipyridin-3-yl)methanone - EMEA-002572-PIP01-19

Takeda Pharma A/S; Chromosome 15q duplication syndrome / cyclin-dependent kinase-like 5 (CDKL5) deficiency disorder / Treatment of seizures associated with chromosome 15q duplication syndrome / Treatment of seizures associated with CDKL5 deficiency disorder

Rapporteur: Karl-Heinz Huemer; Peer reviewer: Agnes Gyurasics; EMA Paediatric Coordinator: Peter Karolyi

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Neurology

Summary of committee discussion:

The PDCO reviewed and discussed the application along with the assessors’ comments.
The rationale for choosing the currently proposed two conditions was not fully understood. Noting that the Applicant currently conducts paediatric development in Dravet- and Lennox-Gastaut syndromes (DS and LGS respectively) too, and considering that this product is expected to control seizures of various types, it is unclear why the target population of this development is defined by and restricted to these two very specific disorders – particularly that these populations overlap to an extent.
The proposed waiver for Dup15q from birth to less than 2 years of age is not currently supported. The statement that “TAK-935, like traditional antiepileptic drugs (AEDs), is less likely to have an effect in infantile spasms in patients” appears to be based on speculation rather than on evidence, so it needs to be better justified or the waiver request removed.
The Applicant plans to conduct 4 nonclinical studies but does not plan to include any of them in the PIP. This also needs to be justified. At least the perinatal/postnatal development study ought to be included as that is highly relevant for paediatric patients.
For the clinical part, it is noted that development in LGS & DS are planned as separate PIP. The Applicant should consider planning these programmes in parallel in order to capitalise on synergies. At least the PDCO should be informed about when any supportive data will become available from that development.
The proposed 20-yyy and 20-xxx studies covering the two syndromes are practically identical apart from their target populations. The proposed details do not specify the number of paediatric patients. The requirement of 4 or more seizures per month for inclusion unduly restricts the target population to the most severely ill population. 50% reduction in motor seizures regardless of the baseline value as a primary endpoint is considered suboptimal as it neither justifies the clinical relevance of this change nor whether the same percentage would equally apply irrespective of baseline value. It is not clear why only motor seizures are considered and how this is defined, and why only numbers, but not e.g. severity criteria or duration are also taken into account. In general continuous outcomes are considered more informative and sensitive than responder analyses. The proposed 26 weeks duration could be sufficient but it depends on the justified final PEP.
These concerns are the same for the proposed study in cyclin-dependent kinase-like 5 deficiency disorder (CDD) patients from birth to 2 years too. A similar study should be planned for the Dup15q patients of the same age, unless the waiver is fully justified.
Because of the frequently used polytherapy and non-standard treatment in these conditions, standard of care in general and AED use in particular need to be standardised and monitored in the clinical trials, including conditions and modalities of rescue treatment.
A detailed request for modification (RfM) shall be adopted at Day 60.

[bookmark: _Toc12440656][bookmark: _Toc25853957]Belantamab mafodotin - Orphan - EMEA-002468-PIP04-19

GlaxoSmithKline Trading Services; Treatment of multiple myeloma 

Rapporteur: Maaike van Dartel; Peer reviewer: Kirstine Moll Harboe; 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 June 2019 plenary meeting.
The PDCO has already agreed a product specific waiver for the treatment of multiple myeloma and a PIP for the treatment of mature B-cell malignancies for this product. With this procedure, the Applicant requests another product specific waiver for the treatment of multiple myeloma for a different pharmaceutical form.
The PDCO agreed in principle with this request, based on the same reasoning on which the agreement of the previous product-specific waiver for multiple myeloma is based.
A positive Opinion is expected at Day 60.

[bookmark: _Toc12440657][bookmark: _Toc25853960]Infigratinib - EMEA-002594-PIP01-19

QED THERAPEUTICS; Cholangiocarcinoma 

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

Day 30 discussion

Article 7; Waiver

Oncology

Summary of committee discussion:

The PDCO discussed this procedure in line with the assessors’’ comments. The PDCO noted that this submission is for an oral and selective inhibitor of FGFR1, FGFR2, and FGFR3, developed for adult patients with advanced or metastatic cholangiocarcinoma with FGFR2 gene fusions/translocations who have failed prior therapy or are intolerant of gemcitabine-based chemotherapy. The request for a product specific waiver for the narrow condition of ‘treatment of cholangiocarcinoma’ based on the fact that the current target population in adults does not represent a medical need in paediatrics due to the rarity, warranting further development, was generally endorsed. The fact that development plans in achondroplasia are ongoing, requiring submission of a new PIP was noted by the Committee. Based on the mechanism of action, there remains the potential of this product to be able to address unmet medical needs in paediatric oncology. Therefore, the PDCO stressed that also in light of the recent changes in the US legislation (FDARA Title V) there is the need to engage into discussions with relevant paediatric oncology consortia (such as ITCCP4 Platform) to further explore potentials for paediatric development.

[bookmark: _Toc12440658][bookmark: _Toc25853963]Adeno-associated viral vector serotype 8 containing the human RPGR gene - Orphan - EMEA-002601-PIP01-19

Nightstar Europa Limited; Treatment of X-linked retinitis pigmentosa 

Rapporteur: Karl-Heinz Huemer; Peer reviewer: Fernando de Andres Trelles; EMA Paediatric Coordinator: Chrissi Pallidis

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Ophthalmology

Summary of committee discussion:

The PDCO discussed this procedure on D30. The proposed product is an adeno-associated viral vector developed for the treatment of X-Linked Retinitis Pigmentosa.
A protocol assistance procedure is ongoing in parallel and the following draft list of issues has been identified and will be discussed with the Applicant – and these points are relevant to the PIP also:
1.Please discuss the definition of a clinically relevant treatment effect based on microperimetry and how a treatment effect should be interpreted if selecting 5 out of 68 macular loci (out of 16 foveal). 
2.Please justify the choice of, the ranking of and the timing of evaluation of the efficacy endpoints.  
3.Please provide information on the following:
    a.	What are the timelines to obtain data from the natural history study and from Part 2 of XIRIUS?
    b.	Please explain the timing of Part 2 of XIRIUS in relation to the start of the Phase III study. Which decisions on the design of Phase III will be based on interim analysis vs. 12 month data from XIRIUS?
4.Regarding doses for Phase III
    a.	How will doses be selected for Phase III?
    b.	Please justify the inclusion of a low and potentially suboptimal dose. 
5.On the bilateral treatment study
    a.	Please explain the extent of data that will be available to support initiation of this study. 
    b.	Please elaborate on optimising the interval between treatment of the first and second eye. Will the second eye be treated in case antibodies towards the vector are detected?
    c.	Please elaborate on alternative approaches to evaluate bilateral treatment. 
6.Please elaborate on a strategy for potential re-treatment.
Waiver:
The age cut-off requested by the Applicant is 10 years but this requires further discussion. Early intervention in young children may prevent progression of the disease more optimally compared to older patients with established loss of night and peripheral vision. Furthermore, there will be cases when the disease is diagnosed early (e.g. siblings, cousins etc.) or the severity requires treatment at an age younger than 10 years. In addition, although the arguments that the proposed method to evaluate the primary endpoint is not suitable for young children, there are suitable methods to evaluate peripheral vision on young children. Lastly, the seriousness of the disease possibly outweighs the risk from the surgical procedure. 
The paediatric development will include 3 studies:
-On ongoing phase 1/2/3 first in human, dose escalation study in male subjects (adults and children) with generically confirmed XLRP. 
-A paediatric substudy of the phase 3 study in boys from 10 to less than 18 years.
-A long term follow-up study.
In addition to the above, a natural history study including children (currently from 10 years and to be expanded to children from 7 years) is ongoing.
As also apparent from the issues letter of intent (LoI) of the protocol assistance (PA) procedure several aspects of this development will require further discussion, including agreement on efficacy outcomes and timing of their assessment, inclusion of a low dose arm, dose strategy, approaches to bilateral treatment and possible re-treatment, use of information to be expected from the natural history study.
The natural history study should also be included into the PIP opinion and the protocol therefore should be discussed in more detail to ensure relevant data to inform subsequent studies will be generated. This should also explore efficacy outcomes that would be sensitive to show clinical relevant progression changes.
The Committee proposed that adolescents should be included in the adult studies and treated simultaneously.  Regarding deferral of the paediatric programme, the PDCO were of the opinion that the marketing authorisation application (MAA) in children should not be delayed and submitted at the same time as the adult application if the criteria of disease severity etc. are met. This is a very invasive, potentially non innocuous approach aimed at treating a devastating but relatively slowly progressing disease. It would not appear reasonable initially exposing to it patients (of any age) with well-preserved visual function and good short-term prognosis. Also because dose adjustment/repetition may not be without risk and may compromise future treatment.  

The Committee also considered that involvement of young people to obtain their views on the acceptability of the treatment and endpoints would be desirable.

A detailed request for modification will be issued next month.

[bookmark: _Toc25590051][bookmark: _Toc25853968]

[bookmark: _Toc12440659][bookmark: _Toc25853969]Difelikefalin - EMEA-002565-PIP01-19

Vifor Fresenius Medical Care Renal Pharma France; Chronic kidney disease (CKD)-associated pruritus 

Rapporteur: Dimitar Roussinov; Peer reviewer: Sigita Burokiene; EMA Paediatric Coordinator: Emilie Desfontaine

Day 30 discussion

Article 7; Waiver

Other

Summary of committee discussion:

This application concerns difelikefalin, a small synthetic peptide which has potent and selective agonist activity in rodent and human kappa-opioid receptors (KORs), for intravenous administration, for treatment of chronic kidney disease- associated pruritus. A product specific waiver is requested for the entire paediatric population from birth to less than 18 years of age, on grounds based on disease not occurring in the paediatric population.
The PDCO discussed the condition. Considering the mechanism of action of the medicinal product, it may also have an effect in pruritus associated with other diseases, such as cholestasis. The PIP condition may therefore be broader than treatment of chronic kidney disease- associated pruritus.
An additional pharmaceutical form (oral tablet) is investigated. The Applicant should clarify their intentions regarding the oral tablet, as the PIP should cover all existing and new pharmaceutical forms.
A waiver for the paediatric population above 5 years of age was not supported. Although the condition is rare, it does exist and the product would fulfill an unmet medical need as there is no approved drug. 
Below 5 years of age, although epidemiological data are scarce in this age range, the condition does exist and a potential waiver in this age range would need to be re-discussed. 
The PDCO expressed a trend towards a negative opinion on the waiver request, to be adopted at the next meeting.

[bookmark: _Toc12440660][bookmark: _Toc25853972]Obidoxime chloride / atropine sulfate - EMEA-002570-PIP01-19

Emergent Netherlands B.V.; Organophosphate nerve agent poisoning 

Rapporteur: Helena Fonseca; Peer reviewer: Brian Aylward; EMA Paediatric Coordinator: Laura Fregonese

Day 30 discussion

Article 7; Waiver

Other

Summary of committee discussion:

The PDCO was of the opinion that the arguments proposed by the Applicant to support a waiver requested were quite poor. In particular the application lacked sufficient information on organophosphorus poisoning in children, and of the available treatments in the EU for this condition. 
The PDCO noted that organophosphorus poisoning occurs in children in Europe, especially as accidental contact/ingestion in rural settings. In the EU several treatments are available, including atropine and obidoxime, the two active substances in the fixed-dose combination developed by the Applicant, and paediatric dosing recommendations exist for both substances as well as for other products (pralidoxime). For this reason a waiver as requested by the Applicant based on safety and efficacy does not apply. It was also acknowledged that clinical studies with the obidoxime and atropine would not be feasible (in children as well as in adults) but it was noted that in similar cases (e.g. anthrax) non clinical data were accepted for a PIP.
The PDCO then discussed the benefit of the proposed product in the context of the currently available products for organophosphorus poisoning in the EU. It was noted that the current guidelines support the immediate use of atropine (which should be available for pre-hospital use) and non-immediate availability of pralidoxime. Since both products are available also for children, the PDCO considered that the needs for treatment of organophosphorus agents in the European Union are considered covered and the fixed-dose combination obidoxime- atropine product being developed by the Applicant would not constitute a significant therapeutic benefit. The PDCO therefore expressed a trend towards a waiver based on lack of significant therapeutic benefit. An opinion will be agreed at next plenary meeting in July.

[bookmark: _Toc12440661][bookmark: _Toc25853975]Fexapotide triflutate - EMEA-002598-PIP01-19

FGK Representative Service GmbH; Treatment of patients with benign prostatic hyperplasia (BPH) 

Rapporteur: Brian Aylward; Peer reviewer: Tereza Bazantova; EMA Paediatric Coordinator: Dominik Karres

Day 30 discussion

Article 7; Waiver

Uro-nephrology

Summary of committee discussion:

The PDCO discussed this procedure in line with the assessors’ comments. It was agreed that Fexapotide triflutate, a polypeptide for transrectal intraprostatic injection, proposed for to be developed for the condition of ’treatment of patients with benign prostatic hyperplasia (BPH)’, is in a disease which does not occur in children. A product specific waiver was therefore considered adequate. A trend positive Opinion for D60 was expressed.

[bookmark: _Toc12440662][bookmark: _Toc25853978]Recombinant hepatitis B vaccine - EMEA-002157-PIP01-17

VBI Vaccines Inc.; Prevention of infection of hepatitis B virus / Secondary immunization of non-responder (anti-HBs levels< 10 mIU/mL) or hypo-responder (anti-HBs levels 10-99 mIU/mL) children age 2-18 years old to prior immunization against hepatitis B virus (HBV) infection / Primary active immunization of children from birth to 18 years old for the prevention of hepatitis B infection

Rapporteur: Yuansheng Sun; Peer reviewer: Michal Odermarsky; EMA Paediatric Coordinator: Laura Fregonese

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Vaccines

Summary of committee discussion:

It was acknowledged that the development of the proposed vaccine Sci-B-Vac in healthy children, in whom a normal response to the current HepB vaccination regimens is expected, can be waived as requested by the Applicant, based on lack of significant therapeutic benefit. 
The PDCO also discussed the proposal of the Applicant for a PIP containing only one study in no/low responders to previous HepB vaccination, preceded by a feasibility study using cross-linking of serology with vaccination registries data.  It was noted that the proposed clinical study has notable limitations, including the small sample size with large heterogeneity of trial population and the lack of the concurrent control group. For these reasons it is unlikely that the results of this study will be such to support at the end a separate indication as proposed by the Applicant. It was also noted that the specific subgroup(s) of paediatric patients for whom Sci-B-Vac may offer significant therapeutic benefit are not clearly identified. In one publication in non- responsive children with Celiac disease, the seroprotection response to vaccination, while better for Sci-B-Vac than for Engerix B after 1 dose (98% vs. 87% respectively), was similar (100%) after 3 doses, therefore putting into question the benefit of using Sci-B-Vac versus a cycle of Engerix B vaccination in this patient group (Heshin-Bekenstein et al, 2015[footnoteRef:10],[footnoteRef:11]). Similarly, in a study in previous non-responsive adults with chronic kidney disease on dialysis Engerix-B and Sci-B-Vac elicited similar seroprotective responses at Month 7 (SPR > 80%) (Elhanan 2018[footnoteRef:12]).
After the discussion the PDCO expressed a trend towards a full waiver for the proposed product Sci-B-Vac in the condition prevention of hepatitis B infection, including also hypo/non-responsive children. An opinion will be reached next month. [10: ]  [11: ]  [12: ] 


[bookmark: _Toc12440663][bookmark: _Toc25853981]Discussions on Compliance Check

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

No items.

