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1.



Introduction



1.1.



Welcome and declarations of interest of members, alternates and experts Pre-meeting list of participants and restrictions in relation to declarations of interests applicable to the items of the agenda for the PRAC plenary session to be held 9 - 12 January 2017. See January 2017 PRAC minutes (to be published post February 2017 PRAC meeting).



1.2.



Adoption of agenda of the meeting of 9 - 12 January 2017 Action: For adoption



1.3.



Adoption of the minutes of the previous meeting of 28 November 1 December 2016 Action: For adoption



2.



EU referral procedures for safety reasons: urgent EU procedures



2.1.



Newly triggered procedures None



2.2.



Ongoing procedures None



2.3.



Procedures for finalisation None



2.4.



Planned public hearings None



3.



EU referral procedures for safety reasons: other EU referral procedures



3.1.



Newly triggered procedures None
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3.2.



Ongoing procedures



3.2.1.



Human coagulation (plasma-derived) factor VIII: human coagulation factor VIII (antihemophilic factor A) (NAP); human coagulation factor VIII (inhibitor bypassing fraction) (NAP); human coagulation factor VIII, human von Willebrand factor - VONCENTO (CAP) Recombinant factor VIII: antihemophilic factor (recombinant) (NAP); moroctocog alfa – REFACTO AF (CAP) octocog alfa – ADVATE (CAP), HELIXATE NEXGEN (CAP), IBLIAS (CAP), KOGENATE (CAP), KOVALTRY (CAP) - EMEA/H/A-31/1448 Applicant: Baxter AG (Advate), Bayer Pharma AG (Helixate Nexgen, Iblias, Kogenate, Kovaltry), CSL Behring GmbH (Voncento), Pfizer Limited (Refacto AF), various PRAC Rapporteur: Rafe Suvarna; PRAC Co-rapporteur: Brigitte Keller-Stanislawski Scope: Review of the benefit-risk balance of factor VIII following notification by Germany of a referral under Article 31 of Directive 2001/83/EC, based on pharmacovigilance data Action: For adoption of a list of experts for the ad hoc expert group meeting



3.2.2.



Retinoids: acitretin (NAP); adapalene (NAP); alitretinoin - PANRETIN (CAP); bexarotene – TARGRETIN (CAP); isotretinoin (NAP); tazarotene (NAP); tretinoin (NAP) EMEA/H/A-31/1446 Applicant: Eisai Ltd (Panretin, Targretin), various PRAC Rapporteur: Ana Sofia Diniz Martins; PRAC Co-rapporteur: Julie Williams Scope: Review of the benefit-risk balance following notification by the United Kingdom of a referral under Article 31 of Directive 2001/83/EC, based on pharmacovigilance data Action: For adoption of a list of questions for the targeted meeting with patients and healthcare professionals (HCP)



3.3.



Procedures for finalisation None



3.4.



Article 5(3) of Regulation (EC) No 726/2004 as amended: PRAC advice on CHMP request None



3.5.



Others None
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4.



Signals assessment and prioritisation1



4.1.



New signals detected from EU spontaneous reporting systems



4.1.1.



Amoxicillin (NAP) Applicant: various PRAC Rapporteur: To be appointed Scope: Signal of drug rash eosinophilia systemic symptoms (DRESS) syndrome Action: For adoption of PRAC recommendation EPITT 18802 – New signal Lead Member State: AT



4.1.2.



Sodium iodide [131I] (NAP) Applicant: various PRAC Rapporteur: To be appointed Scope: Signal of hyperparathyroidism and parathyroid adenomas Action: For adoption of PRAC recommendation EPITT 18820 – New signal Lead Member State: PT



4.2.



New signals detected from other sources



4.2.1.



