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1. Introduction

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 that no restriction in the involvement
of meeting participants in upcoming discussions was identified as included in the pre-meeting
list of participants and restrictions. See (current) April 2016 CHMP minutes for the pre-meeting
list of participants and restrictions in relation to declarations of interests applicable to the
items of the agenda for the CHMP plenary session held 25-28 April 2016.

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. 22 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

CHMP agenda for 25-28 April 2016.

The CHMP adopted the agenda.
1.3. Adoption of the minutes

CHMP minutes for 29 March - 1 April 2016.

The CHMP adopted the minutes.

2. Oral Explanations

2.1. Pre-authorisation procedure oral explanations

2.1.1. - sirolimus - Orphan - EMEA/H/C/003978

Santen Oy; treatment of chronic non-infectious uveitis
Scope: Oral explanation, Report from Ad-hoc expert group meeting held on 5 April 2016.

Action: Oral explanation to be held on Tuesday 26 April 2016 at 14.00. Report from ad-hoc
expert meeting held on 5 April 2016.

List of Outstanding Issues adopted on 17.12.2015. List of Questions adopted on 25.06.2015.

The CHMP noted the minutes from the ad-hoc expert group meeting held on 5 April 2016.
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2.1.2.

Based on the available data the expert were not able to clearly identify a patient
sub-population that might benefit most from intravitreal sirolimus. There was general
agreement amongst the experts that Opsiria could in principle be a promising treatment option
based on the local route of administration and lack of corticosteroid side effects such as
increased intraocular pressure and cataract. Given the chronic nature of uveitis, the potential
to avoid the complication of long-term corticosteroid treatment would be of value. However,
the results from the pivotal trial supporting the application, while showing some effect based
on a limited improvement in vitreous haze, were considered disappointing.

An oral explanation was held on Tuesday 26 April 2016 at 14.00. The applicant presented data
to support a clinically relevant beneficial effect and made proposals for possible restricted
target populations with a more favourable benefit-risk profile. The bell-shaped dose response
curve was also addressed.

- saxagliptin / dapagliflozin - EMEA/H/C/004057

2.2.

2.3.

2.3.1.

treatment of type 2 diabetes

Scope: Oral explanation

Action: Oral explanation to be held on Tuesday 26 April 2016 at 16.00.

List of Outstanding Issues adopted on 25.02.2016. List of Questions adopted on 24.09.2015.

An oral explanation was held on Tuesday 26 April 2016 at 16.00. The presentation focused on
the data supporting the fixed dose combination of saxagliptin and dapagliflozin.

See also 3.2.10

Re-examination procedure oral explanations

No items

Post-authorisation procedure oral explanations

Adcetris - brentuximab vedotin - Orphan - EMEA/H/C/002455/11/0025

Takeda Pharma A/S

Rapporteur: Pieter de Graeff, Co-Rapporteur: Jan Mueller-Berghaus, PRAC Rapporteur:
Sabine Straus

Scope: Oral explanation, report by Steen Werner Hansen from SAG Oncology meeting held on
14" April 2016

Action: Oral explanation to be held on Tuesday 26 April 2016 at 11.00.

“Extension of Indication to include new indication for Adcetris (Adcetris is indicated for the
treatment of adult patients at increased risk of relapse or progression following ASCT”). as a
consequence, sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the SmPC are updated. The Package
Leaflet is updated in accordance.” Request for 1 year of market protection for a new indication
(Article 14(11) of Regulation (EC) 726/2004).

Action: For adoption
Request for Supplementary Information adopted on 01.04.2016, 22.10.2015, 25.06.2015.

An oral explanation was held on Tuesday 26 April 2016 at 11.00. The presentation focused on
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the clinical data on progression free survival and overall survival as well as safety data and
analysis performed. There was further discussion on the target population and on the
significant clinical benefit over current standard of care.

See also 5.1.1
2.4. Referral procedure oral explanations

2.4.1. Otipax 1% (11 mg/ml) ear drops, solution — lidocaine hydrochloride -
EMEA/H/A-29/1426

Biocodex Benelux SA/NV
Rapporteur: Daniel Brasseur, Co-Rapporteur: Martina Weise,

RMS: BE, CMS: AT, CY, DE, DK, EL, ES, FI, IT, NO, PL, PT, SE, Mutual recognition procedure
number: BE/H/0213/001/MR

Scope: Oral explanation and Opinion
Disagreement regarding efficacy and the evidence of well-established use.
Action: Oral explanation to be held on Tuesday 26 April 2016 at 9.00.

