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Review by the Chairperson

| am pleased to write this first review as the hefdhe Malta Medicines Authority, a focused and
independent public entity committed to protect amhance public health through the regulation of
medicinal products and pharmaceutical activities.

As regulator, the Medicines Authority is making iampact on people’s quality of life. Through our
assessment, recommendations for authorisationsoagding safety monitoring, we ensure that only
products with a favourable benefit/risk profile arghorised to be placed on the market. During 2013
Authority recommended six hundred ninety two (68@dicinal products for authorisation/ licensing
leading to an overall increase of over six per¢é%) in the number of authorised products. It psseel
three thousand one hundred and sixty seven (31&1)quthorisation procedures which include vanetio

to market authorisations, transfers, renewals, finations and withdrawals. The Authority fully
transposed European legislation to enhance thdysafemedicines (Directive 2012/26/EU), started
involvement in an EU funded project to enhancelitarmacovigilance systems and enhanced rational use
of medicines through regular independent infornmatin medicinal products.

During 2013, the Authority actively supported thedartment of Health to optimise the timely, equi&ab
and affordable access to medicinal products. dtitmproved its communication with stakeholder tigiou
ongoing communication to better understand the@deeand expectations and where possible translate
into tangible initiatives. Pharmaceutical acti\dtizere regulated and supported with two hundred and
fourteen (214) inspections and the issuance of mndred and seventy five (275) certificates of
pharmaceutical product which is important to faaié the export of medicinal products.

The Authority focused on improving the quality tf output and upon my appointment, we immediately
started the process to get certification for ISQO20A positive opinion was received by the certifion
body.

We are committed to move the Medicines Authoritymard through a programme focused on two main
pillars:

1) Regulating effectively and proportionatlyough a skilled workforce, good governance and an
approach which listens and supports innovation,

2) Improving the Medicines Authority sustdildy through the introduction of cost saving
initiatives, revision of the fee structure and gatien of new revenue.

I look forward to work with all stakeholders to ot and enhance public health.

Anthony Serracino Inglott
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1.0 Organisation

During 2013, the Medicines Authority fully achievélte main activities of its corporate management
cycle. These activities included the compilationaaf Operational Plan at the beginning of the year a
formal review of its achievement at mid-year, amdfgrmance appraisals for employees. Fifteen (15)
Management and two (2) Interface meetings were. held

In 2013, the Medicines Authority engaged into a ham of proactive initiatives to enhance
communication with stakeholders and customer satisn. A stakeholder satisfaction survey was
carried out and following the survey, the Medicideghority will take the following initiatives:

- To introduce a new service of fast track authawsaprocedures for applications in line with
Article 126a or Directive 2001/83/EC in line withrew proposal for the revision of licensing
fees of the Medicines Authority.

- Promotion of electronic submission of applicatitm®ugh a Common EU Submission Portal.

- Updating of authorised products on website

- Implementation of a New Licensing System basedhenrésult of the tender which is currently
being adjudicated.

The Authority regularly communicated with staketesklthrough circulars and these were uploaded on
the website so as to ensure transparency. Theiteelvas updated with relevant information and
continuous update of the list of Authorised Medatiproducts (together with the summary of product

characteristics and the package leaflets) andghefllicensed pharmaceutical activities.

During 2013, three (3) complaints files regardimgumaceutical activities were opened. Two compaint

were closed by end of the year and one was ongairan 31 December 2013.
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The year 2013 was a challenging year for the Qudianagement Unit which was involved two key
activities, namely, the third Benchmarking of Euwrap Medicines Agencies (BEMA III) and I1SO
9001:2008 certification.

The overall objective of the BEMA exercise is mgith rate the Medicines Authority against set key
performance indicators for European medicines dgengnd to identify a number of strengths / best
practices and a number of opportunities for improeet. These enable the agency to act on
opportunities for quality improvement specific thetagency. Furthermore, the results are shared
anonymously across the network and act as a lepraiol for all agencies whilst opportunities for
improvement which are common across the agencesdantified and considered by the Heads of
Medicines Agencies to provide the required supporaddressing these gaps. In preparation for the
BEMA visit a number of self-assessment reports wanmpleted against targets for BEMA 1ll. The
actual on-site assessment at the Medicines Augherits carried out in April 2013. A number of
strengths / best practices and opportunities fgravement were identified by the external assessors
The report was completed by the external assebyaead of May 2013. The Quality Manager also had
the opportunity to present the setting up of adhrear audit strategy at the Working Group of Heafds
Medicines Agencies for Quality Managers. The Mawdis Authority is also in the process of addressing

the opportunities for improvement identified wittetaim of achieving quality improvement.