Gabapentin (NAP) Applicant: various PRAC Rapporteur: To be appointed Scope: Signal of respiratory depression without concomitant opioid use Action: For adoption of PRAC recommendation EPITT 18814 - New signal Lead Member State: DE



1



Each signal refers to a substance or therapeutic class. The route of marketing authorisation is indicated in brackets (CAP for Centrally Authorised Products; NAP for Nationally Authorised Products including products authorised via Mutual Recognition Procedures and Decentralised Procedure). Product names are listed for reference Centrally Authorised Products (CAP) only. PRAC recommendations will specify the products concerned in case of any regulatory action required
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4.2.2.



Pembrolizumab – KEYTRUDA (CAP) Applicant: Merck Sharp & Dohme Limited PRAC Rapporteur: Sabine Straus Scope: Signal of sarcoidosis Action: For adoption of PRAC recommendation EPITT 18806 – New signal Lead Member State: NL



4.3.



Signals follow-up and prioritisation



4.3.1.



Azacitidine – VIDAZA (CAP) - EMEA/H/C/000978/SDA/031 Applicant: Celgene Europe Limited PRAC Rapporteur: Sabine Straus Scope: Signal of pericarditis and pericardial effusion Action: For adoption of PRAC recommendation EPITT 18733 – Follow-up to September 2016



4.3.2.



Darbepoetin alfa - ARANESP (CAP) - EMEA/H/C/000332/SDA/090 Applicant: Amgen Europe B.V. PRAC Rapporteur: Valerie Strassmann Scope: Signal of incorrect use of device associated with adverse reactions including underdose, drug dose omission, accidental exposure to product and injection site reactions Action: For adoption of PRAC recommendation EPITT 18718 – Follow-up to September 2016



4.3.3.



Fluconazole (NAP) Applicant: various PRAC Rapporteur: Doris Stenver Scope: Signal of spontaneous abortion and stillbirth Action: For adoption of PRAC recommendation EPITT 18666 – Follow-up to May 2016



4.3.4.



Lenalidomide – REVLIMID (CAP) - EMEA/H/C/000717/SDA/048 Applicant: Celgene Europe Limited PRAC Rapporteur: Claire Ferard
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Scope: Signal of hemophagocytic lymphohistiocytosis (HLH) Action: For adoption of PRAC recommendation EPITT 18689 – Follow-up to September 2016



4.3.5.



Paracetamol (NAP) Applicant: various PRAC Rapporteur: Laurence de Fays Scope: Signal of paracetamol use in pregnancy and child neurodevelopment Action: For adoption of PRAC recommendation EPITT 17796 – Follow-up to October 2016



4.3.6.



Propofol (NAP); valproate (NAP) Applicant: various PRAC Rapporteur: Helga Haugom Olsen Scope: Signal of pharmacokinetic drug interaction leading to an increased propofol exposure Action: For adoption of PRAC recommendation EPITT 18696 – Follow-up to September 2016



4.3.7.



Proton pump inhibitors (PPIs): dexlansoprazole (NAP); esomeprazole – NEXIUM CONTROL (CAP) NAP; lansoprazole (NAP); omeprazole (NAP); pantoprazole – CONTROLOC CONTROL (CAP) EMEA/H/C/001097/SDA/016, PANTECTA CONTROL (CAP) EMEA/H/C/001099/SDA/016, PANTOLOC CONTROL (CAP) EMEA/H/C/001100/SDA/015, PANTOZOL CONTROL (CAP) EMEA/H/C/001013/SDA/016, SOMAC CONTROL (CAP) EMEA/H/C/001098/SDA/021, NAP; rabeprazole (NAP) Applicants: Pfizer Consumer Healthcare Ltd (Nexium Control), Takeda GmbH (Controloc Control, Pantecta Control, Pantoloc Control, Pantozol Control, Somac Control), various PRAC Rapporteur: Rafe Suvarna Scope: Signal of incident chronic kidney disease (CKD) and progression to end stage renal disease (ESRD) Action: For adoption of PRAC recommendation EPITT 18698 – Follow-up to September 2016
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5.



Risk management plans (RMPs)



5.1.



Medicines in the pre-authorisation phase



5.1.1.



Glibenclamide - EMEA/H/C/004379, Orphan Applicant: Pharma Services Scope accelerated assessment: Treatment of neonatal diabetes Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.1.2.