List of Questions adopted on 22 October 2015. List of outstanding issues adopted on
25.02.2016.

Oral explanation was held on Tuesday 26 April 2016 at 9.00. The Company’s presentation
focused on publications on the local use of lidocaine, the formulation of Otipax and its safety.

See also 10.4.1

3. Initial applications

3.1. Initial applications; Opinions

3.1.1. EndolucinBeta - lutetium (177 lu) chloride - EMEA/H/C/003999

ITG Isotope Technologies Garching GmbH; radiolabelling of carrier molecules, which have
been specifically developed for radiolabelling with this radionuclide

Scope: Opinion

Action: For adoption

Known active substance (Article 8(3) of Directive No 2001/83/EC)

List of Outstanding Issues adopted on 25.02.2016. List of Questions adopted on 24.09.2015.

The Committee adopted a positive opinion recommending the granting of a marketing
authorisation by consensus together with the CHMP assessment report and translation
timetable.

Furthermore, the CHMP considered that lutetium (177 Lu) chloride is not a new active
substance, as claimed by the applicant.

The Icelandic and Norwegian Members were in agreement with the CHMP recommendation.

The legal status was agreed as medicinal product subject to restricted medical prescription.

Committee for medicinal products for human use (CHMP)
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3.1.2.

The summary of opinion was circulated for information.

Enzepi - pancreas powder - EMEA/H/C/002070

3.1.3.

Aptalis Pharma SAS; treatment in exocrine pancreatic insufficiency

Scope: Opinion

Action: For adoption

Known active substance (Article 8(3) of Directive No 2001/83/EC)

List of Outstanding Issues adopted on 25.02.2016. List of Questions adopted on 25.06.2015.

The Committee confirmed that all issues previously identified in this application had been
addressed.

The Committee adopted a positive opinion recommending the granting of a marketing
authorisation by consensus together with the CHMP assessment report and translation
timetable.

The Icelandic and Norwegian Members were in agreement with the CHMP recommendation.

The legal status was agreed as medicinal product subject to medical prescription.
The summary of opinion was circulated for information.

The Committee adopted the BWP report.

Odefsey - emtricitabine / rilpivirine / tenofovir alafenamide - EMEA/H/C/004156

3.1.4.

Gilead Sciences International Ltd; treatment of HIV-1

Scope: Opinion

Action: For adoption

Known active substance (Article 8(3) of Directive No 2001/83/EC)

List of Outstanding Issues adopted on 01.04.2016. List of Questions adopted on 17.12.2015.

The Committee confirmed that all issues previously identified in this application had been
addressed.

The Committee adopted a positive opinion recommending the granting of a marketing
authorisation by consensus together with the CHMP assessment report and translation
timetable.

The Icelandic and Norwegian Members were in agreement with the CHMP recommendation.

The legal status was agreed as medicinal product subject to medical prescription.

The summary of opinion was circulated for information.

Ongentys - opicapone - EMEA/H/C/002790

Bial - Portela & C?#, S.A.; Parkinson’s disease and motor fluctuations

Scope: Opinion

Committee for medicinal products for human use (CHMP)
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Action: For adoption
New active substance (Article 8(3) of Directive No 2001/83/EC)

List of Outstanding Issues adopted on 25.02.2016, 19.11.2015, 24.09.2015. List of Questions
adopted on 23.04.2015.

The Committee adopted a positive opinion recommending the granting of a marketing
authorisation by consensus together with the CHMP assessment report and translation
timetable.

Furthermore, the CHMP considered that opicapone is a new active substance, as claimed by
the applicant.

The Icelandic and Norwegian Members were in agreement with the CHMP recommendation.
The legal status was agreed as medicinal product subject to medical prescription.

The CHMP noted the letter of recommendation dated 25.04.2016.

The summary of opinion was circulated for information.