The ISO 9001:2008 Stage 1 certification audit waggomed in October 2013 and Stage 2 certification
audit was completed in December 2013. A posita@mmmendation for certification was received from
the external auditor. The Medicines Authority @wexpecting to obtain ISO certification in early12.

The Quality Management Unit processed a total gbdiRies (8 of which were new policies). Fiftydw
(52) standard operating procedures, most of whiehevat the stage of the second or third issue, were
reviewed. The review addressed gaps arising frenself-assessment of the Benchmarking of European
Medicines Agencies (BEMA) and also from new Phamwaglance legislation. It also aimed to
streamline a number of processes mainly relatéiddnsing activities. Moreover the review incorgiad
changes in policies as well as corrective and i@ action identified through implementation of

operations, internal audits and Management Review.
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The Quality Management Unit implemented the audiggamme for 2013 in line with the three-year
audit strategy. A total of eighteen (18) interaatlits were performed in 2013 on the internal Beee

which resulted in a number of corrective and préveractions.

A total of sixty seven (67) corrective actions amghty two (82) quality improvements were procedsgd
the Quality Management Unit. These relate to makpperations and resulted in the setting up ievev

of policies, standard operating procedures and dments to standard documentation with the aim of
continuously improving the internal operations todgaincreasing effectiveness and efficiency of its
internal operations. 60% of the quality improvenseidientified resulted from internal / external asdi
The implementation of all corrective and preventiedions is monitored by the Quality Manager.

An annual Management Review was performed in AuguSeptember 2013, during which the Quality
Management System as detailed in the Quality Mawaal reviewed. Also, this involved review of the
operations of each Unit and Directorate within tiedicines Authority, evaluation of results of
stakeholder (internal and external) feedback, ulioly complaints; evaluation of results of previous
audits (internal and external); and analysis ofiuenprovements. This resulted in a number di@at

points.  This aims to ensure continuous improvednsrd the continued suitability, adequacy, and

effectiveness of the Quality Management system

The number of persons employed by the Authorithatend of 2013 was 36 (2012: 36).

2013 2013

Female Male
Management 3
Technical staff 15
Administration 5

23 13

Table 1 - Number of persons employed by the Authority at the end of 2013
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Training and development priorities for 2013 weee and staff had the opportunity to attend trairang
development initiatives both in Malta and in EumpeCountries in line with needs and resources ®f th

organisation. During 2013, the Medicines Autharityoduced teleworking as a family friendly measure

Three staff meetings were held during 2013. Durihg staff meetings, important decisions were
communicated, initiatives were taken to motivatdfsind employees had the opportunity to discusk an

share their opinion on the way forward of the Méus Authority.

During 2013 the Information Systems Department icoed to operate and maintain the core and

European information systems and ICT infrastructure

In March the Authority launched a new website whicbludes a new graphic design and advanced
features which allow the Authority to more easiymonunicate with stakeholders. Development of a new
online medicines database has also commenced \ighiepected to go live in 2014. This module will
allow patients, health care professionals and ditekeholders to search for details of medicinatipcts

using various keywords including the patient infation leaflet and summary of product charactesstic

In February a tender for a new Licensing Manager@aition was issued. Adjudication for the tender
continued till the end of the year. The scope eftdnder is to implement a solution that facilisatiee
interaction with its stakeholders, and improve bafflce processes that include a case management
system with document and workflow management céipabi Through this implementation, the
Authority aims to improve its business operatidasijlitate operational efficiency, increase qualiyd

improve flexibility and processing lead times.

A contract was signed with the Irish Medicines Bb&r enroll in the Common EU Submission Portal
(CESP). The latter is an online portal being depetl by Member States (spearheaded by Irelandhwhic
allows pharmaceutical companies to submit appboatito national competent authorities electronjcall
An applicant company submits an application oncthéoportal and all concerned member states receive
it automatically. The benefit of the project isttitampanies save on the large amount of paper tased
send the scientific dossiers of medicinal prodactd courier charges. This initiative also allowsltisl#o
reduce the administrative burden on the privatéosec
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A PC backup solution was installed on all PCs timmmate the task of backing up local data to anreate
device. The data is encrypted before saved toxterreal drive for maximum security. In the fututet
current solution will be replaced by a cloud sesvic

The Medicines Authority has carried out extensagihg on its system which will lead to the migpati
of a new office suit in 2014. To continue the ttelowards reducing paper usage and enhance user

experience, three additional employees were providéh dual TFT screens.