Meningococcal group B vaccine (recombinant, component, adsorbed) EMEA/H/C/004051 Scope: Active immunisation of individuals of 10 to 40 years of age to prevents invasive meningococcal disease caused by Neisseria meningitides serogroup B Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.1.3.



Methotrexate - EMEA/H/C/003756 Scope: Treatment of rheumatological and dermatological diseases Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.1.4.



Nusinersen - EMEA/H/C/004312, Orphan Applicant: Biogen Idec Ltd Scope accelerated assessment: Treatment of spinal muscular atrophy (SMA) Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.1.5.



Tadalafil - EMEA/H/C/004666 Scope: Treatment of erectile dysfunction in adult males Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.1.6.



Tivozanib hydrochloride monohydrate - EMEA/H/C/004131, Orphan Applicant: EUSA Pharma Scope: Treatment of adult patients with advanced renal cell carcinoma (RCC) Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.1.7.



Umeclidinium - EMEA/H/C/004654 Scope: Treatment of chronic obstructive pulmonary disease (COPD)
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Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.2.



Medicines in the post-authorisation phase – PRAC-led procedures



5.2.1.



Albiglutide - EPERZAN (CAP) - EMEA/H/C/002735/II/0029/G Applicant: GlaxoSmithKline Trading Services PRAC Rapporteur: Julie Williams Scope: Grouped variation to: 1) update the RMP to amend the category 3 study 201805: an observational study of the risk of common malignant neoplasms and malignant neoplasms of special interest (thyroid and pancreatic cancer) in subjects prescribed albiglutide compared to those prescribed other antidiabetic agents, in order to use a different database to study the risk of neoplasms in association with albiglutide exposure; 2) update the RMP to add a new category 3 study as an additional pharmacovigilance activity study 207351: an observational study to assess maternal and foetal outcomes following exposure to albiglutide during pregnancy Action: For adoption of PRAC Assessment Report



5.2.2.



Darunavir - PREZISTA (CAP) - EMEA/H/C/000707/WS1059/0084; Darunavir, cobicistat - REZOLSTA (CAP) - EMEA/H/C/002819/WS1059/0015 Applicant: Janssen-Cilag International NV PRAC Rapporteur: Menno van der Elst Scope: Update of the RMP (version 3.1) in order to delete the category 3 study TMC114HIV3015: a single arm, open label trial to assess the pharmacokinetics of darunavir/ritonavir, darunavir/cobistat, etravirine and rilpivirine in human immunodeficiency virus (HIV)-1 infected pregnant women, and replace it by pharmacokinetics data in HIV-1 pregnant women Action: For adoption of PRAC Assessment Report



5.2.3.



Denosumab - PROLIA (CAP) - EMEA/H/C/001120/II/0065 Applicant: Amgen Europe B.V. PRAC Rapporteur: Ulla Wändel Liminga Scope: Update of the RMP (version 18) to update the ‘important potential risk: hypercalcemia following treatment discontinuation in patients with growing skeletons’ to ‘important potential risk: hypercalcemia following treatment discontinuation in patients with growing skeletons and the adult population’. The RMP is updated based on Amgen’s updated safety assessment conducted in 2016. The MAH also took the opportunity to request the removal of the important potential risk of fracture healing complications as recommended in April 2016 by PRAC in procedure EMEA/H/C/PSUSA/00000954/201509. Furthermore, addition of study 20090601: a post-marketing active safety surveillance programme for soliciting adverse events of special interest in the United States as a category 4 study pharmacovigilance activity
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Action: For adoption of PRAC Assessment Report



5.2.4.



Denosumab - XGEVA (CAP) - EMEA/H/C/002173/II/0051 Applicant: Amgen Europe B.V. PRAC Rapporteur: Ulla Wändel Liminga Scope: Update of the RMP (version 23) to update the ‘important potential risk: hypercalcemia following treatment discontinuation in patients with growing skeletons’ with the new important potential risk: hypercalcemia following treatment discontinuation in patients other than those with growing skeletons’. The MAH also took the opportunity to include minor changes for correction and/or to add clarification Action: For adoption of PRAC Assessment Report



5.3.