3.1.5. Sialanar - glycopyrronium bromide - PUMA - EMEA/H/C/003883
Proveca Limited; treatment of sialorrhoea
Scope: Opinion
Action: For adoption
Well-established use application (Article 10a of Directive No 2001/83/EC)
An oral explanation was held in March 2016.
List of Outstanding Issues adopted on 17.12.2015. List of Questions adopted on 25.06.2015.
The CHMP noted that there was a lack of adequate data on the medicine’s risks as well as
insufficient toxicology data from non-human studies. As a consequence, the data provided
were not detailed enough to show that glycopyrronium bromide has been used with an
acceptable level of safety to treat persistent drooling in patients with neurological conditions.
Finally, the CHMP noted that Sialanar has not been shown to improve quality of life. The
Committee therefore concluded that the benefits of Sialanar did not outweigh its risks and
recommended that the marketing authorisation be refused.
The CHMP adopted a negative opinion by consensus recommending the refusal of the granting
of paediatric use marketing authorisation together with the Assessment Report.
The Icelandic and Norwegian Members were in agreement with the CHMP recommendation.
The refusal question and answers document was circulated for information.

3.1.6. Umbipro - chlorhexidine - Article 58 - EMEA/H/W/003799

Accelerated assessment

GlaxoSmithKline Trading Services; prophylaxis of omphalitis

Committee for medicinal products for human use (CHMP)
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Scope: Opinion

Action: For adoption

Known active substance (Article 8(3) of Directive No 2001/83/EC)
List of Questions adopted on 25.02.2016.

The Committee confirmed that all issues previously identified in this application had been
addressed.

The Committee adopted a positive opinion recommending the granting of a marketing
authorisation by consensus together with the CHMP assessment report and translation
timetable.

The Icelandic and Norwegian Members were in agreement with the CHMP recommendation.
The legal status was agreed as medicinal product subject to medical prescription.

The summary of opinion was circulated for information.

3.1.7. Zavicefta - ceftazidime / avibactam - EMEA/H/C/004027
AstraZeneca AB; treatment of complicated Intra-Abdominal Infection (clAl), complicated
Urinary Tract Infection (cUTI), including pyelonephritis, nosocomial pneumonia, including
ventilator associated pneumonia (VAP), infections due to aerobic Gram-negative organisms in
patients with limited treatment options
Scope: Opinion
Action: For adoption
New active substance (Article 8(3) of Directive No 2001/83/EC)
List of Outstanding Issues adopted on 25.02.2016. List of Questions adopted on 24.09.2015.
The Committee adopted a positive opinion recommending the granting of a marketing
authorisation by consensus together with the CHMP assessment report and translation
timetable.
Furthermore, the CHMP considered that avibactam is a new active substance, as claimed by
the applicant.
The Icelandic and Norwegian Members were in agreement with the CHMP recommendation.
The legal status was agreed as medicinal product subject to restricted medical prescription.
The summary of opinion was circulated for information.

3.1.8. Zinbryta - daclizumab - EMEA/H/C/003862

Biogen Idec Ltd; treatment of multiple sclerosis (RMS)
Scope: Opinion
Action: For adoption

Known active substance (Article 8(3) of Directive No 2001/83/EC)

Committee for medicinal products for human use (CHMP)
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3.2.

3.2.1.

List of Outstanding Issues adopted on 17.12.2015. List of Questions adopted on 23.07.2015.

The Committee adopted a positive opinion recommending the granting of a marketing
authorisation by consensus together with the CHMP assessment report and translation
timetable.

Furthermore, the CHMP considered that daclizumab is not a new active substance, as claimed
by the applicant.

The Icelandic and Norwegian Members were in agreement with the CHMP recommendation.
The legal status was agreed as medicinal product subject to restricted medical prescription.

The CHMP noted the letter of recommendation dated 26.04.2016.

The summary of opinion was circulated for information.

Initial applications; Day 180 list of outstanding issues

- atazanavir - EMEA/H/C/004048

3.2.2.

treatment of HIV-1
Scope: Day 180 list of outstanding issue
Action: For adoption

List of Outstanding Issues adopted on 28.01.2016, 22.10.2015. List of Questions adopted on
21.05.2015.

The Committee was reminded of the status of this application and its remaining outstanding
issues.

The Committee adopted a 3™ list of outstanding issues with a specific timetable.

- bortezomib - EMEA/H/C/004207

3.2.3.

treatment of multiple myeloma

Scope: Day 180 list of outstanding issue
Action: For adoption

List of Questions adopted on 28.01.2016.