During 2013, the Medicines Authority continued tollaborate with other entities, mainly the
Superintendence for Public Health, the Europeaniditees Agency, the European Commission and other
competent authorities and departments in Malta tasdEuropean Union. The Medicines Authority
collaborated with the Italian Medicines Agency &ssessment of medicinal products where Malta was a
Rapporteur/ Reference Member State.
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2.0 Regulatory Affairs

The Medicines Authority continued to participate behalf of the Ministry on the ‘Clinical Trials
regulation’ proposed by the Commission, by attegdireetings held under the Council and drawing up
reports and instruction notes for these meetingshenProposal for a Regulation of the European
Parliament and of the Council repealing Directi@®X2/20/EC as to clinical trials. The Authority @ls

participated in the discussions on Gommission proposal for a Directive of the European

Parliament and of the Council amending, as regaelsfor pharmacovigilance activities.

During 2013, the Medicines Authority supported theensing Authority in the transposition process of
Directive 2012/26/EU. The following Legal Noticegme published:

L.N. 352 of 2013. Pharmacovigilance Regulatioifd,2

L.N. 351 of 2013. Medicinal Products (LabellingdaPackaging) (Amendment) Regulations, 2013

L.N. 349 of 2013. Medicines (Marketing Authorigat) (Amendment) Regulations, 2013

L.N. 350 of 2013. Wholesale Distribution and Brokg of Medicinal products and Active Substances

(amendment) Regulations, 2013;
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3.0 Assessment and Authorisation of Medicinal Products

During 2013, the Medicines Authority continued witttivities towards national and European
procedures. The number of authorised medicinatiymts in Malta (excluding products authorised
through the centralised procedure) as on 31st Dieee013 was four thousand five hundred and thirty
six (4536) (see Figure 1 for route of authorisgtion
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Figure 1 — Cumulative Number of Authorised Medicind Products in Malta (excluding products authorised

through the centralised procedure) as on 31st Decdrar 2013

The Medicines Review Committee within the Medicireghority continued to meet regularly to discuss
regulatory and technical issues relating to ongoamplications for marketing authorisations for
medicinal products, both national and Europeans@&haclude applications for marketing authorisation

and post-authorisation activities (e.g. variatiamsiewals, pharmacovigilance issues) as well aécali
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trial applications and European work-sharing proced. Other items presented include feedback from
external technical and regulatory meetings attetgemiembers of the Medicines Review Committee and
other staff members (e.g. CHMP, CMDh, PRAC and waylparties), where relevant and discussion on
any guidelines that have an impact on the proceddiscussed in the Committee. Issues relatingeo th
local market, such as safety issues following omfEuropean referrals are discussed. Meetingsedde

on a monthly basis.

Malta as rapporteur in the Centralised Procedure

During 2013, Malta was rapporteur for two (2) neswiralised procedures (5 marketing authorisations)
and also for variations for previous products fdrickh Malta was rapporteur through the centralised
procedure. Malta continues to bid for rapporteyrshof centralised procedures on a monthly basis.

During 2013, Malta was also the rapporteur for (e e-examination procedure

Malta as Reference Member State (RMS) in the Decenatlised Procedure (DCP)

The total number of new procedures with Malta afeRRece Member State (RMS) started was five (5).
A total of sixteen marketing authorisations weramged in 2013 for European procedures received
through the Mutual recognition and DecentralisethwWlalta as RMS. Some of the procedures started in
2013 are currently still ongoing.

Applications for abridged applications were assgdse oral dosage forms, injectable preparatiors an
sterile ophthalmic pharmaceutical forms. Intetrahing is ongoing on other pharmaceutical formbe
taken up in the future in procedures with MaltaRAMS or as rapporteur with the aim of widening the
scope for participation in European procedures.di#@hal training, particularly in terms of quality

assessment, in collaboration with another competethtority is planned for 2014.