[bookmark: _Toc12440665][bookmark: _Toc25853982]Discussions on Modification of an Agreed Paediatric Investigation Plan

[bookmark: _Toc12440666][bookmark: _Toc25853983]Sacubitril / valsartan - EMEA-000316-PIP02-11-M04

Novartis Europharm Ltd.; Heart Failure / Treatment of heart failure

Rapporteur: Stefan Grosek; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Peter Karolyi

Day 30 discussion

Article 8; PIP

Cardiovascular Diseases

Summary of committee discussion:

The PDCO discussed the modification request along with the assessors’ comments. Due to unexpected recruitment difficulties with the clinical programme and in an attempt to improve the situation the Applicant proposed the following modifications.
The definition of age subsets is adjusted and a 6 months delay of completion proposed, both agreeable. Removal of the requirement of "angiotensin converting enzyme inhibitors (ACEi) / angiotensin receptor blockers (ARB)-naïve patients at least 25% randomised per age group" – the PDCO considered that achieving this criterion was objectively unfeasible therefore agreed to drop it from the PIP. On the other hand information on naïve patients vs pre-treated ones would be highly useful for prescribers even if statistically inconclusive, therefore the Committee encourages the Applicant to continue trying to enrol as many such patients as possible despite the fact that it will no longer be required.
The statistical plan has also been slightly adjusted as per the Applicant’s request.
A positive opinion endorsing these modifications is expected at Day 60.

[bookmark: _Toc12440667][bookmark: _Toc25853986]Ticagrelor - EMEA-000480-PIP01-08-M12

AstraZeneca AB; Thromboembolic events (children), acute coronary syndrome, history of myocardial infarction / Reduction in occurrence of vaso-occlusive crises in paediatric patients with sickle cell disease

Rapporteur: Marek Migdal; Peer reviewer: Brian Aylward; EMA Paediatric Coordinator: Giovanni Lesa

Day 30 discussion

Article 8; PIP

Cardiovascular Diseases / Haematology-Hemostaseology

Summary of committee discussion:

The PDCO discussed this procedure at Day 30 during the June 2019 plenary meeting.
The Applicant requests deletion from the Opinion of study 16, which concerns the development of an age-appropriate dosage form for the age range from birth to less than 24 months. The Applicant justifies this by saying that study 13 only includes patients from 2 years of age and that study 14 (a single dose study to investigate PK in patients from birth to less than 24 months with sickle cell disease) would not be sufficient to obtain an indication. In addition, the Applicant remarks that the patients younger than 2 years of age are rare.
The PDCO noted that the Applicant has not presented any data supporting deletion of study 16. The Committee agreed in principle that before deciding about study 16 deletion, a discussion on whether dispersible tablets or granules for oral suspension are appropriate for use in infants and toddlers younger than 24 months should be available, taking into account also that PK data obtained in study 14 are in the same age cohort but with different formulation (granules for oral suspension).

Should the Applicant wish to comment on the points in bold above, the PDCO will take any additional information into account if submitted no later than the 11 July 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: _Toc12440668][bookmark: _Toc25853989]Liquid ethanolic extract 30 per cent (w/w) of Allium cepa L. (fresh bulb) and Citrus limon (L.) Burm. f. (fresh fruit), Paullinia cupana Kunth, Theobroma cacao L. - EMEA-001835-PIP01-15-M04

LEGACY HEALTHCARE; Treatment of alopecia 

Rapporteur: Hugo Tavares; Peer reviewer: Peter Szitanyi; EMA Paediatric Coordinator: Irmgard Eichler

Day 30 discussion

Article 7; PIP and Waiver

Dermatology

Summary of committee discussion:

The PDCO discussed the modification request to remove the currently agreed requirement of developing a container (bottle) with child-proof closure due to mere absence of risk for a child from the existing product features and the cutaneous solution itself; even in case of accidentally applying the cutaneous solution there is minimal risk associated.
The Committee, endorsing the conclusions of the Formulation Working Group (FWG),  considers the Applicant’s justifications acceptable and will adopt a positive Opinion at next month meeting.

[bookmark: _Toc12440669][bookmark: _Toc25853992]2-hydroxypropyl-ß-cyclodextrin (HP-ß-CD) - Orphan - EMEA-001866-PIP01-15-M04

Mallinckrodt Pharmaceuticals Ireland Ltd; Treatment of Niemann-Pick disease, type C 

Rapporteur: Fernando de Andres Trelles; Peer reviewer: Sylvie Benchetrit; EMA Paediatric Coordinator: Janina Karres

Day 30 discussion

Article 7; PIP and Deferral

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

The PDCO discussed this Request for Modification for 2-hydroxypropyl-ß-cyclodextrin (HP-ß-CD) for the ‘Treatment of Niemann-Pick disease’, type C for the first time (day 30) during its plenary on 28 June 2019.
Delay in study initiation/completion of PIP Studies 6 and 7
Due to unexpected efficacy results in PIP Study 3 (Study VTS301) in children from 4 to less than 18 years of age (and young adults), the Applicant requests a delay in study initiation/completion of PIP Studies 6 and 7. 
During the double-blind phase (sham-controlled) of the study (parts A+B), there was no disease progression in either active nor control cohort. As regards the sham control group, this is contrary to information known about the natural history of Niemann-Pick disease, type C (NPC). These results bring great uncertainty to the benefit/risk balance, especially in view of the significant adverse event profile, i.e. according to the Applicant at the end of 52 weeks, 20% of patients treated with VTS-270 met the threshold for requiring a hearing assistance device.
The Applicant is currently trying to better understand the potential treatment benefit of VTS-270. All possible data, including additional data sources (expanded access protocol, etc.) for patients treated with VTS-270 are currently evaluated. Until then, the Applicant proposes to not embark into PIP Study 6 (Study VTS-270-303) and PIP Study 7 in children from birth to less than 4 years of age. 
The Applicants’ proposal to delay study initiation/completion of PIP Studies 6+7 until further information is available, is supported. In fact, at present no recommendation on a study initiation date can be provided. The PDCO strongly recommends to not initiate PIP Studies 6+7 Study before an unequivocal positive benefit/risk balance has been established by the company, based on available data (including PIP Study 3 (Study VTS301) and PIP Study 2 (Study 13-CH-0001). At present, a positive benefit/risk balance cannot be assumed. 
Any potential benefit of this product has to be weighed against the significant adverse events profile known to date. As the Applicant states, known risks such as hearing impairment may have a bigger impact in children below 4 years of age given the sensitive phase of language acquisition. The described hearing impact appears to be irreversible. 
Clarity on current status of PIP Study 3 (Study VTS301) and intent to file marketing authorisation application (MAA).
In light of the above, the Applicant is asked to clarify if part C of the study is still ongoing and if any patients currently receive the study drug? If yes, this needs to be justified by the Applicant in view of the results from part A and B of the study.
Furthermore, the Applicant is asked to clarify by when their currently ongoing data analysis is expected to be completed and their further regulatory strategy agreed internally?
Update of PIP Opinion Part 5: “Concerns on potential long term safety/efficacy issues” 
Considering the current safety and efficacy data, the PDCO suggests to modify the part 5 of the Opinion. Under “Concerns on potential long term safety/efficacy issues in relation to paediatric use”, it is proposed to add the following:
It is considered that the following issues are particular causes of concern in paediatric population:
•(long term) efficacy 
•irreversible hearing impairment and possible impairment of language acquisition (young patients)
Agreed from the Applicant is sought.
Delay in study initiation/completion of PIP Study 3 (Study VTS301)
The delay by 2 months in the now completed study is deemed acceptable by the PDCO.
Next steps
The Applicant is asked to provide clarification on the current status of PIP Study 3 (Study VTS301), Part C, and the approx. timelines of their further regulatory strategy. This feedback should be provided latest by 05 July 2019.
An Opinion on the above request is expected to be finalized during the forthcoming PDCO plenary in July 2019.

[bookmark: _Toc12440670][bookmark: _Toc25853995]Empagliflozin - EMEA-000828-PIP04-16-M03

Boehringer Ingelheim International GmbH; Treatment of type 1 diabetes mellitus 

Rapporteur: Carine de Beaufort; Peer reviewer: Agnes Gyurasics; EMA Paediatric Coordinator: Janina Karres

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

The PDCO discussed this Request for Modification for empagliflozin for treatment of type 1 diabetes, as adjunct to insulin, for the first time (day 30) during its plenary on 28 June 2019.
The Applicant requests to further delay the paediatric development by about 1.5 years. The Applicant plans for filing the marketing authorisation application (MAA) for empagliflozin 2.5 mg for the treatment of adults with T1DM in March 2019 have now changed. The adult submission is further delayed until September 2020. This delay in 1.5 years also impacts the paediatric development. The Applicant requests therefore a 1.5 year delay in the paediatric development. This is deemed acceptable by the PDCO.
Besides this, only editorial changes are requested and corrections introduced from oversights derived from the previous modification procedure 828-04-M02.
Safety concerns 
The PDCO expressed great concerns over possible exacerbated safety risks especially in the paediatric population below 6 years of age. Safety concerns pertain specifically to increased events of DKA as well as adverse events on growth due to caloric deficiency (decreased blood glucose, insufficient insulin,…), reference is made to the recent commentary by Wolfsdorf and Ratner, 2019[footnoteRef:13]. Furthermore, serious infections of the genital area (i.e. necrotizing fasciitis of the perineum) are of concern[footnoteRef:14].
Therefore, the PDCO emphasizes the Applicant’s responsibility to re-engage with the PDCO if emerging paediatric data in older age groups (e.g. 6-18 years) suggests an increased risk of adverse events, as compared to adults, or emerging data suggests any potential adverse effects on growth in the paediatric population. PIP modifications to amend the key elements and/or waiver age cut off are possible at any time, based on new relevant information/emerging data. 
Next steps
The adoption of a positive opinion on the requested changes is expected during the forthcoming PDCO meeting in July 2019. [13: ]  [14: ] 


[bookmark: _Toc12440671][bookmark: _Toc25853998]Semaglutide - EMEA-001441-PIP03-17-M01

Novo Nordisk A/S; Treatment of obesity 

Rapporteur: Helena Fonseca; Peer reviewer: Eleni Katsomiti; EMA Paediatric Coordinator: Janina Karres

Day 30 discussion

Article 7; PIP

Endocrinology-Gynaecology-Fertility-Metabolism

Summary of committee discussion:

During its plenary on 28 June 2019 the PDCO discussed semaglutide, a glucagon-like-peptide-1 (GLP-1) receptor agonist, for the treatment of obesity for the first time (day 30 of review process). 
Semaglutide has a long half-life, suitable for weekly (subcutaneous (S.C.)) administration; it is authorized since February 2018 for the treatment of type 2 diabetes (T2D) in adults. 
The Applicant requests changes to the Adolescent trial NN9536-4451 (PIP Study 1), following advice from FDA[footnoteRef:15] to extend the trial from 52 weeks to 68 weeks. The 2007 FDA draft weight management guidance states that efficacy in paediatric patients should be assessed at 1 year, which would be 68 weeks for semaglutide, including the 16-week titration period. This is the same efficacy time point that is used in obesity trials in the adult patient population. This study extension by 16 weeks is deemed acceptable by the PDCO.
This change also impacts the completion timeline of PIP Study 3 (Modelling and Simulation Study). A 5 months extension of the completion timeline is requested. This is also deemed acceptable by the PDCO.
During the forthcoming PDCO plenary in July 2019 adoption of a positive Opinion is expected. [15: ] 


[bookmark: _Toc12440672][bookmark: _Toc25854001]Etrolizumab - EMEA-001434-PIP01-13-M02

Roche Registration GmbH; Treatment of ulcerative colitis/ Treatment of Crohn's disease / Treatment of moderately to severely active Crohn's disease / Treatment of moderately to severely active ulcerative colitis

Rapporteur: Peter Szitanyi; Peer reviewer: Anette Solli Karlsen; EMA Paediatric Coordinator: Dobromir Penkov

Day 30 discussion

Article 7; PIP

Gastroenterology-Hepatology

Summary of committee discussion:

The Applicant requests to amend the dosing regimen in Study 2 (Prenatal / Postnatal Reproduction Toxicity Study) and study title, plus main secondary endpoints of Study 3 (PK/PD Study).
The PDCO considered acceptable the proposed changes to the PIP.
A positive Opinion is expected at Day 60.

[bookmark: _Toc12440673][bookmark: _Toc25854004]Linaclotide - EMEA-000927-PIP01-10-M04[footnoteRef:16] - WITHDRAWN [16: ] 


Allergan Pharmaceuticals International Limited; Functional constipation in children

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

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Gastroenterology-Hepatology

Summary of committee discussion:

The PDCO discussed this modification procedure. This is the fourth modification for linaclotide in the treatment of chronic constipation. The PIP contains 7 clinical studies and this modification concerns studies 4 and 6 of the PIP. Study 3 of the PIP has recently been the subject of an article 46 procedure in which the assessor concludes: the Applicant has presented the first study which was part of the agreed PIP, in this Article 46 procedure. Whereas all studies agreed in the PIP will be conducted in the indication functional constipation, the product is currently licensed in the indication irritable bowel syndrome (IBS) only. The results of any of these studies will therefore be of limited relevance for the product licensed in the EU.
The study LIN-MD-62 was an explorative PK- dose-finding, and safety study in patients aged 6-17 in patients with functional constipation. Whereas – as an overall result – the known properties of the substance with regard to PK and safety can be considered to have been confirmed with this study, the results with regard to efficacy do not show clinically relevant differences in comparison to the placebo treatment in any of the dose levels studied.
However, due to the different patient population, the different indication, and the potential use of relatively low doses in the trial, the results with regard to efficacy are not considered to have any repercussion on the existing license for adults with irritable bowel syndrome with constipation (IBS-C).
Study 4 (Dose-ranging study in children aged 3 up to 6 years with functional constipation)
The Applicant wishes to expand the population to children from 2 years. This is acceptable.
Regarding the study duration the Applicant is requesting the following: 4-week double blind Intervention Period, during which at least 6 participants in Cohorts 1 to 3 complete at least 2 weeks of double-blind study intervention at the same dose level
The double-blind duration of 4 weeks is acceptable. The additional “during which at least 6 participants in Cohorts 1 to 3 complete at least 2 weeks of double-blind study intervention at the same dose level” is not endorsed. The Applicant should clarify how dose escalation will be conducted as the duration is quite short to determine efficacy/safety.  
Regarding the selected doses, results from completed LIN-MD-62 did not show clinically relevant differences in comparison to placebo for any of the dose levels studied. Therefore it is not quite clear why the proposed doses are selected for the current study. The proposed dose should be further justified as it is currently not supported by the existing data.
Regarding the key endpoints proposed, the PDCO considered that endpoints should be in line with the proposed inclusion criteria, i.e. :
-the patient has had 2 or fewer defecations per week (with each defecation occurring in the absence of any laxative, suppository, or enema use during the preceding 24 hours).
-In addition, at least once per week, patients must meet 1 or more of the following:
History of retentive posturing or excessive volitional stool retention;
History of painful or hard bowel movements (BMs);
Presence of a large fecal mass in the rectum;
History of large diameter stools that may obstruct the toilet ;
At least one episode of fecal incontinence per week after the acquisition of toileting skills.
Regarding the secondary endpoints the PDCO did not agree with the deletion of the acceptability of the sprinkles, safety and PK assessments and the success rate responder (defined as defaecation frequency ≥3 times/week and faecal incontinence frequency ≤1 time per 2 weeks (only if toileting skills acquired by children). These endpoints should remain in the PIP.
Further information should be provided on the details regarding recruitment and timings of this study.
Study 6 (Confirmatory study in children aged 3 up to 18 years with functional constipation)

The Applicant wishes to change the age group included in this study to 6- <18 years. This was not acceptable and patients from 3 years of age should be included.

As with the previous study, there are concerns with the dose selection. The dose proposed (72 micrograms) is not justified. 

Regarding the changes in the primary endpoint, this is not acceptable. The original primary endpoint “Success rate responder defined as defecation frequency ≥3 times a week and faecal incontinence frequency of ≤1 time per 2 weeks. Faecal incontinence (FI) must be taken into account only after acquisition of toileting skills” should remain.