The Committee was reminded of the status of this application and its remaining outstanding
issues.

The Committee adopted a list of outstanding issues with a specific timetable.

The CHMP adopted the CHMP assessment report on similarity

- chenodeoxycholic acid - Orphan - EMEA/H/C/004061

Sigma-tau Arzneimittel GmbH; treatment of inborn errors of primary bile acid synthesis

Committee for medicinal products for human use (CHMP)
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Scope: Day 150 List of Outstanding Issues
Action: For adoption
List of Questions adopted on 25.02.2016.

The Committee was reminded of the status of this application and its remaining outstanding
issues.

The Committee adopted a list of outstanding issues with a specific timetable.

3.2.4. - parathyroid hormone - Orphan - EMEA/H/C/003861
NPS Pharma Holdings Limited; treatment of hypoparathyroidism
Scope: 2" Day 180 list of outstanding issue, Report from ad hoc expert group meeting held on
20 January 2016.
Action: For adoption
List of Outstanding Issues adopted on 24.09.2015. List of Questions adopted on 26.03.2015.
The members noted the report from the ad-hoc expert meeting held on 20.01.2016.
The Committee was reminded of the status of this application and its remaining outstanding
issues.
The Committee adopted a list of outstanding issues .
The CHMP agreed to the request by the applicant for an extension to the clock stop to respond
to the 2" LoOI with a specific timetable.
The Committee adopted the BWP report.
3.2.5. - cediranib - Orphan - EMEA/H/C/004003
AstraZeneca AB; treatment of platinum sensitive relapsed (PSR) ovarian cancer
relapsed (PSR) ovarian cancer
Scope: Day 180 list of outstanding issue
Action: For adoption
List of Questions adopted on 19.11.2015.
The Committee was reminded of the status of this application and its remaining outstanding
issues.
The Committee adopted a list of outstanding issues with a specific timetable.
3.2.6. - methotrexate - EMEA/H/C/003983

treatment of active rheumatoid arthritis; severe, active juvenile idiopathic arthritis; severe
recalcitrant disabling psoriasis

Scope: Day 180 list of outstanding issue

Committee for medicinal products for human use (CHMP)
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3.2.7.

Action: For adoption
List of Questions adopted on 17.12.2015.

The Committee was reminded of the status of this application and its remaining outstanding
issues.

The Committee adopted a list of outstanding issues with a specific timetable.

- reslizumab - EMEA/H/C/003912

3.2.8.

treatment of asthma and elevated blood eosinophils who are inadequately controlled on
inhaled corticosteroids

Scope: Day 180 list of outstanding issue
Action: For adoption
List of Questions adopted on 19.11.2015.

The Committee was reminded of the status of this application and its remaining outstanding
issues.

The Committee adopted a list of outstanding issues with a specific timetable.

The Committee adopted the BWP report.

- enoxaparin sodium - EMEA/H/C/004264

3.2.9.

prophylaxis of thromboembolic disorders of venous origin
Scope: Day 180 list of outstanding issue

Action: For adoption

List of Questions adopted on 23.07.2015.

The Committee was reminded of the status of this application and its remaining outstanding
issues.

The Committee adopted a list of outstanding issues .

The CHMP agreed to the request by the applicant for an extension to the clock stop to respond
to the list of outstanding issues with a specific timetable.

The Committee adopted the BWP report.

- enoxaparin sodium - EMEA/H/C/003795

prophylaxis of thromboembolic disorders of venous origin
Scope: Day 180 list of outstanding issue

Action: For adoption

List of Questions adopted on 23.07.2015.

The Committee was reminded of the status of this application and its remaining outstanding
issues,

Committee for medicinal products for human use (CHMP)
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The Committee adopted a list of outstanding issues .

The CHMP agreed to the request by the applicant for an extension to the clock stop to respond
to the list of outstanding issues with a specific timetable.

The Committee adopted the BWP report.