Medicines in the post-authorisation phase – CHMP-led procedures



5.3.1.



Abatacept - ORENCIA (CAP) - EMEA/H/C/000701/II/0105 Applicant: Bristol-Myers Squibb Pharma EEIG PRAC Rapporteur: Kirsti Villikka Scope: Extension of indication to include the treatment of psoriatic arthritis in adults. As a consequence, sections 4.1, 4.2, 4.8, 5.1 and 5.2 of the SmPC are updated. The Package Leaflet and RMP (version 21) are updated accordingly. In addition, the MAH took the opportunity to update the list of local representatives in the Package Leaflet Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.2.



Amifampridine - FIRDAPSE (CAP) - EMEA/H/C/001032/II/0043 Applicant: BioMarin Europe Ltd PRAC Rapporteur: Julie Williams Scope: Update of sections 4.4 and 5.3 of the SmPC in order to delete the statement that amifampridine has not been fully tested in carcinogenicity models and to include the findings from the carcinogenicity reports as required in completed SOB 004 (carcinogenicity testing in an appropriate model). Annex II and the RMP (version 9) are updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.3.



Ataluren - TRANSLARNA (CAP) - EMEA/H/C/002720/II/0027 Applicant: PTC Therapeutics International Limited PRAC Rapporteur: Sabine Straus Scope: Update of section 4.8 of the SmPC to add that the safety profile of ataluren in nonambulatory patients is similar to the safety profile in ambulatory patients following the results of a 48-week open label extension study in patients with nonsense mutation Duchenne muscular dystrophy (nmDMD). The RMP (version 6.3) is updated accordingly
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Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.4.



Cabozantinib - COMETRIQ (CAP) - EMEA/H/C/002640/II/0024 Applicant: Ipsen Pharma PRAC Rapporteur: Sabine Straus Scope: Update of section 5.3 of the SmPC to reflect the results of the non-clinical study (XL184-NC-036) assessing the carcinogenicity potential in rat. The RMP is updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.5.



Ceritinib - ZYKADIA (CAP) - EMEA/H/C/003819/II/0010 Applicant: Novartis Europharm Ltd PRAC Rapporteur: Ulla Wändel Liminga Scope: Update of sections 4.8 and 5.1 of the SmPC to reflect the safety and efficacy findings of study A2303 (a phase III, multicentre, randomized, open label, study of oral vs standard chemotherapy in adult patients with anaplastic lymphoma kinase (ALK)-rearranged (ALK-positive) advanced non-small cell lung cancer (NSCLC) who have been treated previously with chemotherapy (platinum doublet) and crizotinib) to further confirm the efficacy of ceritinib in the treatment of patients previously treated with crizotinib. Annex II, the Package Leaflet, Labelling and the RMP (version 5) are updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.6.



Empagliflozin, metformin - SYNJARDY (CAP) - EMEA/H/C/003770/II/0015 Applicant: Boehringer Ingelheim GmbH PRAC Rapporteur: Dolores Montero Corominas Scope: Extension of indication to include the treatment with Synjardy as adjunct to standard care therapy in adult patients with type 2 diabetes mellitus (T2DM) and high cardiovascular risk when the treatment with empagliflozin and metformin is appropriate and empagliflozin is needed to reduce the risk of all-cause mortality by reducing cardiovascular death and cardiovascular death or hospitalization for heart failure. As a consequence, sections 4.1, 4.4, 4.8 and 5.1 of the SmPC are updated based on the final clinical study report of study EMPA-REG OUTCOME: a phase 3, multicentre, international, randomised, parallel group, double blind cardiovascular safety study of empagliflozin (10 mg and 25 mg administered orally once daily) compared to usual care in T2DM patients with increased cardiovascular risk. The Package Leaflet and the RMP (version 5.0) are updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.7.