Secondary endpoints in line with those proposed by the CHMP guideline and Rome III criteria including faecal incontinence should be evaluated. These should consist of Defecation frequency, Stool consistency, Painful defecation, Quality of life, Side-effects, Faecal incontinence frequency, Abdominal pain, School absence and Withholding behavior, Large-diameter stools that obstruct the toilet, Large faecal mass in the rectum, Use of rescue medication, Patient/parent satisfaction.

The statistical plan should be amended in line with the endpoints to be agreed with the PDCO.

In conclusion, the PDCO were of the opinion that there are many fundamental issues that need to be addressed and a positive opinion within the timeframe of this modification procedure is not possible. A negative opinion is expected to be issued next month. The Applicant is recommended to request a pre-submission teleconference before submission of the next modification procedure.

[bookmark: _Toc12440674][bookmark: _Toc25854013]Odevixibat - Orphan - EMEA-002054-PIP01-16-M01

Albireo AB; Progressive familial intrahepatic cholestasis (PFIC) 

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

Day 30 discussion

Article 7; PIP and Deferral

Gastroenterology-Hepatology

Summary of committee discussion:

The PDCO discussed the modification request on D30. 
This modification concerns the quality study, modifications of  clinical study A4250-005, deletion of clinical study A4250-010 and addition of a new study A4250-008 following a protocol assistance procedure in 2018.
Quality study
The delay in completion of the quality measure by 6 months was considered acceptable.
Study 3 (A4250-005)
Regarding pruritus assessment the Applicant requests to modify the endpoint “Change from baseline to Week 24 in patient reported itch severity as measured by the average daily score of the Albireo patient reported outcome (PRO) instrument (only patients ≥8 years of age will complete the PRO instrument)” to “Proportion of individual assessments meeting the definition of a positive pruritus assessment at the subject level over the 24-week treatment Period. A positive pruritus assessment includes an itch score ≤1, or at least a one-point drop from baseline based on the Albireo PRO instrument; only patients ≥8 years of age will complete the Albireo PRO instrument”. Evidence that at least one-point drop from baseline is clinically relevant is needed. As highlighted in the protocol assistance (PA) procedure a positive pruritus assessment is defined as a scratching score of ≤1 or at least a one-point drop from baseline on the Albireo (ObsRO) instrument. It is agreed that a patient with a scratching score ≤1 has responded to treatment, however a one unit change in score does not self-evidently represent noticeable improvement for the patient.
Regarding monitoring of patients requiring liver transplantation, the Applicant requests to change the current endpoint “Number of patients undergoing biliary diversion surgery or being listed for liver transplantation” to “Number of patients undergoing biliary diversion surgery or liver transplantation”. The Applicant should explain this requested change. Quite often due to lack of organs, patients remain on the transplant lists for prolonged periods, therefore including the number of patients who are listed and awaiting transplantation would provide a more accurate picture of those patients in whom the pharmaceutical intervention has failed.
Study A4250-008
The Applicant is proposing to include this follow-up study and delete the study in infants younger than 6 months of age (A4250-010). The study will consist of two cohorts. A total of up to 60 patients from the A4250-005 study will be enrolled in Cohort 1. Cohort 2 will consist of approximately 60 patients with progressive familial intrahepatic cholestasis (PFIC) who have elevated s-BAs and cholestatic pruritus and who either (1) do not meet eligibility criteria for Study A4250-005, or (2) are eligible for enrolment in A4250-005 after recruitment of study A4250-005 has been completed. 
The Applicant should discuss whether up-titration of the dose once tolerated for those patients in whom the dose has had to be reduced is planned. Study A4250-010 which is now proposed to be deleted, was planned to include at least 10 infants. The Applicant should discuss how many infants less than 6 months of age are expected to be included in study 008. As with the previous study, the Applicant should present evidence of what change in pruritus is clinically meaningful. Other parameters to be considered include fibrosis evaluation, reduction in liver/biliary cancer and comparison to effect of biliary diversion.
The Applicant is requested to respond to the issues highlighted in bold by 11 July 2019 via the e-submission gateway. Upon resolution of the outstanding issues, a positive opinion is expected next month.

[bookmark: _Toc12440675][bookmark: _Toc25854016]Ferric maltol - EMEA-001195-PIP01-11-M04

Norgine BV; Iron deficiency anaemia / Treatment for iron deficiency anaemia (IDA)

Rapporteur: Herbert Lenicker; Peer reviewer: Johannes Taminiau; EMA Paediatric Coordinator: Gunter Egger

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Haematology-Hemostaseology

Summary of committee discussion:

The committee tended to agree with the change of formulation from “powder for oral suspension” to “oral suspension”. Also the other changes, including changes to timelines were deemed to likely be acceptable. However, as the Applicant had not provided the planned composition of the new formulation the committee was not in a position to assess the appropriateness of the formulation. Therefore, the Applicant is requested to submit this information by 5 July 2019, in time for assessment by the Committee’s Formulation Working Group (FWG).

[bookmark: _Toc12440676][bookmark: _Toc25854019]Lonoctocog alfa - EMEA-001215-PIP01-11-M07

CSL Behring GmbH; Haemophilia A 

Rapporteur: Sylvie Benchetrit; Peer reviewer: Anette Solli Karlsen; EMA Paediatric Coordinator: Janina Karres

Day 30 discussion

Article 8; PIP

Haematology-Hemostaseology

Summary of committee discussion:

The PDCO discussed the Applicant’s request for modification for lonoctocog alfa in the condition treatment and prophylaxis of bleeding in patients with haemophilia A (congenital factor VIII deficiency), during its plenary on 28 June 2019, and concluded the following: 
Termination of the PUP study after 23 patients are enrolled (PIP Study 3/PUP Sub study to CSL627_3001)
In this modification request for rFactor VIII-SingleChain (Afstyla) the Applicant asks to terminate the PUP study after 23 previously untreated patients (PUPs) (out of 50 agreed in the PIP) have been enrolled into the study. A clinical study report will be filed after completion of the trial, for these 23 patients. The PUP clinical trial data will be further complemented through the collection of post-marketing data.  
This approach could be acceptable by the PDCO if the Applicant amends the completion timeline according to the newly expected last visit of the last participant (LPLV), i.e. 23rd patient having had at least 50 ED.
The request to delete this PUP study entirely from the PIP is not supported by the PDCO.

[bookmark: _Toc12440677][bookmark: _Toc25854022]Upadacitinib - EMEA-001741-PIP01-14-M02

AbbVie Ltd; Treatment of chronic idiopathic arthritis / Treatment of juvenile idiopathic arthritis

Rapporteur: Sara Galluzzo; Peer reviewer: Karl-Heinz Huemer; EMA Paediatric Coordinator: Rocio Fernandez

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

The PDCO discussed the modification request on D30.
In this second modification of PIP 01 for ustekinumab for the treatment of juvenile idiopathic arthritis (JIA), the PDCO discussed the Applicant’s proposal of deleting the 2-day follow-up during the washout period while mantaining the treatment duration of 7 days in study 4. The Committee tended to agree with this modification as patients will be offered the possibility to enrol in an open label long term follow-up in part 2 of the same study. Furthermore, an extension of the completion date of 4 months due to enrolment difficulties was requested for study 4. The PDCO found this minor delay acceptable.

[bookmark: _Toc12440678][bookmark: _Toc25854025]Ustekinumab - EMEA-000311-PIP03-11-M05

Janssen-Cilag International NV; Treatment of chronic idiopathic arthritis (including rheumatoid arthritis, spondyloarthritis, psoriatic arthritis (PsA) and juvenile idiopathic arthritis (JIA)) / Treatment of juvenile idiopathic arthritis (juvenile psoriatic arthritis (jPsA))

Rapporteur: Helena Fonseca; Peer reviewer: Sabine Scherer; EMA Paediatric Coordinator: Rocio Fernandez

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Immunology-Rheumatology-Transplantation

Summary of committee discussion:

The Committee discussed this fifth modification for PIP03 for ustekinumab for the treatment of juvenile idiopathic arthritis (JIA).
Input from the FWG was received as regards the deletion of the quality measure for the development of age-appropriate strength for children less than 12 years old. It was considered that the deletion was not acceptable as there are no commercially available syringes which are likely to accurately deliver the volumes proposed by the Applicant. 
In previous modifications the PDCO agreed to waive the JIA subtypes rheumatoid factor (RF)+, polyarthritis JIA (pJIA), RF_pJIA and extended oligoarticular JIA (eoJIA). For the remaining subtypes the committee had previously suggested a combined clinical trial of ustekinumab in juvenile enthesitis-related arthritis (ERA) and juvenile psoriatic arthritis (jPsA). In this modification the Applicant is proposing a single arm, PK, safety and immunogenicity study in jPsA in children between 5 and 18 years of age together with a full extrapolation approach. It was highlighted that since this is a first in class product efficacy data through a double-blind, placebo controlled study should be generated. Therefore the study design was considered not acceptable. Furthermore, as in the previous modification the Applicant proposed a popPK model to assess paediatric PK exposure. The Applicant's proposal resembles the one which was submitted for Modification 04 and which was reviewed by the MSWP and comments provided in the summary report.
A negative Opinion is likely at D60.

[bookmark: _Toc12440679][bookmark: _Toc25854028]Lamivudine (3TC) / dolutegravir (DTG) - EMEA-001940-PIP01-16-M02

ViiV Healthcare BV; Treatment of human immunodeficiency virus (HIV-1) infection 

Rapporteur: Dana Gabriela Marin; Peer reviewer: Maria Fernandez Cortizo; EMA Paediatric Coordinator: Roberto De Lisa

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Infectious Diseases

Summary of committee discussion:

The PDCO discussed the modification request of the PIP at their June 2019 meeting. The modification proposed the change in design of Study 3 covering the population from 2 to less than 12 years old transforming it in an open-label uncontrolled one based on possible extrapolation of efficacy data from adults. However, the adult indication is based on data after 48 weeks of treatment to assess durability of response and therefore treatment duration in the PIP will be kept at 48 weeks despite the primary endpoint can be analysed after 24 weeks of treatment. Assessments at week 48 should be considered secondary endpoints and kept in the Opinion. 
Based on precedents the PDCO overall supported that extrapolation of efficacy could be endorsed in the presence of positive adult data supporting the use of a simplified regimen as first line treatment for antiretroviral-naïve patients with no known or suspected resistance to the integrase inhibitor class, or lamivudine. Furthermore, the dual therapy of dolutegravir / lamivudine (DTG/3TC) is no longer within the paediatric antiretroviral drug optimization (PADO) 4 list of priorities due to concerns related to adherence (adolescents in particular), need of frequent viral load monitoring and anticipation that this regimen may be of risk for co-infected (with hepatitis B) patients. Therefore, imposing a randomised, comparative trial within the PIP was felt to be no longer justified in view of the above.  
However, since there may be differences in the course of disease between adults and infants/young children in case of failed prevention of mother-to-child transmission (PMTCT) with single-dose nevirapine (NVP) or other suboptimal regimens containing nucleoside reverse-transcriptase inhibitors (NRTIs), the Applicant should provide a clear extrapolation plan (i.e., study synopsis) outlining and discussing how to address residual uncertainty and summarising source efficacy data supporting extrapolation (e.g. similarities in the population treated to the target paediatric population). This study should include the population target of the extrapolation concept and include the adult trials from which extrapolation will be done, as well as the number of adult subjects who were randomised to DTG/3TC in the pivotal trials and the number of paediatric subjects per age group that will be included in the paediatric trials and should cover both DTG and 3TC. Furthermore the Applicant should propose a modeling and simulation study to support such extrapolation and confirmation of final paediatric dose (for children below 12 years of age and weighing less than 40 kg) with a scientific discussion on the choice of the most appropriate adult efficacy studies selected to establish the target dolutegravir exposure to be matched in paediatric subjects.
The role of paediatric studies such as PENTA 20/ ODYSSEY and IMPAACT P1093 should be discussed and taken into account. If the paediatric dose down to 2 years of age is anticipated to differ from the approved/investigated one for DTG as single agent this needs to be justified. 
Other points to be addressed before a positive opinion could be reached include:
- clarification is needed on which formulation(s) will be used in Study 3 as well as on the current status of formulation development.
- Study 3: stratification should be done by body weight with all children enrolled at the same time unless otherwise well justified. In addition, it should be ensured that body weight is collected during the study and analysed as appropriate.  
- the completion date of Study 3 – given the reduced number of patients to be recruited – should be moved forward. 
The Applicant should provide a reply to these comments by 8 July 2019.

[bookmark: _Toc12440680][bookmark: _Toc25854031]Nirsevimab - anti-respiratory syncytial virus human IgG1κ monoclonal antibody (MEDI8897) - EMEA-001784-PIP01-15-M01

AstraZeneca AB; Prevention of respiratory syncytial viral infections 

Rapporteur: Ninna Gullberg; Peer reviewer: Dominique Ploin; EMA Paediatric Coordinator: Irmgard Eichler

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Infectious Diseases

Summary of committee discussion:

The PDCO discussed the Applicant’s proposed changes which are based on results of the completed Phase 2b study:
1) Change in the target threshold to be achieved in serum (i.e. the PK-PD target (PDT)) from a trough of 6.8 μg/mL to an AUC of 13.4 day.mg/mL, based on POP PK modelling, and exposure response analysis using the Phase 2b exposure-response.
2) As a consequence, change of the dosing regimen for the pivotal Phase 3 and Phase 2/3 studies with a stratified dosing regimen for infants in the first year of life and entering their first respiratory syncytial virus (RSV) season based on body weight at time of dosing (single fixed 50-mg dose for infants less than 5 kg and single fixed 100-mg dose for infants ≥ 5 kg) and a single fixed 200-mg dose for children in the second year of life and entering their second RSV season.
The PDCO considers the proposed changes acceptable provided a first safety review by the external data safety monitoring board is performed once 50 infants per group have completed day 30 after dosing. This will be included as additional requirement in the opinion for PIP studies 3 and 4. 
The PDCO, however, does not endorse the proposed broadening of the study population to also enrol children 8 months and older. There is no need to conduct a study in healthy infants of this age group as the risk for severe RSV infection in these older infants is negligible. In addition, the lower frequency of medically attended lower respiratory tract infections (MALRI) in older infants might negatively impact the results of the study by lowering the power to detect a difference in the primary endpoint. Therefore, the opinion will now include the requirement for stratification by postnatal age and a specified minimum number of at least 750 infants less than 3 months of age, and not more than 300 infants 6 months and older to ensure that the infants with the highest need are exposed to the investigational drug. The total number of patients evaluable for the primary analysis should also be updated to at least 2100 infants.
The updated completion dates of studies 4, and the modelling and simulation (M&S) study (PIP study 5) and the extrapolation study (PIP study 6) as well as the deferral for completing the follow-up of patients in PIP study 3 are agreeable.
Finally, the proposed clarifications are endorsed regarding the number of patients randomised, the statistical analysis plan and the completion date of the completed phase 2b efficacy and safety study in healthy preterm infants less than or equal to 35 weeks gestation not eligible for palivizumab prophylaxis (PIP study 2).
The PDCO will adopt an Opinion accordingly at next month meeting.

[bookmark: _Toc12440681][bookmark: _Toc25854034]Pretomanid - Orphan - EMEA-002115-PIP01-17-M01

Global Alliance for TB Drug Development; Treatment of multi-drug-resistant tuberculosis 

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

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Infectious Diseases

1.1.12.  Summary of committee discussion:

1.1.13.  The PDCO discussed the modification request on 25 June 2019.
The Applicant requests rather minor changes and editorial corrections to KBEs of non-clinical Study 2 and paediatric clinical Studies 4 (PAEDIATRIC-1) and 5 (PAEDIATRIC-2).
Regarding the non-clinical study, the PDCO accepted the 4-month delay in study completion which is justified by the extended duration of the recovery period (from 4 weeks to 16 weeks in male animals). The Applicant also requested a reduction of the duration of dosing by one week, i.e. until post-natal day 63 (PND63) instead of PND70. However, as there were concerns regarding central nervous system (CNS) toxicity PDCO prefers to maintain dosing until post-natal day 70 (PND70), unless otherwise justified.  
Regarding the clinical studies, the Committee agreed with the inclusion of patients with a probable diagnosis in the single dose PK study PAEDIATRIC-1, as this may widen the patient pool and these patients are also included in PAEDIATRIC-2.
The wording regarding the sample size re-estimation in PAEDIATRIC-1 has apparently been misunderstood by the Applicant and the requirement to re-estimate the sample size based on an update of the adult pop-PK model with paediatric data, to determine if additional paediatric subjects need to be enrolled, should remain in the opinion with the wording amended for clarification.  
In conclusion, a draft opinion outlining the acceptable changes will be shared with the Applicant and a positive Opinion is expected at the next meeting.