3.2.10. - saxagliptin / dapagliflozin - EMEA/H/C/004057
treatment of type 2 diabetes
Scope: Oral explanation
Action: Oral explanation to be held on Tuesday 26 April 2016 at 16.00.
List of Outstanding Issues adopted on 25.02.2016. List of Questions adopted on 24.09.2015.
An oral explanation was held on Tuesday 26 April 2016 at 16.00. The presentation focused on
the data supporting the fixed dose combination of saxagliptin and dapagliflozin.
The Committee adopted a 2™ list of outstanding issues with a specific timetable.
See also 2.1.2
3.3. Initial applications; Day 120 list of questions
3.3.1. - lonoctocog alfa - EMEA/H/C/004075
treatment of haemophilia A
Scope: Day 120 list of questions
Action: For adoption
The Committee discussed the issues identified in this application.
The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions.
The Committee adopted the BWP report.
3.3.2. - adalimumab - EMEA/H/C/004212

treatment of rheumatoid arthritis, juvenile idiopathic arthritis, axial spondyloarthritis, psoriatic
arthritis, psoriasis, paediatric plaque psoriasis, hidradenitis suppurativa, Crohn's disease,
paediatric Crohn's disease and Ulcerative colitis

Scope: Day 120 list of questions
Action: For adoption
The Committee discussed the issues identified in this application.

It was agreed to consult SmPC Advisory Group. Furthermore a list of questions to the BMWP
was adopted.

The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions.

Committee for medicinal products for human use (CHMP)
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The Committee adopted the BWP report.

3.3.3. - adalimumab - EMEA/H/C/004373
treatment of rheumatoid arthritis, juvenile idiopathic arthritis, axial spondyloarthritis, psoriatic
arthritis, psoriasis, paediatric plaque psoriasis, hidradenitis suppurativa, Crohn's disease,
paediatric Crohn's disease and Ulcerative colitis
Scope: Day 120 list of questions
Action: For adoption
The Committee discussed the issues identified in this application.
It was agreed to consult SmPC Advisory Group.
The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions.
The Committee adopted the BWP report.
3.3.4. - fluciclovine (18f) - EMEA/H/C/004197
Diagnostic agent for PET of adult men with suspected recurrence of prostate cancer
Scope: Day 120 list of questions
Action: For adoption
The Committee discussed the issues identified in this application.
The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions.
3.3.5. - trientine tetrahydrochloride - Orphan - EMEA/H/C/004005
GMP-Orphan SA; Wilson's disease
Scope: Day 120 list of questions
Action: For adoption
The Committee discussed the issues identified in this application.
The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions. The Committee agreed to consult an ad-hoc expert group.
3.3.6. - emtricitabine / tenofovir disoproxil - EMEA/H/C/004215

treatment of HIV-1 infection

Scope: Day 120 list of questions,

Action: For adoption

The Committee discussed the issues identified in this application.

The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions.

Committee for medicinal products for human use (CHMP)
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3.3.7.

The Committee adopted a list of questions to the PKWP who will also liaise with the QWP core
group.

- iloperidone - EMEA/H/C/004149

3.3.8.

treatment of schizophrenia

Scope: Day 120 list of questions

Action: For adoption

The Committee discussed the issues identified in this application,

The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions . The Committee agreed to consult the SAG on central nervous system and
cardiovascular issues.

- insulin aspart - EMEA/H/C/004046

3.3.9.

treatment of diabetes mellitus in adults

Scope: Day 120 list of questions

Action: For adoption

The Committee discussed the issues identified in this application

The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions.

The Committee adopted the BWP report.

- insulin glargine - EMEA/H/C/004101

3.3.10.

treatment of diabetes mellitus

Scope: Day 120 list of questions

Action: For adoption

The Committee discussed the issues identified in this application.

The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions.

The Committee adopted the BWP report.

- sodium zirconium cyclosilicate - EMEA/H/C/004029

for the treatment of hyperkalaemia
Scope: Day 120 list of questions
Action: For adoption

The Committee discussed the issues identified in this application.

Committee for medicinal products for human use (CHMP)
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3.3.11.

The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions.

- teriparatide - EMEA/H/C/004368

3.3.12.

treatment of osteoporosis

Scope: Day 120 list of questions

Action: For adoption

The Committee discussed the issues identified in this application.

The Committee adopted the CHMP recommendation and scientific discussion together with the

list of questions.

- vosaroxin - Orphan - EMEA/H/C/004118

3.3.13.

Sunesis Europe Ltd; treatment acute myeloid leukaemia

Scope: Day 120 list of questions

Action: For adoption

The Committee discussed the issues identified in this application.