Fampridine - FAMPYRA (CAP) - EMEA/H/C/002097/II/0036/G Applicant: Biogen Idec Ltd PRAC Rapporteur: Sabine Straus
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Scope: Grouped variation to 1) update sections 4.2 and 5.1 of the SmPC, Annex II and the Package Leaflet based on the results of the clinical study ENHANCE: a multicentre, randomized, double blind, placebo controlled study to assess the long-term efficacy and safety of prolonged release fampridine 10 mg, administered twice daily in subjects with multiple sclerosis; 2) update of section 4.6 of the SmPC based on the data from pregnancy registry; 3) update of section 4.2 and 5.2 of the SmPC based on the core data sheet (CDS) and PRAC review of the Fampyra PSUR 03. The RMP (version 11) is updated accordingly. In addition, the MAH took the opportunity to bring the Product Information in line with the latest QRD template (version 10.0). Finally, a switch from a conditional to a standard marketing authorisation (MA) is assessed as part of this procedure Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.8.



Fingolimod - GILENYA (CAP) - EMEA/H/C/002202/II/0040 Applicant: Novartis Europharm Ltd PRAC Rapporteur: Claire Ferard Scope: Update of section 4.6 of the SmPC to add information on the use of fingolimod in pregnancy. In addition, update of section 5.3 of the SmPC to include information about the dose correspondence between human and the species used for the preclinical tests of teratogenicity. The RMP (version 12.0) is updated accordingly. The MAH took the opportunity to introduce minor editorial changes in sections 4.4, 4.5, 4.6 and 5.2 of the SmPC and in Annex II.D Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.9.



Insulin degludec - TRESIBA (CAP) - EMEA/H/C/002498/II/0024/G Applicant: Novo Nordisk A/S PRAC Rapporteur: Qun-Ying Yue Scope: Grouped variation to update sections 4.2 and 5.1 of the SmPC in order to include updated information on the use of Tresiba in terms of transfer from other basal insulin regimens and the effects of Tresiba on hypoglycaemia following the completion of studies NN1250-3995 (SWITCH 1: a randomised, double blind, cross-over trial comparing the safety and efficacy of insulin degludec and insulin glargine, both with insulin aspart as mealtime insulin in subjects with type 1 diabetes) and NN1250-3998 (SWITCH 2:a randomised, double blind, cross-over trial comparing the safety and efficacy of insulin degludec and insulin glargine, with or without oral antidiabetic drugs in subjects with type 2 diabetes), comparing the safety and efficacy of Tresiba (insulin degludec) and insulin glargine U-100. The Package Leaflet, Labelling and RMP (version 7.0) are updated accordingly. The MAH took the opportunity to bring the Product Information in line with the latest QRD template (version 10.0). Finally, minor changes have been made to the SmPC section 4.2 and the corresponding section of the Package Leaflet to clarify the correct use of Tresiba (insulin degludec) Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP
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5.3.10.



Lenalidomide - REVLIMID (CAP) - EMEA/H/C/000717/II/0089/G Applicant: Celgene Europe Limited PRAC Rapporteur: Claire Ferard Scope: Grouped variation including: 1) extension of indication to add the treatment of adult patients with newly diagnosed multiple myeloma (NDMM) who have undergone autologous stem cell transplantation (ASCT). Sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the SmPC, the Package Leaflet and RMP are updated accordingly; 2) Introduction of a 7-day pack sizes for the 10 mg and 15 mg strengths with subsequent changes to the Product Information. The RMP (version 31.1) is updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.11.



Lopinavir, ritonavir - KALETRA (CAP) - EMEA/H/C/000368/II/0161/G Applicant: AbbVie Ltd. PRAC Rapporteur: Claire Ferard Scope: Grouped variation including: 1) extension of indication to include children aged 14 days and older in the treatment of human immunodeficiency virus (HIV)-1. As a consequence, sections 4.1, 4.2, 4.3, 4.8, 5.1 and 5.2 of the SmPC are updated. The studies provided in support of the paediatric indication are part of the agreed PIP decision P/0144/2012. In addition, the MAH further updated section 4.4 to add information regarding the use of Kaletra oral solution with feeding tubes. The Package Leaflet, Labelling and RMP (version 8) are updated accordingly; 2) addition of a new pack size of 120 mL in (2 x 60ml bottles) for Kaletra 80mg/ml and 20 mg/ml oral solution (EU/1/01/172/003); 3) addition of a new 2 ml oral dose syringe for the 120 mL presentation Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.12.