Figures 2 and 3 show the number of finalised aadedt MRP/ DCP Procedures within the EU in 2013,

including Malta (MT). None of the procedures fohieh Malta was Reference Member State were
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referred to the Coordination Group for the Mutu&cBgnition and Decentralised Procedures (CMDh)

and were concluded positively and within the stipedl timelines.
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Figure 2 —Finalised MRP/ DCP Procedures within thézU in 2013
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Figure 3 — Started MRP/DCP Procedures within the EUn 2013

Post-authorisation procedures

The number of variations for products where Mat&MS received was eighty eight (88).

For procedures for which Malta is Reference MemBtate, team meetings are organised for each
procedure to discuss the progress of the procedumgdor a consolidated and fact-based decisidreto
taken at each step of the procedure. Each procedumdso presented at the Medicines Review
Committee, in particular where technical or reqaiatdecisions have to be taken or endorsed fona fi

Malta position.

The Medicines Authority continues to strive to ¢oag to participate actively in European proced@®s
a Reference Member State/ Rapporteur and the éed®eference Member State activities were reduced

in line with the demand for the activity.

Malta as Concerned Member State

Two hundred and seventeen (217) European markatitigorisation product applications were received

in 2013 with Malta as Concerned Member State. Ftrtge (43) were received through the Mutual
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Recognition Procedure (MRP) and one hundred anénsgviour (174) through the Decentralised
Procedure. This is similar to trends in other Ppaan countries, where MR procedures are declirsng a
companies make more use of the DC procedure. Thb&uof marketing authorisations granted for the
two types of procedures for the same period wag dihe (51) and two hundred and twenty four (224)
respectively (Figure 4). Compared to 2012, the bemof Decentralised and Mutual Recognition
procedures with Malta as Concerned Member Statedsed by 16%, following the same trend of fewer

procedures being submitted at European level.

300+
250
200+
Number of 150 m DCP
procedures
= MRP

100

50

O

Received Finalised

Procedures received and finalised

Figure 4: Applications received and finalised for MRand DC procedures with Malta as Concerned Member
State in 2013

The Licensing directorate improved its output aintktines for the finalisation of the national phdse
European procedures and almost all marketing aistitmns for procedures finalised in 2013 wereédsisu
within the 30-day timeline. Most of the pendin@@edures from the previous 2 years (also due to the

lack of submission of required documentation byliappts) were also finalised.
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European post-authorisation procedures

One thousand two hundred and ninety three (1293udiiRecognition Procedure variation applications
were received in 2013 and one thousand two hundireety four (1294) were finalised. These include

ongoing procedures from 2012. One hundred andyth@ven (137) renewal applications were received

and sixty six (66) were finalised. Twenty six (28)icle 61(3) notifications were received and twemio
(22) were finalised during 2013 (Figure 5). Fifgguests for the withdrawal of marketing authorniset
granted through MR and DC procedures were received.

1400

1200 +

1000 +

800 -

600 -

No. of procedures
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Variations
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Variations
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RMS CMS

Procedures by type
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Figure 5 - Summary of post-authorisation procedureseceived through the European Procedures (MRP) in

2013 - MT CMS

During 2013, the Medicines Authority representaivat the Paediatric Committee (PDCO) at the
European Agency in London were involved as rappost®r peer reviewers for decisions in paediatric

investigation plans. As at end 2013, MT was invdldering 2013 in nine (9) PDCO procedures.
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National marketing authorisation applications

A total of fourteen (14) national marketing autsation applications were received in 2013, maiing |

extensions to nationally authorised products. Trecgdures (10) were finalised in the same period.
Parallel import applications

Sixty eight (68) parallel import licence applicatsowere received and sixty four (64) finalised iy &nd

of 2013. There has been a continued marked incigsarallel import applications during the lasage

as compared to previous years.

Authorisations in accordance with article 126a of ective 2001/83/EC, as amended

The number of applications for authorisations iccidance with article 126a of the directive 200 1#%3

as amended received during 2013 was three hundicdhaee (303) and two hundred and thirty seven

(237) authorisations were issued in the same peficimmary of the national authorisation procedure

received and finalised in 2013 is given in Figure 6
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Figure 6 - Summary of national procedures receivednd finalised in 2012. Some procedures were contiad

from previous years.