The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions . Furthermore the CHMP adopted the updated similarity assessment report.

- dimethyl fumarate - EMEA/H/C/002157

3.3.14.

treatment of moderate to severe plaque psoriasis in adults in need of systemic drug therapy,
treatment of plaque psoriasis

Scope: Day 120 list of questions

Action: For adoption

The Committee discussed the issues identified in this application.

The Committee adopted the CHMP recommendation and scientific discussion together with the

list of questions.

- teriparatide - EMEA/H/C/003916

treatment of osteoporosis
Scope: Day 120 list of questions
Action: For adoption

The Committee discussed the issues identified in this application.

The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions.

The Committee adopted the BWP report.

Committee for medicinal products for human use (CHMP)
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3.4.

3.4.1.

Update on on-going initial applications for Centralised procedure

lenvatinib - EMEA/H/C/004224

3.4.2.

in combination with everolimus for the treatment of unresectable advanced or metastatic renal
cell carcinoma (RCC)

Scope: Assessment Report on similarity
Action: For adoption

The CHMP adopted the similarity assessment report

- alendronic acid / colecalciferol - EMEA/H/C/004172

3.4.3.

treatment of postmenopausal osteoporosis

Scope: Letter from the applicant dated 11 April 2016 requesting an extension of clock stop to
submit responses to Day 120 List of Questions adopted in February 2016.

Action: For information
List of Questions adopted on 25.02.2016.

The CHMP agreed to the request by the applicant for an extension ot the clock stop to respond
to the list of questions adopted in February 2016.

- grazoprevir / elbasvir - EMEA/H/C/004126

3.4.4.

treatment of chronic hepatitis C (CHC) in adults
Action: For discussion

List of Outstanding Issues adopted on 01.04.2016, 25.02.2016. List of Questions adopted on
19.11.2015.

The members were updated on the status of the product

- irinotecan - Orphan - EMEA/H/C/004125

Baxter Innovations GmbH; treatment of pancreatic cancer

Rapporteur: Filip Josephson, Co-Rapporteur: Daniela Melchiorri, PRAC Rapporteur: Ingebjgrg
Buajordet

Scope: Letter from the applicant dated 15 April 2016 requesting an extension of clock stop to
respond to the Day 180 list of outstanding issues adopted on 25.02.2016

Action: For adoption by written procedure
List of Outstanding Issues adopted on 25.02.2016. List of Questions adopted on 24.09.2015.

The CHMP agreed to the request by the applicant for an extension to the clock stop to respond
to the list of outstanding issues via written procedure on 22.04.2016.

Committee for medicinal products for human use (CHMP)
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3.4.5. - miglustat - EMEA/H/C/004016

treatment of Gaucher disease
Scope: Response from PKWP on CHMP question

Letter from the applicant received 26 April 2016 requesting an extension of clock stop to
submit responses to List of Outstanding Issues adopted on 01.04.2016.

Action: For adoption
List of outstanding issues adopted on 01.04.2016. List of Questions adopted on 23.07.2015.

The CHMP adopted the response from the PKWP and agreed to the request by the applicant for
an extension to the clock stop to respond to the list of outstanding issues adopted during the
March 2016 CHMP. The Committee discussed the PKWP response.

3.5. Re-examination of initial application procedures under Article 9(2) of
Regulation no 726/2004

No items

3.6. Initial applications in the decision-making phase
No items

3.7. Withdrawals of initial marketing authorisation application
No items

Extension of marketing authorisation according to Annex | of

Commission Regulation (EC) No 1234/2008

4.1. Extension of marketing authorisation according to Annex 1 of
Commission Regulation (EC) No 1234/2008; Opinion

4.1.1. Reyataz - atazanavir / atazanavir sulfate - EMEA/H/C/000494/X/0094/G

Bristol-Myers Squibb Pharma EEIG

Rapporteur: Joseph Emmerich, Co-Rapporteur: Nithyanandan Nagercoil, PRAC Rapporteur:
Arnaud Batz

Scope: “An extension application covering a new pharmaceutical form (oral powder), a new
strength for the oral powder presentation (50mg), and a new paediatric indication (patients
from 3 months of age and weighing at least 5kg); a type Il variation (C.1.6) to updated
Reyataz capsules in light of new paediatric data; a type IB (C.1.11) variation to make minor
revisions to the RMP with regards to nephrolithiasis, folllowing PRAC's assesment of RMP
version 7.3.”