Nivolumab - OPDIVO (CAP) - EMEA/H/C/003985/II/0017 Applicant: Bristol-Myers Squibb Pharma EEIG PRAC Rapporteur: Brigitte Keller-Stanislawski Scope: Extension of indication to include treatment of recurrent or metastatic squamous cell cancer of the head and neck (SCCHN) after platinum-based therapy in adults. As a consequence, sections 4.1, 4.2, 4.4, 4.8, 5.1 of the SmPC are updated in order to add the proposed new indication, add a warning that patients with a baseline performance score ≥ 2, untreated brain metastasis, active autoimmune disease, or medical conditions requiring systemic immunosuppression were excluded from the SCCHN clinical trial and update the undesirable effect and safety information. The Labelling and RMP (version 6.0) are updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.13.



Nivolumab - OPDIVO (CAP) - EMEA/H/C/003985/II/0024 Applicant: Bristol-Myers Squibb Pharma EEIG
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PRAC Rapporteur: Brigitte Keller-Stanislawski Scope: Update of section 5.1 of the SmPC in order to reflect the final overall survival and response data, including duration of response with longer follow-up, following completion of PAES CA209037: a randomized, open-label, phase 3 trial of nivolumab versus investigator's choice in advanced (unresectable or metastatic) melanoma patients progressing post antiCTLA-4 therapy) and its addendum on predictability of efficacy with biomarkers. This fulfils ANX 001 (submission of CA209037 final study report) and 003.1 (submission of results relating to the exploration of the optimal cut-off for death-ligand 1 (PD-L1) positivity based on current assay method used to further elucidate its value as predictive of nivolumab efficacy as part of CA209037 results submission). Annex II and the RMP (version 5.5) are updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.14.



Obinutuzumab - GAZYVARO (CAP) - EMEA/H/C/002799/II/0016 Applicant: Roche Registration Limited PRAC Rapporteur: Julie Williams Scope: Extension of indication to include a new indication for Gazyvaro (obinutuzumab) in combination with chemotherapy, followed by obinutuzumab maintenance therapy in patients achieving a response for the treatment of patients with previously untreated advanced follicular lymphoma. As a consequence, sections 4.1, 4.2, 4.4, 4.5, 4.8 and 5.1 of the SmPC, Package Leaflet and the RMP (version 3.0) are updated accordingly. In addition, the due date for provision of the final clinical study report for study BO21223/GALLIUM (multicentre, phase III, open label, randomized study in previously untreated patients with advanced indolent non-Hodgkin's lymphoma evaluating the benefit of obinutuzumab + chemotherapy compared to rituximab + chemotherapy followed by obinutuzumab or rituximab maintenance therapy in responders) listed in the RMP as a category 3 has been updated. Furthermore, the Product Information is brought in line with the missing information of QRD template version 9.1 regarding annex II C. In addition, clarification or editorial changes to the SmPC are proposed for accuracy and clarity Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.15.



Pembrolizumab - KEYTRUDA (CAP) - EMEA/H/C/003820/II/0014 Applicant: Merck Sharp & Dohme Limited PRAC Rapporteur: Sabine Straus Scope: Extension of indication to include the treatment of classical Hodgkin lymphoma (cHL) in adults who have refractory disease, or who have relapsed after greater than 3 prior lines of therapy, based on the results from study KEYNOTE-087, an open-label phase II trial of pembrolizumab in subjects with relapsed or refractory cHL and study KEYNOTE-013, a phase Ib multi-cohort trial of pembrolizumab in subjects with hematologic malignancies. As a consequence, sections 4.1, 4.2, 4.8, 5.1 and 5.2 of the SmPC are updated. The Package Leaflet and the RMP (version 5.0) are updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP
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5.3.16.