[bookmark: _Toc12440682][bookmark: _Toc25854037]Arimoclomol citrate - Orphan - EMEA-001748-PIP01-15-M02

Orphazyme A/S; Treatment of Niemann-Pick disease, Type C 

Rapporteur: Karl-Heinz Huemer; Peer reviewer: Sylvie Benchetrit; EMA Paediatric Coordinator: Roberto De Lisa

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Neurology

Summary of committee discussion:

The PDCO discussed the modification request for the PIP for arimoclomol in Newmann Pick disease at their June 2019 to propose a number of patients to be included in the Study 9 in patients below 2 years of age. The PDCO did not find the justification for the number proposed enough substantiated. The Applicant should clarify, in how many countries/centers enrolment efforts were made and should present any expert advice they might have received on feasibility of recruitment or results of a feasibility study to clarify better projections of recruitment. The impact to have only 2 individuals to inform the PK data is to be discussed based on data collected so far.
Unless clarification can be provided by 8 July 2019 a negative Opinion will be adopted at the July 2019 PDCO meeting.

[bookmark: _Toc12440683][bookmark: _Toc25854040]Ataluren - Orphan - EMEA-000115-PIP01-07-M10

PTC Therapeutics International, Limited; Treatment of dystrophinopathy ICD-10: G71.0 / Muscular dystrophy [of Duchenne and Becker] / Treatment of nonsense-mutation dystrophinopathy

Rapporteur: Sylvie Benchetrit; Peer reviewer: Maria Fernandez Cortizo; EMA Paediatric Coordinator: Irmgard Eichler

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Neurology

Summary of committee discussion:

The PDCO endorsed the conclusion of the non-clinical working group.
The committee discussed the Applicant’s request to remove the clinical study 7, i.e. open label trial to evaluate safety and pharmacokinetics of ataluren in children from 6 months to less than 2 years of age with Duchenne muscular dystrophy (DMD) as it is considered not feasible.
The committee does not endorse removal of this study, which will evaluate PK and safety in at least 6 patients, due to the risks of off-label use in children less than 2 years of age if no PK data have been generated. However, the PDCO acknowledges the challenges in enrolling children less than 1 year of age. Consequently, the committee supports deletion of the currently agreed binding measure to enrol at least 3 infants less than 1 year of age while the total number of at least 6 children less than 2 years of age would remain as currently agreed.
The PDCO will adopt an Opinion accordingly at next month meeting.

[bookmark: _Toc12440684][bookmark: _Toc25854043]Brivaracetam - Orphan - EMEA-000332-PIP01-08-M14

UCB Pharma S.A.; Treatment of neonatal seizures / Treatment of epilepsy with partial onset seizures / Treatment of paediatric patients with partial onset seizures / Treatment of neonatal seizures with adjunctive administration of brivaracetam

Rapporteur: Sylvie Benchetrit; Peer reviewer: Agnes Gyurasics; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 8; PIP and Deferral

Neurology

Summary of committee discussion:

The PDCO discussed the modification request on 28 June 2019.
In order to address challenges with enrolment and an evolving field the Applicant requests numerous changes to key binding elements of study 9 (N01349), an open-label study to evaluate safety, pharmacokinetics and activity of brivaracetam in neonates with repeated electroencephalographic seizures assessed by video-electroencephalography (EEG).
The Applicant’s proposed changes to the study population in terms of the age definition were only partially acceptable, as a corrected gestational age would introduce too much heterogeneity in the study population, given that preterm infants born before 34 weeks of gestational age have different seizure aetiology and heterogeneous seizure activity.
The Applicant’s proposal not to mandate a 2-hour baseline EEG in the exploratory cohort in whom efficacy/activity will not be assessed was considered acceptable by the PDCO. Similarly, the Applicant’s proposal to reduce the duration of the baseline EEG in the confirmatory cohort to 1 hr for subjects with intermittent electroencephalographic neonatal seizures (ENS) and 30 min for subjects in status epilepticus was agreed.
The Applicant’s proposal to allow first and second line treatment with standard of care (SOC) was considered acceptable with some limitations in allowed agents (a second agent is to be selected, based on the other drugs already received in the pre-screened 7 patients) to reduce heterogeneity.
However, the Committee did not agree with the proposed changes to the plasma concentration time points. The main objective of the PK characterisation is to be preserved, and is feasible in the context of hospitalised patients.
The Applicant also requested a 3.5-year delay in study completion, which was accepted by the Committee in view of the acknowledged challenges with enrolment. 
In conclusion, since some of the changes are acceptable, a positive opinion is expected at the next meeting. However, it was also noted that overall the opinion is already very detailed and that it would be advisable to simplify the opinion as much as possible (e.g. the secondary endpoints) to make this and future procedures (e.g. compliance checks) less complex. A simplified draft Opinion outlining the acceptable changes will be shared with the Applicant for their review and agreement. 
Finally, importantly, the Committee also noted that the modification does not address other major reasons for enrolment failures, principally the difficulty of obtaining consent from both parents in an emergency situation. The Applicant is advised to contact neonatal networks to further discuss study feasibility (e.g. the possibility of initial consent by one parent) and review the medical need for brivaracetam in the neonatal population.

[bookmark: _Toc12440685][bookmark: _Toc25854046]Onasemnogene abeparvovec - Orphan - EMEA-002168-PIP01-17-M02

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

Rapporteur: Sylvie Benchetrit; Peer reviewer: Doina Plesca; EMA Paediatric Coordinator: Emilie Desfontaine

Day 30 discussion

Article 7; PIP and Deferral

Neurology

Summary of committee discussion:

The Applicant submitted a PIP modification request reiterating some requests recently rejected by the PDCO (EMEA-002168-PIP01-17-M01, March 2019).
The medicinal product is still under marketing authorisation evaluation by the CHMP. CHMP D120 questions were addressed by the Applicant but the CAT and PRAC expressed some remaining major objections and outstanding concerns. The pivotal study for the assessment of efficacy is study CL-303. The pivotal study for the assessment of efficacy in the first round was study CL-101. However the Applicant changed the AVXS-101 manufacturing process from process A to process B. The latter is the product intended to be marketed. 
It was also noted the recent FDA approval of Zolgensma, in May 2019, for the treatment of paediatric patients less than 2 years of age with spinal muscular atrophy (SMA) with bi-allelic mutations in the survival motor neuron 1 (SMN1) gene.
Concerning the requested change in study duration for participants in Study AVXS-101-CL-302 (PIP Study 3) and Study AVXS-101-CL-303 (PIP Study 4), while the PDCO is still of the view that a longer follow-up is needed to assess the maintenance of effect, the alignment with the ongoing studies protocols may be acceptable. Protocol amendments at this stage would raise some challenges. In addition, all patients will be offered participation in a long-term follow-up trial, where efficacy and safety will be assessed. The endpoints to be assessed, with their time points, are under current consideration by the CAT/CHMP/PRAC. The PDCO was not in favour of adding part of the long-term studies in the PIP Opinion as these studies will have to be agreed with the CAT/CHMP/PRAC. 
Concerning Study AVXS-101-CL-304 (PIP Study 5) in pre-symptomatic patients, the retrospective request to modify the sample size for the already enrolled cohort of patients with 3 copies of SMN2 was considered acceptable. However, it was not accepted to modify the timing of endpoints and study duration for participants, at this stage of the knowledge. As genotype is not well correlated with phenotype, the proposed study duration was deemed too short by the PDCO to allow a meaningful differentiation from natural history, especially for patients with higher copy numbers of SMN2.
The PDCO shall adopt an Opinion at the next meeting, positive only on part of the requested changes.

[bookmark: _Toc12440686][bookmark: _Ref13824541][bookmark: _Toc25854049]Risdiplam - Orphan - EMEA-002070-PIP01-16-M03

Roche Registration GmbH; Treatment of spinal muscular atrophy 

Rapporteur: Sylvie Benchetrit; Peer reviewer: Ann Marie Tötterman; EMA Paediatric Coordinator: Janina Karres

Day 30 discussion

Article 7; PIP and Deferral

Neurology

Summary of committee discussion:

Timeline extensions/deferral requests of PIP Study 3+4, as well as the modelling studies PIP Study 7+8 and extrapolation studies PIP Study 9+10
The Applicant states that they obtained compelling preliminary clinical outcome data from our risdiplam clinical development program, specifically from Part 1 of the ongoing pivotal study BP39056 (PIP Study 4) in patients with Type 1 spinal muscular atrophy (SMA) (FIREFISH), which starts to positively correlate with the currently observed durable survival motor neuron (SMN) protein increases already confirmed with risdiplam treatment. Supportive clinical outcome data are also currently available from Part 1 of the ongoing pivotal study BP39055 (PIP Study 3) in patients with Type 2 and 3 SMA (SUNFISH).
Major changes to timelines and deferrals are being requested due to the Applicant’s intention to file a MAA with the interim data in Type 1, 2 and 3 SMA (i.e. only Part 1 data of PIP Study 3/SUNFISH + 4/FIREFISH) with the aim for a Conditional MA. 
During the PRIME kick-off meeting on 25 February 2019 it was emphasized that more scientific discussions on the MA data package with the SAWP/CHMP colleagues in consultation with PDCO members are of great importance. On 7 May 2019 the Applicant has submitted a Scientific Advice request to explore a possible sufficiency of the Part 1 data as basis for marketing authorisation application (MAA). 
Initially, an MAA has been planned based on final Part 1 + Part 2 data of PIP Study 3+4 in June 2020. The Applicant considers their interim data strong enough as basis for a MAA and now wishes to file a conditional MAA already in September 2019.
The PDCO agreed that a final view from SAWP/CHMP needs to be available before concluding on the acceptability of the deferral request. These are expected prior to the forthcoming PDCO plenary in July 2019, when a PIP Opinion will be agreed on this request. 
As regards the proposed changes to the extrapolation and modelling studies, PIP Studies 7+8+9+10, the PDCO emphasized the importance to include also the part 2 data. In case the PDCO agrees to the requested deferrals of the completion timelines for PIP Studies 3+4, the PDCO may also agree to a deferral of completion timelines of these extrapolation and modelling studies.  
Clarity on full vs conditional marketing authorisation (MA) is required.
It is not fully clear whether the Applicant intends to request a full or conditional MA. At the kick-off meeting in February 2019 the company confirmed they intend to submit a full MAA by Q3 2019. At the presubmission meeting (PSM) in May 2019 they confirmed they intend a full MAA on 16 September 2019. Also, at the SAWP in May 2019 they also confirmed they intend to request a full MAA.
The only time the Applicant mentioned their plan for a conditional MA is for the PIP modification request which was submitted in April 2019.
The Applicant is asked to clarify this point by 05 July 2019.
Timeline extension of PIP Study 5
The requested timeline extension by 17 months is deemed justified due to the increased sample size and therefore acceptable. 
Timeline extension of PIP Study 6
The requested timeline extension by 8 months is deemed acceptable. According to the Applicant the first patient should have been enrolled by now.
Next steps
The Applicant is asked to clarify the above point on full vs conditional MA by 5 July 2019.
A final view from SAWP/CHMP needs to be available before concluding on the acceptability of the deferral request of the completion timelines of the respective PIP Studies. These are expected prior to the forthcoming PDCO plenary in July 2019, when a PIP Opinion will be agreed on this request. 
Meanwhile the Applicant is also asked to review the draft Opinion, which is still subject to final PDCO conclusion. Any comments need to be provided by 5 July 2019.

[bookmark: _Toc12440687][bookmark: _Toc25854052]Cabozantinib - Orphan - EMEA-001143-PIP01-11-M02

Ipsen Pharma; Treatment of malignant solid tumours 

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

Day 30 discussion

Article 8; PIP

Oncology

Summary of committee discussion:

The PDCO discussed this modification request in line with the assessors’ comments It was noted that the changes requested relate to timelines. The Committee noted that the product, cabozantinib (XL184), a multiple receptor tyrosine kinase inhibitor (MET, VEGFR2 (KDR), RET, KIT) is already authorised in adults since 2014 for treatment of adult patients with progressive, unresectable locally advanced or metastatic medullary thyroid carcinoma, with other alternatives authorised in similar indications. The PDCO discussed that the paediatric program seems rather delayed due to issues concerning identification of an appropriate target population. This was addressed during the last modification (ie MOD 1 in 2016). As regards proposed changes in timelines to study 4, it is unclear how a trial, with results already presented as part of modification 1 in 2016 and concluding that an additional study further evaluation of efficacy is needed prior continuing with the pivotal trial (study 6), results even published should be deferred further.  This modification request is currently not supported. The request to delay completion of study 7 to June 2020 was noted, yet on clinicaltrials.gov, the date of estimated completion appears as June 2021. The PDCO encouraged the Applicant to be as realistic as possible, to avoid unnecessary additional modifications in this respect in the future. This timeline change needs therefore also further discussion by the Applicant. The additional requests to amend timelines on other measures were considered acceptable by PDCO. 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 09 July 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: _Toc12440688][bookmark: _Toc25854055]Cobimetinib - EMEA-001425-PIP01-13-M04

Roche Registration GmbH; Treatment of all conditions included in the category of malignant neoplasms (except haematopoietic and lymphoid tissue) with Ras, Raf or MEK pathway activation / Treatment of children with a paediatric solid malignant tumour with known or expected Ras, Raf or MEK pathway activation, at first relapse or refractory to initial treatment

Rapporteur: Maaike van Dartel; Peer reviewer: Herbert Lenicker; 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 26 June 2019.
The proposed modification consists of postponing the completion of Study 4 (Multiple dose 2-stage trial to evaluate pharmacokinetics, safety and activity of cobimetinib in children from 6 months to less than 18 years of age with relapsed or refractory solid tumours with known or expected Ras, Raf or MEK pathway activation (GO29665/NCT02639546)) of 6 months (from January 2020 to July 2020). 
The extension of the study duration proposed to allow observing possible late reponses from the treatment with cobimetinib was considered adeguately justified and the proposed modification seemed acceptable. 
A trend towards a positive Opinion is anticipated at the next meeting.