Action: For adoption
List of Outstanding Issues adopted on 28.01.2016. List of Questions adopted on 23.07.2015.

The Committee confirmed that all issues previously identified in this application had been
addressed.

Committee for medicinal products for human use (CHMP)
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4.1.2.

The Committee adopted a positive opinion by consensus together with the CHMP Assessment
Report and translation timetable.

The Icelandic and Norwegian CHMP members were in agreement with the CHMP
recommendations.

The CHMP noted the letter of recommendation dated 27.04.2016.

The summary of opinion was circulated for information.

Daklinza - daclatasvir - EMEA/H/C/003768/X/0013

4.2.

4.3.

4.3.1.

Bristol-Myers Squibb Pharma EEIG
Rapporteur: Filip Josephson

Scope: “To add a new strength of 90 mg for Daklinza with the same pharmaceutical form
(film-coated tablets) and route of administration (oral administration) as the currently
approved Daklinza 30 mg and 60 mg film-coated tablets.”

Action: For adoption

The Committee confirmed that all issues previously identified in this application had been
addressed.

The Committee adopted a positive opinion by consensus together with the CHMP Assessment
Report and translation timetable.

The Icelandic and Norwegian CHMP members were in agreement with the CHMP
recommendations.

The summary of opinion was circulated for information.

Extension of marketing authorisation according to Annex | of
Commission Regulation (EC) No 1234/2008; Day 180 list of
outstanding issues

No items

Extension of marketing authorisation according to Annex |1 of
Commission Regulation (EC) No 1234/2008; Day 120 List of question

Stelara - ustekinumab - EMEA/H/C/000958/X/0049/G

Janssen-Cilag International N.V.
Rapporteur: Greg Markey, Co-Rapporteur: David Lyons, PRAC Rapporteur: Julie Williams

Scope: “An extension application covering a new pharmaceutical form (concentrate for
solution for infusion), a new strength (130mg) and a new route of administration (intravenous
use); a type Il variation (C.1.6.a) to add a new indication (Crohn”s Disease).” Request for 1
year of market protection for a new indication (Article 14(11) of Regulation (EC) 726/2004)

Action: For adoption

The Committee discussed the issues identified in this application and agreed that further
explanations are needed on some issues.

Committee for medicinal products for human use (CHMP)
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The Committee adopted the CHMP recommendation and scientific discussion together with the
list of questions.

The CHMP agreed by consensus on the one additional year of market protection for a new
indication.

4.4. Update on on-going extension application according to Annex | of
Commission Regulation (EC) No 1234/2008

No items

4.5. Re-examination procedure of extension of marketing authorisation
according to Annex I of Commission Regulation (EC) No 1234/2008

No items

Type 11 variations - variation of therapeutic indication

procedure according to Annex 1 of Commission Regulation (EC)
No 1234/2008

5.1. Type 11 variations - variation of therapeutic indication procedure
according to Commission Regulation (EC) No 1234/2008; Opinions or
Requests for supplementary information

51.1. Adcetris - brentuximab vedotin - Orphan - EMEA/H/C/002455/11/0025

Takeda Pharma A/S

Rapporteur: Pieter de Graeff, Co-Rapporteur: Jan Mueller-Berghaus, PRAC Rapporteur:
Sabine Straus

Scope: “Extension of Indication to include new indication for Adcetris (Adcetris is indicated for
the treatment of adult patients at increased risk of relapse or progression following ASCT”). as
a consequence, sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the SmPC are updated. The Package
Leaflet is updated in accordance.” Request for 1 year of market protection for a new indication
(Article 14(11) of Regulation (EC) 726/2004)

Report by Steen Werner Hansen from SAG Oncology meeting held on 14th April 2016
Action: For adoption

Request for Supplementary Information adopted on 01.04.2016, 22.10.2015, 25.06.2015.
An oral explanation was held on Tuesday 26 April 2016 at 11.00.

See also 2.3.1

The CHMP noted the report from SAG Oncology meeting held on 14th April 2016. The SAG
report concluded that the investigator-based PFS benefit observed with brentuximab vedotin
in the study population with =2 risk factors was clinically relevant.