Pembrolizumab - KEYTRUDA (CAP) - EMEA/H/C/003820/II/0018/G Applicant: Merck Sharp & Dohme Limited PRAC Rapporteur: Sabine Straus Scope: Grouped variation to update section 5.1 of the SmPC to reflect the data from the post-authorisation efficacy studies (PAES) in melanoma study P001 (phase I study of pembrolizumab alone in patients with progressive locally advanced or metastatic carcinoma, melanoma, and non-small cell lung carcinoma), study P002 (randomized, phase II study of pembrolizumab versus chemotherapy in patients with advanced melanoma) and study P006 (a multicentre, randomized, controlled, three-arm, phase III study to evaluate the safety and efficacy of two dosing schedules of pembrolizumab compared to ipilimumab in patients with advanced melanoma). Annex II and the RMP (version 6.0) are updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.17.



Reslizumab - CINQAERO (CAP) - EMEA/H/C/003912/II/0005/G Applicant: Teva Pharmaceuticals Limited PRAC Rapporteur: Brigitte Keller-Stanislawski Scope: Grouped variation to 1) update section 4.2 of the SmPC in order to include a revised dosing regimen as a result of the new 25 mg vial presentation; 2) change of the pack size of the finished product and update of sections 6.5 and 6.6 of the SmPC. Annex II, Package Leaflet, Labelling and RMP (version 2.0) are updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.18.



Safinamide - XADAGO (CAP) - EMEA/H/C/002396/II/0014 Applicant: Zambon SpA PRAC Rapporteur: Almath Spooner Scope: Submission of the final study report for the study VDD4193 (safinamide: in vitro metabolic stability in human cryopreserved hepatocytes, by fatty acid amide hydrolase enzyme (FAAH), recombinant human n-acylethanolamine acid amidase (NAAA) and recombinant human acid ceramidase (ASAHl)) conducted in order to identify specific substances blocking the amidases (inhibitors of amidases) involved in the metabolism of safinamide (MEA 001.2). The RMP is updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.19.



Sevelamer - RENVELA (CAP) - EMEA/H/C/000993/WS0965/0035; SEVELAMER CARBONATE ZENTIVA (CAP) - EMEA/H/C/003971/WS0965/0007 Applicant: Genzyme Europe BV PRAC Rapporteur: Laurence de Fays Scope: Extension of indication to include the control of hyperphosphataemia in paediatric patients (>6 years of age and a body surface area (BSA) of >0.75 m2) with chronic kidney disease. As a consequence, section 4.2 of the SmPC is updated to detail the posology in the paediatric patients. The Package Leaflet is updated accordingly. The RMP is updated
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accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.20.



Sofosbuvir, velpatasvir - EPCLUSA (CAP) - EMEA/H/C/004210/WS1075/0006; HARVONI (CAP) - EMEA/H/C/003850/WS1075/0043; Sofosbuvir - SOVALDI (CAP) - EMEA/H/C/002798/WS1075/0037 Applicant: Gilead Sciences International Ltd PRAC Rapporteur: Ana Sofia Diniz Martins Scope: Submission of the final non-clinical study report PC-334-2035 assessing the potential for a pharmacokinetic interaction via transporter or enzyme based inhibition when sofosbuvir and other Direct Acting Antivirals (DAAs) are used concomitantly with amiodarone. The RMPs (version 1.0 (Epclusa), version 2.0 (Harvoni), version 5.0 (Sovaldi)) are updated accordingly Action: For adoption of PRAC RMP AR, PRAC RMP assessment overview and advice to CHMP



5.3.21.



Sofosbuvir, ledipasvir - HARVONI (CAP) - EMEA/H/C/003850/II/0039 Applicant: Gilead Sciences International Ltd PRAC Rapporteur: Ana Sofia Diniz Martins Scope: Extension of indication to add treatment of chronic hepatitis C in adolescents aged 12 to 
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