[bookmark: _Toc12440689][bookmark: _Toc25854058]Larotrectinib - Orphan - EMEA-001971-PIP02-16-M02

Bayer AG; Treatment of all conditions included in the category of malignant neoplasms (except central nervous system tumours, haematopoietic and lymphoid tissue neoplasms) / Treatment of paediatric patients from birth to less than 18 years of age with advanced solid tumours harbouring an NTRK fusion

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

Day 30 discussion

Article 7; PIP and Deferral

Oncology

Summary of committee discussion:

The PDCO discussed the modification request on 27 June 2019.
The proposed modification consists of:
1) changes to quality study 1 and quality study 2 to replace the formulation planned to be developed as an age-appropriate formulation from granules or tablets for dispersion to a liquid formulation; 
2) postponement of the completion of quality study 1 and quality study 2 of 1 year and 4 months (from December 2019 to April 2021)
3) postponement of the completion of the clinical study 5 of 1 year and 4 months (from December 2019 to April 2021). 
This modification complies with the key element of the opinion that requires from the Applicant to agree with the PDCO the details (including the formulation, excipients and type of palatability and acceptability studies to be conducted) of the age-appropriate formulation. 
The proposal to replace the development of the granules or tablets for dispersion, with a revised oral solution (not containing ORA-SWEET) seemed in principle acceptable.
However the Members noted that it was not clear whether a measuring device will be supplied with the product even if it was highlighted that it may be acceptable that no measuring device is supplied as it is expected that the required dose can be suitably measured using widely available oral syringes (e.g. a 1 ml syringe for the lowest doses). Additionally, dosing accuracy will need to be confirmed and at the time of the MAA recommendations on widely available oral syringes to be used should be included in the patient information. In this regard the Applicant is recommended to refer to the EMA Q&A on Graduation of measuring devices for liquid dosage forms that was recently updated.
It was also agreed that further input from the Formulation Working Group (FWG) of the PDCO, and possibly from the Non-clinical working Group (NcWG), will be requested on the appropriateness of the proposed formulation for the paediatric population overall including on the proposed excipients and their exposure levels in children from birth and on the measuring devices. 
Still regarding the quality development, the Members also noted that the centralized procedure, i.e. procedure EMEA/H/C/004919/0000 (case 680288), is currently ongoing for Vitrakvi (larotrectinib), with the oral solution containing the commercially available Ora-Sweet syrup submitted as one of the two pharmaceutical form together with the hard capsules. 
Though, it was understood that this is aimed to be replaced by the oral solution (without Ora-sweet) under development and subject to this modification. 
With regards to the postponement of the completion of the clinical study 5, the position of the Applicant that several different clinical outcomes are anticipated which makes it difficult to predict the date of last patient, last visit was acknowledged, even if the choice of 1 year follow-up seemed to be arbitrary. On the other hand, taking into account that the oral solution (without Ora-sweet) is not ready yet and this needs to be used in at least a subset of paediatric patients, the delay of the completion of the study may be acceptable. The wording proposed by the Applicant on the key element for the completion of the study may need however to be revised for the Opinion. 
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 09 July 2019. 
1) Clarification/confirmation on the plans regarding the possible replacement (and/or addition) of the oral solution with Ora-Sweet, currently under assessment at CHMP, with the oral solution without Ora-sweet including expected timelines. 
2) Further justification on the postponement of the completion of the clinical study 5 and the choice of 1 year follow-up as date for the completion of the study.  

Pending the clarifications above are considered satisfactory, a trend towards a positive Opinion is anticipated at next meeting.

[bookmark: _Toc12440690][bookmark: _Toc25854062]Pazopanib - EMEA-000601-PIP01-09-M06

Novartis Europharm Limited; Ewing sarcoma family of tumours /Rhabdomyosarcoma / Non-rhabdomyosarcoma soft tissue sarcoma / Treatment of paediatric patients with rhabdomyosarcoma / Treatment of paediatric patients with Ewing sarcoma family of tumours / Treatment of paediatric patients with non-rhabdomyosarcoma soft tissue sarcoma

Rapporteur: Sabine Scherer; Peer reviewer: Sara Galluzzo; EMA Paediatric Coordinator: Giovanni Lesa

Day 30 discussion

Article 8; PIP and Deferral

Oncology

Summary of committee discussion:

The PDCO discussed this procedure at Day 30 during the June 2019 plenary meeting.
The Applicant requests to close enrolment to study 5 (single-agent, non-controlled, open-label, multi-centre, stratified study to determine the therapeutic activity (response rate and time to progression) of pazopanib in children from 2 years to less than 18 years of age with a recurrent and / or refractory soft tissue sarcoma), since no signs of anti-tumour activity were observed. In addition is requesting to delete clinical study 6 (open-label, randomised, multicentre, active-controlled study to evaluate toxicity, safety and efficacy of pazopanib in paediatric patients with a relapsed metastatic rhabdomyosarcoma, non-rhabdomyosarcoma soft tissue sarcoma or Ewing sarcoma family of tumours) and quality study 1 (Development of an age-appropriate oral formulation) for the same reason. Furthermore, the Applicant is asking to modify certain key binding elements of study 5 that were not carried out according to the PIP Opinion, so that they reflect what was actually done.
The PDCO agreed in principle that the Applicant’s proposal appears in general reasonable. However, the Committee considered that the Quality study (study 1) could stay in the Opinion, since it appears that an age-appropriate formulation has been developed and used in the clinical studies carried out until now.
The Committee was unclear on whether the PK assessments have been conducted during study 5 or not. 
The PDCO also noted that if studies 5 is closed and study 6 is deleted from the Opinion, it would be appropriate to indicate an earlier completion date for the PIP. 
The Committee noted that this product is not covered by a PIP or a waiver for the indication of treatment of renal cell carcinoma. The Applicant is reminded that in the future it would be necessary to submit a PIP/waiver application covering said indication in order to allow submission of future Article 8 applications. 
Should the Applicant wish to comment on the points in bold above, the PDCO will take any additional information into account if submitted no later than the 11t July 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: _Toc12440691][bookmark: _Toc25854065]Tisagenlecleucel - Orphan - EMEA-001654-PIP02-17-M01

Novartis Europharm Limited; Mature B-cell neoplasm / Treatment of paediatric patients with CD19+ relapsed or refractory mature B-cell non-Hodgkin's lymphoma

Rapporteur: Maaike van Dartel; Peer reviewer: Sara Galluzzo; EMA Paediatric Coordinator: Giovanni Lesa

Day 30 discussion

Article 8; PIP

Oncology

Summary of committee discussion:

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

The Applicant is asking to modify the patient population and to remove the need of an external safety monitoring board in study 1. In addition, she asks to modify secondary endpoint definitions and to remove certain exploratory endpoints.

The PDCO discussed several of the proposed changes and noted that some clarifications would be needed from the Applicant.

The PDCO agreed in principle with inclusion of patients between 18 and 25 years of age in case they have primary mediastinal B-cell lymphom (PMBL) (similar in adults and children) or Burkitt lymphoma (there are no strong data against the concept that disease’s biology and clinical behaviour are similar). On the other hand, there is good evidence that the biology and clinical behaviour of diffuse large B-cell lymphoma (DLBCL) in children differ from those in adults and that aggressive subtype occur more frequent in adults than in teenagers. However, it is unclear at which age there is the strongest switch in prognostic biological features (before 25 or between 24 and 36 years of age?). The Applicant should discuss at which age this switch is observed.

The PDCO endorsed in principle inclusion of patients who have relapsed after one or more prior therapies or have primary refractory disease (i.e. have not achieved a complete response (CR) or partial response (PR) after the first line of therapy), although it noted that failing stem cell transplant is covered in this population but not specifically mentioned, as was the case in the previous wording. A clarification on this point would be needed. 

The Applicant requests to reduce the number of paediatric patients enrolled from 26 to 18. The PDCO acknowledged the challenges in recruiting patients. However, including second-line patients should increase the number of accessible patients. Moreover, because of the caveats associated with differences between some adult and paediatric B cell malignancies, this change is likely to result in a decrease in the amount of interpretable data to be used for a paediatric indication. Nevertheless the decrease might be acceptable if the Applicant can justify  that the results of patients between 18 and 25 years can be used for efficacy assessment. This is only the case if the malignancies in young adults are similar/comparable to the malignancies in the paediatric population which is currently doubted for at least DLBCL. This issue should be discussed with clinical experts.  Furthermore, the Applicant should discuss whether 18 patients is a sufficient number for pharmacokinetics (PK) analysis. More safety data might need to be obtained post approval. 

The PDCO found in principle agreeable the modified wording and the addition of most secondary endpoints.

The retrospective assessment of CRS predictive models and the exploratory analysis to identify candidate biomarkers were requested by the PDCO to optimise prediction of cytokine release syndrome (CRS) development and to identify meaningful biomarkers. The PDCO agreed in principle that if these endpoints are removed from the Opinion there is the risk that no sufficient effort is put in obtain relevant information and therefore the PDCO’s view was that the endpoints should be maintained in the Opinion.

The PDCO noted that the different wording of several secondary endpoints results in a difference in the definition of death between endpoints. For the duration of response death is defined as “death due to underlying cancer”. For event free survival (EFS), relapse free survival (RFS), progression free survival (PFS) death is defined as “death due to any cause”. It is likely that it will  not be taken into account but will provide missing endpoints. The Committee questioned how patients with a cause of death due to causes different from the underlying malignancy are handled in the analysis of the duration of response (DoR) endpoint. A clarification and justification for the discrepancy would be useful.

The PDCO considered that there are serious safety identified and potential issues associated with the use of CAR-T cells and agreed in principle that the need of a data monitoring Committee should be maintained.

Should the Applicant wish to comment on the points in bold above, the PDCO will take any additional information into account if submitted no later than the 11 July 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: _Toc12440692][bookmark: _Toc25854078]Human thrombin / human fibrinogen - EMEA-001149-PIP01-11-M05

Omrix Biopharmaceuticals N.V.; Treatment of cerebrospinal fluid leakage resulting from a surgical procedure / Treatment of haemorrhage resulting from a surgical procedure / EVICEL is Indicated  for suture line sealing in dura mater closure / EVARREST is Indicated for supportive treatment in surgery where standard surgical techniques are insufficient, for improvement of haemostasis / EVICEL is Indicated for supportive treatment in surgery where standard surgical techniques are insufficient, for improvement of haemostasis.

Rapporteur: Marek Migdal; Peer reviewer: Hugo Tavares; EMA Paediatric Coordinator: Dominik Karres

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Other

Summary of committee discussion:

The PDCO discussed this modification request in line with the assessors’ comments. The PDCO noted the request being on timeline changes and to delete one PIP study. The PDCO was reminded of the PIP covering development for ’supportive treatment in surgery, for improvement of haemtostatis where standard surgical techniques are ineffective and impractical’ and as ’supportive treatment in surgery, cerebrospinal leakage resulting from neurosurgical procedure’, und the PIP condition of ‘Treatment of haemorrhage resulting from a surgical procedure’. This is for two formulations (Solution for sealant and Sealant matrix). Study 3, proposed to be deleted was initially requested to develop the sealant matrix in patients with severe bleedings. This was because this population was also under development in adults at time of PIP discussion. The PDCO noted that an adult severe bleeding indication was eventually not approved by CHMP. The ongoing study 2, for which timelines changes are requested, evaluates the use of Sealant matrix in an indication (ie treatment of mild to moderate bleeding) which is covered by the overarching condition. Deletion of study 3 (sever bleeding population) would therefore mean to delete a study targeting an additional indication within a condition for which, through study 2, paediatric development is already covered. Furthermore, since in adults CHMP did not consider a positive benefit / risk (B/R) for a severe bleeding indication, it can be concluded that, from a regulatory and scientific perspective, deletion of study 3 can be justified and considered acceptable. However, the committee noted that the sealant matrix was withdrawn from the market. Consequently, the PDCO was wondering about the regulatory intentions once study 2 is completed (eg are there intentions to make this product available to paediatric patients; how will the data reflected adequately). The requested changes to the timelines were considered acceptable by the PDCO. 
Should the Applicant wish to comment on the above question, the PDCO will take any additional information into account if submitted no later than two weeks before the Day 60 meeting, i.e. by EOB 09 July 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: _Toc12440693][bookmark: _Toc25854081]Lomitapide (as lomitapide mesylate) - EMEA-001124-PIP01-10-M04

Amryt Pharmaceuticals DAC; Treatment of heterozygous and homozygous familial hypercholesterolaemia / Treatment of homozygous familial hypercholesterolaemia, Treatment of heterozygous familial hypercholesterolemia

Rapporteur: Carine de Beaufort; Peer reviewer: Helena Fonseca; EMA Paediatric Coordinator: Janina Karres

Day 30 discussion

Article 8; PIP and Deferral and Waiver

Other

Summary of committee discussion:

During its plenary on 25 June 2019, the PDCO discussed the Applicant’s Request for Modification for Lomitapide/Lojuxta for the treatment of homozygous familial hypercholesterolaemia (HoFH) in patients from 5 to less than 18 years of age.
In short
The Applicant requests a major change to timelines, minor changes to inclusion criteria, study duration, secondary endpoints of the paediatric clinical trial (PIP Study 3, AEGR-733-020). The changes might be acceptable by the PDCO. However, prior to agreement of a positive Opinion during its forthcoming plenary in July 2019, the PDCO requires further information on:
1) the conformity of the changed inclusion criteria with the most recent European Atherosclerosis Society (EAS) recommendations (87th EAS Congress, 26-29th May, 2019; https://www.eas-society.org/page/highlightsEAS2019) and 
2) the details of the 80 week safety phase (following on from the 24 week efficacy phase). 
Next steps
The Applicant is expected to clarify the above 2 points latest by Friday, 5 July 2019.
The PDCO will adopt an Opinion during its forthcoming meeting in July 2019.

[bookmark: _Toc12440694][bookmark: _Toc25854084]Dermatophagoides farinae / Dermatophagoides pteronyssinus - EMEA-001258-PIP01-11-M05

ALK-Abelló A/S; Treatment of allergic rhinitis / Treatment of asthma / ACARIZAX is Indicated in house dust mite allergic asthma / ACARIZAX is Indicated in house dust mite allergic rhinitis

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

Day 30 discussion

Article 8; PIP and Waiver

Pneumology - Allergology

Summary of committee discussion:

The Applicant requests to replace Study 1 (CDM trial) in the PIP with 1-year placebo-controlled phase III trial (MT-12) to evaluate efficacy and safety of HDM SLIT-tablet in children from 5 to 11 years of age.
Modifications to Study 3 (MT-11) are proposed, including study population, definition of asthma exacerbations and date of completion.
In addition, granting of waiver for the paediatric population from 12 to less than 18 years of age in the condition ‘Treatment of allergic rhinitis’ is requested.
The requested modifications are acceptable. Some changes to the proposed Study 4 (MT-12) need to be implemented, e.g. including selection criteria, a method of calculation of rhinitis daily medication score (DMS) and subgroup analysis according to the asthma status.
The sample size of 1370 subjects (previously 700) has to be further justified by the Applicant as the size of a paediatric study should be adequate to assess benefit/risk, but not to be larger than required.
The outcome of this procedure depends on the Applicant’s response to the above issue.

[bookmark: _Toc12440695][bookmark: _Toc25854087]Fevipiprant - EMEA-001315-PIP02-16-M02

Novartis EuroPharm Limited; Asthma / Treatment of uncontrolled persistent asthma

Rapporteur: Sabine Scherer; Peer reviewer: Paola Baiardi; EMA Paediatric Coordinator: Irmgard Eichler

Day 30 discussion

Article 7; PIP

Pneumology - Allergology

Summary of committee discussion:

The PDCO discussed the Applicant’s proposed changes to reduce the minimum number of adolescent patients from 100 to 29 in study CQAW039A2307, and from 100 to 32 in study CQAW039A2314 to reflect the actually randomised adolescent study subjects. Simultaneously, the Applicant is proposing to increase the minimum number of subjects in the paediatric study 8 (CQAW03B2302) by adding adolescents. The proposed additional 139 adolescents, however, would only be recruited if results from CQAW039A2307 and CQAW039A2314 studies are not comparable between adults and adolescents. This dependency is proposed to be added into the opinion.
As already discussed during the evaluation of the previous modification procedure the PDCO considered the number of adolescents recruited in the adult studies too small to provide a sufficiently large safety database in light of fevipiprant being first in class. While the proposed dependency seems agreeable from an efficacy point of view, it does not address the PDCO concern related to the small size of the safety database.
Therefore, the inclusion of the dependency is not supported. 
The PDCO will adopt an Opinion accordingly at next month meeting.