An oral explanation was held on Tuesday 26 April 2016 at 11.00. The presentation focused on
the clinical data on progression free survival and overall survival as well as safety data and
analysis performed. There was further discussion on the target population and on the
significant clinical benefit over current standard of care.
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The Committee discussed the issues identified in this application. The members discussed the
clinical data and possible reasons why the effect seen on progression free survival does not
show on the overall survival. The view was expressed that although no effect on the OS could
be seen the totality of data could justify a positive benefit/risk. Furthermore the members
discussed the appropriate target population and considerd that further discussion on this
would be required.

The Committee adopted a 4™ request for supplementary information with a specific timetable.

5.1.2. Afinitor - everolimus - EMEA/H/C/001038/11/0048
Novartis Europharm Ltd
Rapporteur: Harald Enzmann, Co-Rapporteur: Filip Josephson, PRAC Rapporteur: Martin
Huber
Scope: “Extension of Indication to include a new indication for the treatment of unresectable or
metastatic, well-differentiated non-functional neuroendocrine tumours of gastrointestinal or
lung origin in adults with progressive disease; as a consequence, sections 4.1, 4.4, 4.8 and 5.1
of the SmPC are updated. The Package Leaflet is updated in accordance. Furthermore, the Pl
is brought in line with the latest QRD template version 9.1.”
Action: For adoption
Request for Supplementary Information adopted on 25.02.2016, 19.11.2015.
The Committee confirmed that all issues previously identified in this application had been
addressed.
The Committee adopted a positive opinion by consensus together with the CHMP Assessment
Report and translation timetable.
The Icelandic and Norwegian CHMP members were in agreement with the CHMP
recommendations.
The summary of opinion was circulated for information.

5.1.3. Arzerra - ofatumumab - Orphan - EMEA/H/C/001131/11/0041

Novartis Europharm Ltd
Rapporteur: Sinan B. Sarac, Co-Rapporteur: Bjorg Bolstad, PRAC Rapporteur: Doris Stenver

Scope: Opinion / Request for Supplementary Information, Report by Steen Werner Hansen
from SAG Oncology meeting held on 14 April 2016

Scope: “Extension of Indication to include maintenance therapy in Chronic Lymphocytic
Leukemia (CLL).

As a consequence, sections 4.1, 4.2, 4.8, 5.1, 5.2 of the SmPC are updated. The Package
Leaflet is updated in accordance.

In accordance with the new QRD template version 9.1, the MAH is also taking the opportunity
of this procedure to update the Annex Il and combine the 2 SmPCs for the 100mg an 1,000mg
vials.”

Action: For adoption
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Request for Supplementary Information adopted on 25.02.2016, 22.10.2015.

The CHMP noted the report from the SAG Oncology meeting held on 14 April 2016. The SAG
report concluded that there are concerns about the rationale and potential added value of
ofatumumab as maintenance in patients with complete repsonse/partial response. The clinical
relevance of the PFS gain was considered doubtful. According to report, there was no effect on
OS and Qol, and therefore the maintenance regimen was considered not justifiable. However,
maintenance therapy may be considered justified in patients at high risk of symptomatic
progression or death or for a treatment with a very good safety profile.

The Committee discussed the issues identified in this application related to trial population and
found that there are still issues, that should be addressed by the applicant - the prognosis of
the studied population, including molecular characterisation at study entry, response to
previous therapy and response duration. Furthermore, the applicant should explain the
efficacy and safety of ofatumumab in high-risk patients.

The Committee adopted a 3™ request for supplementary information with a specific timetable.

51.4. Avastin - bevacizumab - EMEA/H/C/000582/11/0086
Roche Registration Limited
Rapporteur: Sinan B. Sarac, Co-Rapporteur: Bjorg Bolstad, PRAC Rapporteur: Doris Stenver
Scope: “Extension of indication to extend the use of Avastin in combination with erlotinib for
the first line treatment of patients with unresectable advanced, metastatic or recurrent
non-squamous NSCLC with EGFR activating mutations. As a consequence sections 4.1, 4.2,
4.5, 4.8 and 5.1 of the SmPC are proposed to be updated. The Package Leaflet and RMP are
updated in accordance.”
Action: For adoption
Request for Supplemen