[bookmark: _Toc12440696][bookmark: _Toc25854090]Finerenone - EMEA-001623-PIP01-14-M03

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

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

Day 30 discussion

Article 7; PIP and Deferral and Waiver

Uro-nephrology

Summary of committee discussion:

The PDCO discussed the Applicant’s proposal to change the description of the PBPK study (study 6) because no final dose recommendation for the paediatric trials can be given in the report at the currently agreed  time of completion of this binding measure due to the fact that in a subsequent step - after completion of this binding measure - the model may be updated based on new insights from phase 3 data, and the dose regimen for the paediatric trial (study 4) will be re-validated or adapted if needed.
The committee discussed that the majority of the proposed clarifications are not endorsed and would not be necessary if only the currently agreed completion date of the PBPK study would be postponed to summer 2020. i.e. after completion of the adult phase III studies. This would allow to update the PBPK model with adult phase three trial results and to predict the paediatric doses for the paediatric efficacy and safety (E&S) study with a planned initiation date in March 2021.
The PDCO further considers that the currently agreed requirement “before defining dose in children less than 2 years, both, PBPK predictions as well as predictions from a pop-PK approach (implementing allometric scaling as well as maturation functions) to be used and the most conservative predictions to be used for selecting initial dose” does not belong to model qualification as it describes the objective of the PBPK model. Therefore, the following slightly modified sentence should be moved to the section “model description and objectives” of the opinion: Before defining dose in children less than 2 years, both, PBPK predictions as well as predictions from a pop-PK approach (implementing allometric scaling as well as maturation functions) to be used considered for selecting the initial dose. 
The Applicant should confirm in writing by 8th July whether they would agree with the committee’s alternative changes as outlined below.

[bookmark: _Toc12440697][bookmark: _Toc25854093]Influenza virus surface antigens (haemagglutinin) of strain A (H1N1) / influenza virus surface antigens (haemagglutinin) of strain A (H3N2) / influenza virus surface antigens (haemagglutinin) of strain B (Victoria lineage) / influenza virus surface antigens (haemagglutinin) of strain B (Yamagata lineage) - EMEA-002027-PIP02-17-M01

Adimmune Corporation; Prevention of influenza infection 

Rapporteur: Helena Fonseca; Peer reviewer: Dominique Ploin; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 7; Waiver

Vaccines

Summary of committee discussion:

The PDCO discussed the modification request on 25 June 2019.
The Applicant requests a new waiver in children from 6 to less than 36 months of age, which together with the already agreed waivers below 6 months of age and above 3 years of age would transform the PIP into a full product-specific waiver.
The new waiver request is based on the grounds of lack of significant benefit over existing products, as two similar vaccines, Fluarix Tetra and Vaxigrip Tetra, have been authorised down to 6 months of age since the initial PIP had been agreed. 
The Committee agreed that the paediatric needs for the 6-<36 months age group can now be considered to be already covered by these existing vaccines, over which the Applicant’s vaccine offers no significant therapeutic benefit.
Therefore, in consistency with the waiver already agreed for the 3-<18 year old subset, the PDCO agrees with the proposed new waiver in the 6-<36 months old children, thus converting the PIP into a full product-specific waiver. 
In conclusion, a positive Opinion is expected at the next meeting.

[bookmark: _Toc12440698][bookmark: _Toc25854096]Outer membrane vesicles (OMV) from neisseria meningitidis serogroup B strain NZ98/254 measured as amount of total protein containing the PorA P1.4 / Recombinant neisseria meningitidis serogroup B fHbp fusion protein / Recombinant neisseria meningitidis serogroup B NadA protein / Recombinant neisseria meningitidis serogroup B NHBA fusion protein - EMEA-000139-PIP01-07-M03

GSK Vaccines S.r.l.; Prevention of meningococcal meningitis 

Rapporteur: Irja Lutsar; Peer reviewer: Yuansheng Sun; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 8; PIP

Vaccines

Summary of committee discussion:

The PDCO discussed the modification request on 28 June 2019.
The Applicant has submitted an extensive, retrospective, modification request of several key binding elements of completed studies 3, 5, 6, 8, 11, 12 and 13.
In view of the fact that the requested changes were minor and the paediatric development as conducted by the Applicant was considered satisfactory by the CHMP to support a full paediatric indication, the requested changes were overall considered acceptable by the PDCO.
However, the Applicant’s requests to add additional details to an already very detailed opinion and to make purely editorial changes were not considered necessary by the Committee. A simplified draft opinion will be shared before the Day 60 discussion and should be carefully reviewed by the Applicant. 
In addition, the Applicant is reminded that modifications should be requested prospectively.
In conclusion, a positive opinion is expected at the next meeting following which a final compliance check should be submitted.

[bookmark: _Toc12440699][bookmark: _Toc25854099]Prepandrix: A/Indonesia/05/2005 (H5N1) like strain used (PR8-IBCDC-RG2) / Adjupanrix: split influenza virus, inactivated, containing antigen: A/VietNam/1194/2004 (H5N1) like strain used (NIBRG-14) - EMEA-000160-PIP01-07-M05

GlaxoSmithKline Biologicals SA; Prevention of influenza infection 

Rapporteur: Yuansheng Sun; Peer reviewer: Dominique Ploin; EMA Paediatric Coordinator: Andrea Ecker

Day 30 discussion

Article 8; PIP and Waiver

Vaccines

Summary of committee discussion:

The PDCO discussed the modification request on 25 June 2019.
Following the recent completion of dose-ranging study Q-Pan H5N1 023 the Applicant requests the deletion of the last outstanding study of the PIP, Q-Pan H5N1 024, which is a dose-confirmatory study with Quebec-manufactured H5N1 vaccine. 
Studies Q-Pan H5N1 023 and Q-Pan H5N1 024 were introduced in M03 on the Applicant’s request to assess various adjuvant/antigen ratios with the aim of identifying a dose that would have a better reactogenicity profile in children while maintaining adequate immunogenicity.
Results from Q-Pan H5N1 023 were recently presented to CHMP Scientific Advice which agreed that sufficient data are available to select a paediatric dose and did not consider it necessary to conduct Q-Pan H5N1 024 to further explore use of a quarter adult dose in the age range of 6-35 months.
This was also agreed by the PDCO and a positive Opinion is thus expected at the next meeting following which the PIP will be completed and a final compliance check should be submitted.

[bookmark: _Toc12440700][bookmark: _Toc25854102]Nominations

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

[bookmark: _Toc12440701][bookmark: _Toc25854103]List of letters of intent received for submission of applications with start of procedure 20 August 2019 for Nomination of Rapporteur and Peer reviewer

Summary of committee discussion:

The PDCO approved the lists of Rapporteurs and Peer Reviewers.

[bookmark: _Toc12440702][bookmark: _Toc25854104]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: _Toc12440703][bookmark: _Toc25854105]Nominations for other activities

No items

[bookmark: _Toc12440704][bookmark: _Toc25854106]Scientific Advice Working Party (SAWP) and Paediatric Committee (PDCO) Interaction

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

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

[bookmark: _Toc964687][bookmark: _Toc1656829][bookmark: _Toc4510262][bookmark: _Toc5281310][bookmark: _Toc6330814][bookmark: _Toc9417547][bookmark: _Toc12440705][bookmark: _Toc25854108]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: 11 June 2019

- SAWP Coordinators' First reports: 1 July 2019

- Finalisation on PDCO coordinator nomination: 25-29 June 2019 PDCO meeting

- PDCO Comments to SAWP Scientific administrators by: 8 July 2019

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

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

- Discussion meeting at SAWP (D70 procedures only): 2-5 September 2019 SAWP plenary 

See corresponding Nominations list for New requests - PDCO June 2019 – SA for PDCO Consultation in PDCO – 2019/2019-06 PDCO (25-29.06) Plenary/– 4.Nominations Lists.

Obnitix – EMEA/H/SA/4169/1/2019/PA/ADT/HTA/II

Applicant: medac Gesellschaft für klinische Spezialpräparate mbH

SAWP coordinators: Minne Casteels and Olli Tenhunen

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: N/A

PDCO Peer reviewer: N/A

PDCO member nominated: Koenraad Norga 

EMA resources: Scientific Advice Officer: Jane Moseley, Paediatric Coordinator: Dominik Karres

Scope: Allogeneic bone marrow derived mesenchymal stroma cells (MSCs) for treatment of steroid-refractory acute graft-versus-host disease. Protocol Assistance is sought on clinical development programme. CAT and PDCO involvement.

Action: For Discussion

Background

Mesenchymal stroma cells (MSCs) have different immunomodulatory properties that contribute to their therapeutic effect, which are likely mediated by soluble factors and cell contact-dependent mechanisms in response to immune cells. Upon stimulation by a pro-inflammatory environment, MSCs modulate the responses of the body’s immunological system and promote tissue regeneration by the production of soluble factors such as cytokines. The MSCs are suggested to interact with, and, at least temporarily, reprogram circulating and tissue monocytes and macrophages. Monocytes and macrophages that interacted with MSCs produce large amounts of interleukin (IL)-10, while the amounts of circulating TNF-α and IL-6 are decreased. This reduces harm caused by uncontrolled immune responses to host tissues. The monocyte and macrophage–derived IL-10 seems to prevent neutrophils from migrating into tissues and causing oxidative damage, thus mitigating organ damage. Several experiments show that the beneficial effect is likely to be due to an increased release of prostaglandin E2 from the MSCs acting on the EP2 and EP4 receptors of the macrophages and stimulating the production and release of the anti-inflammatory cytokine IL-10. Simultaneous stimulation of EP2 and EP4 receptor subtypes by prostaglandin E2 has been shown to promote monocyte-derived dendritic cell maturation. The MSCs are suggested to interact with, and, at least temporarily, reprogram circulating and tissue monocytes and macrophages. Monocytes and macrophages that interacted with MSCs produce large amounts of interleukin (IL)-10, while the amounts of circulating TNF-α and IL-6 are decreased. This reduces harm caused by uncontrolled immune responses to host tissues. The monocyte and macrophage–derived IL-10 seems to prevent neutrophils from migrating into tissues and causing oxidative damage, thus mitigating organ damage. Several experiments show that the beneficial effect is likely to be due to an increased release of prostaglandin E2 from the MSCs acting on the EP2 and EP4 receptors of the macrophages and stimulating the production and release of the anti-inflammatory cytokine IL-10. Simultaneous stimulation of EP2 and EP4 receptor subtypes by prostaglandin E2 has been shown to promote monocyte-derived dendritic cell maturation. MSCs are also habilitated to produce morphogens and exosomes that promote tissue repair. The sum effect of these additive functionalities is to drive tissue regeneration. MSCs progressing to apoptosis express 'eat me' signals such as phosphatidylserine (PtS) and are susceptible to the alternate efferocytosis pathway, where their engulfment by phagocytic macrophages leads to expression of immune tolerance factors. The reciprocal relationship between fitness and apoptosis dictates whether MSC metabolism or their efferocytosis, respectively, is responsible for their in vivo biological effects. 

Obnitix (MC0518) is a cell dispersion for intravenous infusion for the intended indication ‘treatment of steroid-refractory acute graft-versus-host disease after allogeneic stem cell transplantation’.

Graft-versus-host disease (GvHD) is a systemic, inflammatory disease that may occur after allogeneic haematopoietic stem cell transplantation (alloHSCT) where a patient received haematopoietic stem cells from a matched or partially matched donor to replace or supplement his or her own haematopoietic system. GvHD is a reaction of the transplanted donor cells against epithelial structures of the host. Activated donor T cells damage host epithelial cells after an inflammatory cascade that begins with the regimen of medications administered to the patient to condition his marrow and immune system to enable sustained establishment of donor haematopoiesis GvHD is the most frequent complication of alloHSCT and is associated with considerable morbidity and mortality. GvHD is classified into two subtypes: acute GvHD (aGvHD), and chronic GvHD (cGvHD). Originally, aGvHD and cGvHD were distinguished based on the time of onset after transplantation, i.e. less or more than 100 days after HSCT. This definition has, however, been replaced by the diagnosis of aGvHD and cGvHD based on signs and symptoms rather than the time of onset. Clinical manifestations of aGvHD include specific derangements in the skin, liver and gastrointestinal tract, occasionally eyes and oral mucosa. It typically presents with skin rash, diarrhoea, elevated bilirubin, and it is associated with recurrent infections. aGvHD is a serious and life-threatening disease with a high mortality rate, and the condition is of debilitating nature caused by the clinical manifestations of the disease in several organs. The survival prognosis depends on the severity of aGvHD and response to first-line therapies. For patients with grade II aGvHD, 1-year overall survival is 70% in comparison to 40% for grade III-IV aGvHD. This is declining to 54% in grade II and 26% in grade III-IV aGvHD after 3 years. Nearly 40% of patients with grade III and IV aGvHD die within one year. The prognosis in aGvHD patients who do not respond to first-line therapy with corticosteroids (steroid-refractory aGvHD) is even worse with a reported 2-year survival of less than 20%. the actual number of alloHSCTs performed in Europe in 2018 can be calculated as approximately 18 800 transplants. Despite administration of aGvHD prophylaxis, up to 80% of alloHSCT patients will develop aGvHD, while 20-50% will develop clinically significant (grade II–IV) acute GvHD. Severe aGvHD (grade III-IV) occurs in 17-35% of patients. Grade II-IV aGvHD therefore affects about 3 800 to 9 400 patients in Europe. Since first-line treatment with corticosteroids is only effective in roughly half of these cases, about 1 900 to 4 700 patients will require a second-line treatment for which currently no standard exists. 

No Paediatric Investigation Plan (PIP) has been submitted yet. 

MC0518 has obtained a hospital exemption in Germany in accordance with Directive 2001/83/EC article 3(7) on 17 August (PEI.A.11748.01.1). The hospital exemption was granted by PEI, Germany to the German Red Cross Baden-Würtemberg Hessen gGmbH and transferred to medac GmbH on 5 December 2017. The hospital exemption allows the use of MC0518 under the name Obnitix in steroid-refractory aGvHD (grades II-IV) after alloHSCT in Germany. MC0518 has been classified as a somatic cell therapy medicinal product (ATMP classification) at the February 2019 CAT meeting.  Eligibility to the PRIME scheme was denied on 16 November 2018.

A scientific advice on MC0518 was given by PEI in May 2017. The meeting addressed quality, non-clinical and clinical aspects of the development for MC0518.

On 31 July 2018, an orphan designation (EU/3/18/2044) was granted by the European Commission for the treatment of graft-versus-host disease.

The objective of this procedure is to seek parallel EMA/HTA scientific advice on the proposed clinical development programme to support registration in the intended indication.

Summary of discussion

A discussion meeting (DM) will occur at the July 2019 SAWP meeting. PDCO members will volunteer to the SA Officer to attend the DM. 



[bookmark: _Toc1656830][bookmark: _Toc4510263][bookmark: _Toc5281311][bookmark: _Toc6330815][bookmark: _Toc9417548][bookmark: _Toc12440706][bookmark: _Toc25854109]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][bookmark: _Toc12291206][bookmark: _Ref13734749]Maralixibat chloride – EMEA/H/SA/4117/1/2019/PA/PED/II

Applicant: SFL Regulatory Services GmbH

SAWP coordinators: Ewa Balkowiec-Iskra and Kolbeinn Gudmundsson

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: Marianne Orholm (EMEA-001475-PIP02-13)

PDCO Peer reviewer: Carine de Beaufort (EMEA-001475-PIP02-13)

PDCO member nominated: Johannes Taminiau 

EMA resources: Scientific Advice Officer: Jane Moseley, Paediatric Coordinator: Chrissi Pallidis

Scope: Ileal Bile Acid Transporter (IBAT) inhibitor for treatment of Alagille syndrome. Protocol Assistance is sought on clinical development programme. PDCO involvement. Paediatric fee waiver.

Action: For Discussion

Background

Maralixibat (as maralixibat chloride; also referred to as SHP625, formerly known as LUM001 and SD-5613) is an inhibitor of apical sodium–bile acid transporter (ASBT). To restrict it to the intestinal lumen, maralixibat is intended to be poorly absorbed after oral administration by virtue of its large molecular weight and the presence of a positively charged quaternary nitrogen atom. Accordingly, maralixibat is being developed for oral administration as a liquid formulation in four different dosage strengths. Under normal physiological conditions, bile acids are synthesized in the liver from low-density cholesterol. They are subsequently excreted in the bile and stored in the gallbladder until secreted via the bile duct into the duodenum, where they facilitate digestion. Once in the duodenum, bile acids promote activation of digestive enzymes and micellization of fats and fat-soluble vitamins, permitting their intestinal absorption. Subsequently, bile acids pass through the enterocyte and across its basolateral membrane into the blood stream, where they are circulated back to the liver via the portal vein, in a system known as enterohepatic circulation. Cholestatic liver disorders result from an impairment of bile formation and/or bile flow, which can occur due to various causes, including genetic, mechanical or immune-related causes. Common clinical and pathogenic manifestations arise from injuries to bile ducts or hepatocytes and can range from isolated abnormalities in liver biochemistry to fibrosis, cirrhosis, hepatobiliary cancer and liver failure. Alagille syndrome (ALGS) is an autosomal dominant multisystem disorder of variable penetration resulting from mutations in the NOTCH signalling pathway. The estimated prevalence of ALGS is 1:70,000 worldwide, and not more than 0.3:10,000 in the European Union (EU). The main clinical and pathological manifestations of ALGS include chronic cholestasis due to intrahepatic bile duct paucity and its associated pruritus, congenital heart disease, skeletal abnormalities, ocular abnormalities, vascular abnormalities and characteristic facial features. Overall, quality of life (QoL) of patients with ALGS is seriously affected with an overall survival rate of 62% observed at 20 years of age. Survival with native liver has been observed at 51% at ten years of age and only 38% at 20 years. a non-invasive, effective and safe pharmacologic interruption of the bile acid entero-hepatic circulation offers an attractive alternative to surgical treatment in patients with chronic cholestasis due to ALGS. Such a therapy that would ameliorate the complications of the disease without the need for surgery is particularly desirable. A non-invasive, effective and safe pharmacologic interruption of the bile acid entero-hepatic circulation offers an attractive alternative to surgical treatment in patients with chronic cholestasis due to ALGS. Such a therapy that would ameliorate the complications of the disease without the need for surgery is particularly desirable. 

One Paediatric Investigation Plan (PIP) has previously been agreed on 10 July 2015 for the treatment of Alagille syndrome (EMEA-001475-PIP02-13). 

On 16 January 2014, an orphan designation (EU/3/13/1214) was granted by the European Commission for the treatment of Alagille syndrome.

A parallel consultation (Protocol Assistance) is ongoing on the development of maralixibat chloride in the treatment of progressive familial intrahepatic cholestasis type 2 (PFIC). 

The objective of this procedure is to seek scientific advice on the proposal for development and marketing authorisation application (MAA) of marlixibat chloride for the treatment of Alagille syndrome.

Summary of discussion

The questions relate to the adequacy of proposed clinical programmes for registration in ALGS and refer to the ongoing Protocol assistance for the quality and non-clinical programmes. 

A discussion meeting occurred at the June 2019 SAWP meeting. During the June 2019 PDCO meeting, the Committee discussed the need to gather long term measures for the MAA vs as a post-approval measure. The Committee highlighted that the current approved PIP will need to be modified as substantial differences are now proposed by the Applicant in the Protocol Assistance. The Final Advice Letter (FAL) will be reviewed by the PDCO member. 

Maralixibat chloride – EMEA/H/SA/4117/2/2019/PA/PED/III

Applicant: SFL Regulatory Services GmbH

SAWP coordinators: Kolbeinn Gudmundsson and Serena Marchetti

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: Marianne Orholm (EMEA-001475-PIP03-17)

PDCO Peer reviewer: Carine de Beaufort (EMEA-001475-PIP03-17)

PDCO member nominated: Johannes Taminiau 

EMA resources: Scientific Advice Officer: Jane Moseley, Paediatric Coordinator: Chrissi Pallidis

Scope: Ileal bile acid transporter (IBAT) inhibitor for treatment of progressive familial intrahepatic cholestasis type 2 (PIFC). Protocol Assistance is sought on quality, preclinical and clinical development programmes. PDCO involvement. Paediatric fee waiver.

Action: For Discussion

Background

For further background on maraxilibat chloride, please refer to 0 

PFIC is an autosomal recessive liver disorder characterized by intrahepatic cholestasis due to defects in bile transportation from hepatocytes to bile canaliculi. Its exact prevalence is unknown but the disease is estimated to affect one in 50 000 to one in 100 000 births. In the European Union (EU), PIFC affects not more than 0.2 in 10,000 people i.e. in total, not more than 10,000 people. PFIC represents 10% to 15% of causes of cholestasis in children and 10% to 15% of indications for liver transplantations in children. PFIC2, caused by mutations in ABCB11, is the most common subtype and diagnosed in approximately 50 to 60% of PFIC patients. PFIC2 is characterized by normal serum levels of GGT and patients are usually diagnosed before the first year of life. The initial presentation of PFIC2 and its progression tend to be more severe than in PFIC1, with persistent jaundice occurring within the first months of life and rapid progression to cirrhosis and liver failure within the first years of life. Overall, all subtypes of PFIC are associated with early mortality, morbidity and devastating consequences on patients’ quality of life (QoL). Due to lack of treatment options, seventy to eighty percent of patients ultimately require liver transplantation. In patients with PFIC2, native liver survival is only of 46% at 10 years and of 33% at 18 years.

One Paediatric Investigation Plan (PIP) has previously been agreed on 30 January 2018 for the treatment of PIFC (EMEA-001475-PIP03-17). 

On 16 January 2014, an orphan designation (EU/3/13/1216) was granted by the European Commission for the treatment of PIFC.

A parallel consultation (Protocol Assistance) is ongoing on the development of maralixibat chloride in the treatment of ALGS. 

The objective of this procedure is to seek scientific advice on the proposal for development and marketing authorisation application (MAA) of marlixibat chloride for the treatment of PIFC.

Summary of discussion

The questions relate to the adequacy of proposed clinical programmes for registration in PIFC. 

A discussion meeting occurred at the June 2019 SAWP meeting. During the June 2019 PDCO meeting, the Committee expressed some concerns shared with SAWP on the preliminary data that are considered too limited to draw any conclusion despite being promising. The Committee highlighted that the current approved PIP will need to be modified as substantial differences are now proposed by the Applicant in the Protocol Assistance. The Final Advice Letter (FAL) will be reviewed by the PDCO member.

Lentiglobin BB305 (betibeglogene autotemcel) – EMEA/H/SA/3150/5/2019/PA/ADT/PR/II

Applicant: bluebird bio (Germany) GmbH

SAWP coordinators: Armando Magrelli, Jan Mueller-Berghaus and Hans Ovelgönne

SAWP Peer-reviewer: N/A 

PDCO Rapporteur: Koenraad Norga (EMEA-001665-PIP01-14-M02)

PDCO Peer reviewer: Sabine Scherer (EMEA-001665-PIP01-14-M02) 

PDCO member nominated: Fernando de Andrés Trelles

EMA resources: Scientific Advice Officer: Francesca Cerreta, Paediatric Coordinator: Giovanni Lesa

Scope: Autologous CD34+ cell enriched population that contains cells transduced with LentiGlobin BB305 lentiviral vector encoding human ßAT87Q-globin for treatment of non-transfusion dependent ß-thalassaemia. PRIME Protocol Assistance is sought on clinical development programme and Significant Benefit issues. CAT and PDCO involvement.

Action: For Discussion

Background

LentiGlobin BB305 Drug Product is an advanced therapy medicinal product (ATMP), classified as a gene therapy, consisting of an autologous CD34+ cell-enriched population that contains haematopoietic stem cells (HSC) transduced with LentiGlobin BB305 lentiviral vector encoding the βA-T87Q-globin gene, formulated in cryopreservation solution. The pharmaceutical form is a dispersion for infusion. LentiGlobin BB305 Drug Product is intended for a one-time administration to humans with a view to adding a genetic sequence; and its therapeutic effect relates directly to the genetic expression of this sequence. LentiGlobin BB305 Drug Product contains the subject’s autologous HSCs transduced ex vivo with the LentiGlobin BB305 lentiviral vector that encodes βA-T87Q–globin. βA-T87Q–globin functions like native βA-globin; the single amino acid substitution at residue 87 allows for quantification of the therapeutic protein using high performance liquid chromatography (HPLC) to distinguish it from other globin species. After infusion into the subject, HSCs differentiate into multiple cell lineages, and expression of the βA-T87Q-globin gene is driven by the erythroid lineage specific globin locus control region (LCR) to correct the β-globin/α-globin imbalance in erythrocytes.

β-thalassemias are a group of hereditary, rare genetic blood diseases caused by mutations in the β-globin gene (HBB), resulting in reduced or absent production of functional adult hemoglobin (i.e., hemoglobin A [HbA]), a heterotetramer comprised of 2 α-globin and 2 β-globin chains (α2β2) that normally accounts for >95% of the total hemoglobin (Hb) in the blood of adults. Absence of or reduction in β-globin production results in an accumulation of excess uncomplexed α-globin chains that precipitate in erythroblasts, leading to premature cell death, ineffective erythropoiesis, and hemolysis that causes the anemia characteristic of patients with β-thalassemia. The clinical implications of the α-globin/β-globin imbalance is two-fold: 1) patients lack sufficient red blood cells (RBCs) and Hb to effectively transport oxygen throughout the body, resulting in severe anemia; and 2) ineffective erythropoiesis can lead to morbidities via splenomegaly, marrow expansion, concomitant bone deformities, and iron overload. TDT patients include those who have been diagnosed with β-thalassemia major as well as patients with the most severe forms of β-thalassemia intermedia who require very frequent or chronic transfusions. TDT patients have life-threatening anaemia requiring frequent and lifelong pRBC transfusions for survival. The NTDT classification describes all patients who do not require regular transfusions for survival and therefore do not meet the definition of being transfusion dependent; this includes patients with β-thalassemia intermedia. NTDT has a wide spectrum of clinical presentations from asymptomatic to mild or severe haemolytic anaemia resulting from genetic heterogeneity. More severely affected patients are likely to require more frequent transfusions during the course of their clinical management and also experience more serious disease-related comorbidities, especially in patients who may present with more severe disease at a younger age. In the European Union (EU), beta-thalassaemia intermedia and major affected approximately 1 in 10,000 i.e. around 51,000 people in total. Recommended standard medical care for patients with TDT, according to current treatment guidelines, is to receive lifelong blood transfusions coupled with an iron chelation regimen. However, standard medical care recommendations for NTDT are less well defined. NTDT treatment is largely tailored based on the severity of individual patients’ clinical manifestations, which will determine transfusion needs, necessity for chelation therapy regimen initiation, as well as need for other forms of supportive care to manage anaemia and comorbidities. Allogeneic hematopoietic stem cell transplantation (allo-HSCT) is the only potentially curative option for patients with β-thalassemia, but it is generally reserved for young paediatric TDT patients with a matched sibling donor (MSD). Allo-HSCT is not routinely recommended in NTDT patients.

A PIP (EMEA-001665-PIP01-14-M02) has been agreed in March 2018 for the treatment of beta-thalassaemia. 

On 24 January 2013, an orphan designation (EU/3/12/1091) was granted by the European Commission for the treatment of beta thalassaemia intermedia and major.

LentiGlobin BB305 Drug Product for the treatment of β-thalassemia was accepted into the EMA's Adaptive Pathways pilot program (formerly referred to as the Adaptive Licensing pilot program) in June 2014. Four discussions regarding the development and registration strategy for LentiGlobin BB305 Drug Product have occurred with the EMA Adaptive Pathways Discussion Group in addition to multiple scientific advice and protocol assistance meetings. On 15 September 2016, LentiGlobin BB305 Drug Product was granted PRIME eligibility. The PRIME kick-off meeting was held of 12 December 2016. 

Bluebird bio submitted a conditional marketing authorization application (MAA) for the treatment of patients with TDT who do not have a β0 mutation at both alleles of the β-globin (HBB) gene to the EMA in August 2018. Accelerated assessment of the MAA is currently ongoing. The objective of this procedure is to seek scientific advice on the proposed clinical development of LentiGlobin BB305 Drug Product in NTDT in adult and paediatric patients (Study HGB-209).

Summary of discussion

A discussion meeting occurred at the June 2019 SAWP meeting. During the June 2019 PDCO meeting, the Committee was briefly updated and agreed on the proposed outcome. The Final Advice Letter (FAL) will be reviewed by the PDCO member.

[bookmark: _Toc12291209]DESCOVY - emtricitabine, tenofovir alafenamide;  BIKTRAVY - bictegravir, emtricitabine, tenofovir alafenamide; GENVOYA - elvitegravir, emtricitabine, ténofovir alafenamide, cobicistat - EMEA/H/SA/4127/1/2019/PED/III

Applicant: Gilead Sciences Ireland UC 

SAWP coordinators: Filip Josephson and Flora Musuamba Tshinanu

SAWP Peer-reviewer: N/A

PDCO Rapporteur: Dana Gabriela Marin (EMEA-001460-PIP01-13-M03 modification PIP was withdrawn due to negative outcome foreseen (M02 was previously agreed))

PDCO Peer reviewer: Maria Fernandez (EMEA-001460-PIP01-13-M03 modification PIP was withdrawn due to negative outcome foreseen (M02 was previously agreed))

PDCO member nominated: Dana Gabriela Marin

EMA resources: Scientific Advice Officer: Efthymios Manolis, Paediatric Coordinator: Roberto de Lisa 

Scope: Broad advice on dosing in paediatric development plans. Scientific Advice is sought on quality and clinical development programme. MSWP, PDCO and paediatric formulation WG involvement. Paediatric fee waiver 

Action: For Discussion

Background

Descovy (emtricitabine / tenofovir alafenamide) is indicated in combination with other antiretroviral agents for the treatment of adults and adolescents (aged 12 years and older with body weight at least 35 kg) infected with human immunodeficiency virus type 1 (HIV-1).

Biktravy (Bictegravir / emtricitabine / tenofovir alafenamide) is indicated for the treatment of adults infected with human immunodeficiency virus-1 (HIV-1) without present or past evidence of viral resistance to the integrase inhibitor class, emtricitabine or tenofovir.

Genvoya (elvitegravir/ cobicistat/ emtricitabine/ tenofovir alafenamide) is indicated for the treatment of human immunodeficiency virus-1 (HIV-1) infection without any known mutations associated with resistance to the integrase inhibitor class, emtricitabine or tenofovir in adults and adolescents aged from 12 years and with body weight at least 35 kg as well as in children aged from 6 years and with body weight at least 25 kg for whom alternative regimens are unsuitable due to toxicities. 

The Applicant is committed to the development of emtricitabine (FTC)/tenofovir alafenamide (TAF) (F/TAF; Descovy; DVY) for children down to 1 month of age.

Gilead expressed a wish to discuss this overall plan with the PDCO on 22 June 2018, with the intention of gaining agreement from United States (US) and European Union (EU) regulators in parallel. A presubmission meeting between Gilead and the PDCO was held on 11 October 2018 at which the PDCO did not agree with Gilead’s plans for the development of DVY and other TAF‑based products. The basis of this disagreement was principally their concern regarding predicted plasma tenofovir (TFV) exposures, particularly when DVY was administered with pharmacokinetically enhanced (“boosted”) protease inhibitors (PIs). 

Gilead is now proposing the use of alternative weight bands for the paediatric dosing of DVY in the EU, and is seeking scientific advice regarding this proposal. The alternative weight bands are not in line with WHO weight bands, and thus the strategy is referred to as the “WHO‑nonaligned plan” for clarity. Evaluation of the use of alternative weight bands for the EU is not intended to displace the continued paediatric development of DVY as outlined above (referred to as the “WHO‑aligned plan”). A separate clinical study for children will need to be conducted in children to support the WHO‑nonaligned plan for paediatric development of DVY proposed for the EU. The outcome of this proposal is thus that there will be 2 different, region‑specific (US and EU) weight‑band based dosing nomograms for DVY dosing in children.

Summary of discussion

A discussion meeting occurred at the June 2019 SAWP meeting. During the PDCO Meeting June 2019, the PDCO discussed the Applicant’s proposal and agreed with the SAWP position on the matter. The Final Advice Letter (FAL) will be reviewed by the PDCO member.

Atazanavir sulphate, ritonavir- EMEA/H/SA/4144/1/2019/SME/III

Applicant: Gilead Sciences Ireland UC 

SAWP coordinators: Filip Josephson, Mair Powell and Kolbeinn Gudmundsson

SAWP Peer-reviewer: N/A

PDCO Rapporteur: Maria Fernandez Cortizo (EMEA-001465-PIP01-13-M02, agreed PIP)

PDCO Peer reviewer: Marianne Orholm (EMEA-001465-PIP01-13-M02, agreed PIP)

PDCO member nominated: Dana Gabriela Marin

EMA resources: Scientific Advice Officer: Efthymios Manolis, Paediatric Coordinator: Andrea Ecker 

Scope: Fixed dose combination (FDC) of an azapeptide HIV-1 protease inhibitor and a protease inhibitor for treatment of HIV-1 infection. Scientific Advice is sought on quality, preclinical and clinical development programmes. PDCO involvement 

Action: For Discussion

Background

Atazanavir (ATV) is a potent, well-tolerated, once-daily PI with a resistance profile that is mostly different from other drugs in the same class. Atazanavir boosted with ritonavir is more potent, with the ability of treating infection with resistant HIV-1 strains without causing significant toxicity.  Atazanavir Sulfate is a sulfate salt form of ATV. Reyataz (azatanavir sulphate) capsules, co-administered with low dose ritonavir, are indicated for the treatment of HIV1 infected adults and paediatric patients 6 years of age and older in combination with other antiretroviral medicinal products.

The Applicant intends to develop the fixed dose combination (FDC) atazanavir/ritonavir, with the below proposed indication: atazanavir/ritonavir FDC is indicated for the treatment of HIV-1 infected adults and adolescents of at least 35 kg body weight, in combination with other antiretroviral medicinal products.

The Applicant intends to submit a marketing authorisation application for the proposed FDC in December 2019 via decentralized procedure.

The Applicant would like to request further advice on the clinical / preclinical development, as well as on the need to include paediatric patients in the proposed indication.

Summary of discussion

During the PDCO Meeting June 2019, the PDCO discussed the Applicant’s proposal and the legal basis for ATZ/rtv application (10a vs. 10b) with associated implications on the clinical development and the need for a PIP. It was highlighted that in the meantime the Applicant had notified to PDCO an intention (Letter of intent) to request a full waiver. Any potential waiver of development and age subsets discussion will be part of the PIP application. The Final Advice Letter (FAL) will be reviewed by the PDCO member.

Risdiplam (RO7034067) - EMEA/H/SA/3320/4/2019/PA/III

Applicant: Roche Registration GmbH

SAWP coordinators: Marion Haberkamp, Armando Magrelli and Mario Miguel Rosa

SAWP Peer-reviewer: N/A

PDCO Rapporteur: Sylvie Benchetrit (EMEA-002070-PIP01-16-M03, parallel modification PIP, Start of procedure: 28 May 2019)

PDCO Peer reviewer: Ann Marie Totterman (EMEA-002070-PIP01-16-M03, parallel modification PIP, Start of procedure: 28 May 2019)

PDCO member nominated: Dimitrios Athanasiou

EMA resources: Scientific Advice Officer: Lorenzo Guizzaro, Paediatric Coordinator: Janina Karres

Scope: SMN2 splicing modifier for treatment of spinal muscular atrophy. PRIME. Protocol Assistance is sought on preclinical, clinical development programmes and Significant Benefit issues. COMP and PDCO involvement

Action: For Discussion

For background and PDCO discussion, refer to 3.3.21. 

[bookmark: _Toc1656831][bookmark: _Toc4510264][bookmark: _Toc5281312][bookmark: _Toc6330816][bookmark: _Toc9417549][bookmark: _Toc12440707][bookmark: _Toc25854215]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.

No items

[bookmark: _Toc12440708][bookmark: _Toc25854217]Discussion on the applicability of class waivers

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: _Toc12440709][bookmark: _Toc25854218]Discussions on the applicability of class waiver for products 

[bookmark: _Toc12440710][bookmark: _Toc25854219]NTHi-Mcat vaccine (GSK3277511A) - EMEA-05-2019

GlaxoSmithKline Biologicals SA; All classes of medicinal products for treatment of chronic obstructive pulmonary disease (COPD) (excluding chronic lung diseases associated with long-term airflow limitation, such as asthma, bronchopulmonary dysplasia, primary cilia dyskinesia, obstructive lung disease related to graft-versus-host disease after [bone-marrow] transplantation) / Reduction of exacerbations of chronic obstructive pulmonary disease (COPD) in patients with a history of exacerbations

Rapporteur: Yuansheng Sun; EMA Paediatric Coordinator: Franca Ligas

Summary of committee discussion:

The applicability of the class waiver as referred to in the Agency’s Decision CW/0001/2015 to the planned therapeutic indication was not confirmed because the product is intended for active immunization to prevent infections due to targeted bacterial pathogens, so that reduction in acute exacerbations of chronic obstructive pulmonary disease (COPD) in patients with a history of exacerbations can be achieved. The product mode of action is to induce targeted pathogens-specific protective immunity and is not expected to have direct action on COPD. 

Other potential paediatric interests of this medicine suggested by PDCO: children vulnerable to nontypeable Haemophilus influenzae (NTHi) and Moraxella catarrhalis (Mcat) infections such as paediatric patients with cystic fibrosis.

[bookmark: _Toc12440711][bookmark: _Toc25854220]Pertuzumab/trastuzumab fixed dose combination - EMEA-08-2019

Roche Registration GmBH; The class of HER - / Epidermal growth factor-receptor antibody medicinal products for treatment of breast malignant neoplasms. Early breast cancer: neoadjuvant treatment of adult patients with HER2-positive, locally advanced, inflammatory or early stage breast cancer at high risk of recurrence in combination with chemotherapy / Adjuvant treatment of adult patients with HER2-positive early breast cancer at high risk of recurrence in combination with chemotherapy. Metastatic breast cancer: treatment of adult patients with HER2-positive metastatic or locally recurrent unresectable breast cancer, who have not received previous anti-HER2 therapy or chemotherapy for their metastatic disease, for use in combination with docetaxel

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: _Toc12440712][bookmark: _Toc25854221]Acumapimod - EMEA-09-2019

Mereo BioPharma Ireland Limited; All classes of medicinal products for treatment of chronic obstructive pulmonary disease (COPD) (excluding chronic lung diseases associated with long-term airflow limitation, such as asthma, bronchopulmonary dysplasia, primary cilia dyskinesia, obstructive lung disease related to graft versus host disease after [bone-marrow] transplantation) / Treatment of acute exacerbations of COPD

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: _Toc12440713][bookmark: _Toc25854222]Discussion on the inclusion of an indication within a condition in an agreed PIP/waiver

[bookmark: _Toc12440714][bookmark: _Toc25854223]Discussion on the possibility to include an indication within a condition in an agreed PIP/waiver

[bookmark: _Toc9417556][bookmark: _Toc12440715][bookmark: _Toc25854224]Icosapent ethyl - EMEA-001300-PIP01-12

NDA Regulatory Science Ltd; Treatment of hypertriglyceridemia

Proposed indication: to reduce the risk of cardiovascular death, myocardial infarction, stroke, coronary revascularization, and unstable angina requiring hospitalization as an adjunct to statin therapy in adult patients with elevated triglyceride levels (TG ≥135 mg/dL) and other risk factors for cardiovascular disease

Rapporteur: Helena Fonseca; EMA Paediatric Coordinator: Emilie Desfontaine

Summary of committee discussion:

The PDCO agreed with the Applicant that the proposed indication, ‘to reduce the risk of cardiovascular death, myocardial infarction, stroke, coronary revascularization, and unstable angina requiring hospitalization as an adjunct to statin therapy in adult patients with elevated triglyceride levels (TG ≥135 mg/dL) and other risk factors for cardiovascular disease’, is included within the PIP condition ‘treatment of hypertriglyceridemia’ listed in the Agency Decision.

[bookmark: _Toc9417557][bookmark: _Toc12440716][bookmark: _Toc25854225]Fc- and CDR-modified humanized 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)

Rapporteur: Sylvie Benchetrit; EMA Paediatric Coordinator: Gunter Egger

Summary of committee discussion:

The committee was of the view that the proposed indication ‘treatment of patients with complement-mediated thrombotic microangiopathy (TMA)’, does not fall under the scope of the above mentioned Decision, as the indication was not considered to be covered by the condition ‘treatment of atypical haemolytic uremic syndrome’ listed in the Agency Decision. 

[bookmark: _Toc12440717][bookmark: _Toc25854226]Ticagrelor - EMEA-000480-PIP01-08-M11

AstraZeneca AB; Prevention of thromboembolic events

Proposed indication: Ticagrelor 90mg  is indicated for the prevention of stroke and death in patients with acute ischaemic stroke or transient ischaemic attack

Rapporteur: Marek Migdal; EMA Paediatric Coordinator: Giovanni Lesa

Cardiovascular Diseases / Haematology-Hemostaseology

Summary of committee discussion:

The PDCO agreed with the Applicant that the proposed indication is included within the PIP condition ‘prevention of thromboembolic events’.

[bookmark: _Toc12440718][bookmark: _Toc25854227]Annual reports on deferrals

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

[bookmark: _Toc12440719][bookmark: _Toc25854228]Organisational, regulatory and methodological matters

[bookmark: _Toc12440720][bookmark: _Toc25854229]Mandate and organisation of the PDCO

[bookmark: _Toc25854230]Update on PDCO member(s)/alternate(s) mandate status

The PDCO Committee noted the nomination of Melinda Sobor as the new alternate for Hungary, Martine Trauffler as the new alternate for Luxembourg and Simona Badoi as the new alternate for Romania, all three nominated within CHMP.

[bookmark: _Toc12440721][bookmark: _Toc25854231]Coordination with EMA Scientific Committees or CMDh-v

[bookmark: _Toc12440722][bookmark: _Toc25854232]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 May 2019. These included Cufence (trientine dihydrochloride).

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

[bookmark: _Toc515888004][bookmark: _Toc12440723][bookmark: _Toc25854233]EMA Scientific Committees – Timing for Chair elections

EMA lead: Luc Van Santvliet, Thorsten Olski

Summary of committee discussion:

The EMA Secretariat informed the Committee on the timing for Chair’s and vice-Chair’s elections for 2019. The PDCO Chair election is scheduled in July 2019 and the PDCO vice-Chair election in October 2019.

[bookmark: _Toc12440724][bookmark: _Toc25854234]Coordination with EMA Working Parties/Working Groups/Drafting Groups

[bookmark: _Toc12440725][bookmark: _Toc25854235]Non-clinical Working Group: Draft manuscript on the non-clinical CNS project

PDCO member: Karen van Malderen; EMA Paediatric Coordinator: Gunter Egger 

Summary of committee discussion:

The outcome of an evaluation of juvenile animal studies for paediatric CNS-targeted compounds was presented.

[bookmark: _Toc12440726][bookmark: _Toc25854236]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: _Toc9432057][bookmark: _Toc25854237]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: _Toc13065290][bookmark: _Toc13142765][bookmark: _Toc12440727][bookmark: _Toc25854238]Cooperation within the EU regulatory network 

[bookmark: _Toc11928410][bookmark: _Toc11928411][bookmark: _Toc11928412][bookmark: _Toc532290386][bookmark: _Toc12440728][bookmark: _Toc25854239]CTFG: Recommendation Paper on the Initiation and Conduct of Complex Clinical Trials

CTFG Chair: Ann Marie Janson Lang; Elke Stahl; EMA Paediatric Coordinator: Emilie Desfontaine

Summary of committee discussion:

The Clinical Trials Facilitation and Coordination Group (CTFG) Chair presented the Recommendation Paper on the Initiation and Conduct of Complex Clinical Trials. It was also the opportunity to discuss how to further strengthen collaboration between the CTFG and the PDCO. The CTFG Chair made some suggestions for which the PDCO should provide feedback within the next few months. 

[bookmark: _Toc12440729][bookmark: _Toc25854240]Cooperation with International Regulators

[bookmark: _Toc1656851][bookmark: _Toc4267487][bookmark: _Toc12440730][bookmark: _Toc25854241]Report from the Paediatric Cluster Teleconference

EMA: Irmgard Eichler

Summary of committee discussion:

The Committee was informed about the discussions at the Paediatric Cluster teleconference on 20 June 2019. 

[bookmark: _Toc11928416][bookmark: _Toc12440731][bookmark: _Toc25854242]Contacts of the PDCO with external parties and interaction with the Interested Parties to the Committee

No items

[bookmark: _Toc12440732][bookmark: _Toc25854243]PDCO work plan

No items

[bookmark: _Toc12440733][bookmark: _Toc25854244]Planning and reporting

[bookmark: _Toc534991714][bookmark: _Toc5215626][bookmark: _Toc6915106][bookmark: _Toc12440734][bookmark: _Toc25854245]Marketing authorisation applications (MAA) forecast for 2019 – planning update dated Q2 2019

EMA Lead: Enrico Tognana

Summary of committee discussion:

The EMA Business Analysis & Forecasting presented to PDCO for information a quarterly updated report on marketing authorisation applications planned for submission (the business ‘pipeline’).

[bookmark: _Toc12440735][bookmark: _Toc25854246]A first perspective on the impact of the review of the class waiver list in July 2015

EMA Paediatric Coordinator: Giovanni Lesa; Franca Ligas and Domink Karres

Summary of committee discussion:

A perspective was given on the impact of the revision of the class waiver list on oncology PIPs.

[bookmark: _Toc11928421][bookmark: _Toc12440736][bookmark: _Toc25854247]Strategic Review and Learning Meeting (SRLM) under the Romanian Presidency held in Malta on 13-14 June 2019  - Report to the Committee

PDCO topic leaders: Dirk Mentzer, Dana Gabriela Marin, Herbert Lenicker  

Summary of committee discussion:

The PDCO was provided with feedback from the SRLM held on 13-14 June 2019 in Malta. Some topics from the EMA/EC Paediatric Action Plan were discussed. A shorter re-discussion within the PDCO plenary with full attendance will be needed in the coming months for some topics, to agree on the way forward: unmet medical needs, Duchenne Muscular Dystrophy – possibly with some SAWP members and/or patients’ representatives, modelling and simulation / extrapolation, Clinical Trials Authorisation – re-discussion to link with interactions with CTFG.Presentations are available in MMD.

[bookmark: _Toc12440737][bookmark: _Toc25854248]Any other business

[bookmark: _Toc12440738]Update on EMA reimbursement rules 

EMA Lead: Thorsten Olski; Olivier Duquesne

Summary of committee discussion:

Further to the EMA relocation in Amsterdam in March 2019, the Committee was informed that the EMA rules for reimbursement of expenses for delegates attending meetings were reviewed to accommodate better their requirements. No items

[bookmark: _Toc13065303][bookmark: _Toc13142778][bookmark: _Toc12440739][bookmark: _Toc25854249]Breakout sessions

[bookmark: _Toc12440740][bookmark: _Toc25854250]Paediatric oncology 

EMA Paediatric Coordinator: Franca Ligas and Giovanni Lesa

Summary of committee discussion:

The break-out session was cancelled. 

[bookmark: _Toc12440741][bookmark: _Toc25854251]Neonatology

EMA Paediatric Coordinator: Andrea Ecker

Summary of committee discussion:

The Neonatology breakout session discussed upcoming and ongoing PIPs and Scientific Advices involving the neonatal population.

[bookmark: _Toc12440742][bookmark: _Toc25854252]Inventory

EMA Paediatric Coordinator: Rocio Fernandez Fresquet

Summary of committee discussion:

The inventory group discussed the assessment of unmet need as well as organisational matters.





The Chair thanked all participants and closed the meeting.
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List of participants including any restrictions with respect to involvement of members / alternates / experts following evaluation of declared interests for the 25–28 June 2019 meeting
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[bookmark: _Toc12440743][bookmark: _Toc25854254]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 applicantApplicant encounters such difficulties with the implementation of a PIP, which render it unworkable or no longer appropriate.

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



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

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

see class waivers.



Annual reports on deferrals (section 8)

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

	

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