National variation applications

Eight hundred and eighty nine (889) national vataapplications were received in 2013. One thodsan
four hundred and fifty two (1452) procedures wenalfsed. National variations received with payten
(not with an approval from another Member Stateyewprioritised for assessment during 2013 and

pending variations from the previous year were atstwluded.

National notification 61(3) applications

Sixty nine (69) national article 61(3) notificatemere received. One hundred and fifty (150) praocesl

were finalised with updates to the product inforiorat
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National renewals

Thirteen (13) national renewal applications wekeieed and sixty five (65) were finalised in 2013.

Transfer of marketing authorisations

Seventy one (71) applications for the transfer ofaaketing authorisation holder were received axiy s

six (66) processed.

Withdrawals of marketing authorisations and licence

Applications for the withdrawal of national markegi authorisations received totalled one hundred and
sixteen (116), fifty two (52) withdrawals for autigations in accordance with article 126a and tl{gye

parallel import licences.

Summary
A summary of the national procedures received araised in 2013 is given in Figure 7.

b 1

O Recieve
m Finalised

Figure 7 — Summary of national post-authorisation pocedures received and finalised in 2013
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In 2013, the Medicines Authority continued to caoede procedures for linguistic review of product
information in Maltese. This activity is carrieditofor products authorised through the centralised
procedure. The product information in the MaltkEsguage is published on the EMA and Commission

websites.

Since 2009, the Medicines Authority has set a m®der scientific advice and protocol assistance
requests. The applications accepted are for gemeedicinal products in line with the Medicines

Authority’'s Reference Member State activity. In130 One (1) scientific advice request has been
submitted to the Medicines Authority. The procedwas finalised in 2013.
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4.0 Clinical Trials

During 2013, One (1) Clinical Trial application wasbmitted to the Medicines Authority. This was a
patient registry (and does not fall under 2001/20ftles and obligations). Three (3) amendments to
trials which are being conducted in Malta were igs@ All amendments were approved in 2013. All
information has been inputted in the European Czaffor Clinical Trials. Since 2010, there hasbeee
decrease in Clinical Trial applications submittediie Medicines Authority. This trend was recorded
2011, 2012 and then again in 2013.
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5.0 Pharmacovigilance

Safety of medicines is a priority area for the Mauks Authority and the Authority will continue to

strengthen its efforts to ensure the safe use dfaimal products on the local market. The main otijes

of the Pharmacovigilance role of the Medicines Awitly includes the evaluation, monitoring and, wher

appropriate, implementation of regulatory actiomtaximise benefit and minimise risks associateth wit
medicinal products. The Medicines Authority has the past year, maintained its active role in

Pharmacovigilance.

The Medicines Authority endeavours in a numberativdies to ensure that only safe medicinal praduc
are kept on the Maltese market. The collectionedtigation and reporting of drug safety informatftire
Spontaneous Reporting System) in accordance witbpean requirements comprises one such major
Pharmacovigilance activity carried out by the Matis Authority. The Medicines Authority requests
the implementation of risk minimisation measurest tare conditions of marketing authorisations from
marketing authorisation holders as well the apgrot@irect Healthcare Professional Communications
informing of key messages to prescribers and sepplof medicinal products for human use. The
Medicines Authority also requests modificationsb® implemented to medicinal product information
following safety signal detection activities by theropean Medicines Agency and the opinions adopted
by its Committees. Safety information updates applked by the medicinal products’ Marketing
Authorisation Holders are also assessed and fotlowe at a local level. These may sometimes also
result in the implementation of product safety eda an effort to ensure public safety. The Miugs
Authority assesses and monitors risk managemegragmmes as proposed by Marketing Authorisation
Holders or as recommended at a European level Alitteority also participates in discussions relaied

safety of medicinal products at European level.

The Medicines Authority utilises a number of Eurapénformation technology application systems and
networks for the implementation of the above-merdb activities. The collection of safety informatio

from local healthcare professionals comprises thgnmand most basic Pharmacovigilance activity and
this is furthered by the collation of these repousing these European IT applications such as
EudraVigiliance (EV) and EV Data Analysis SystenV(BAS). Reports detailing occurrence of adverse

drug reactions to medicinal products availablehlenrharket or at hospital are regularly submittetheo
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Medicines Authority for review and assessment. Sad¥erse drug reaction reports are mainly compiled
and reported by healthcare professionals or thal larketing Authorisation Holder representatives f

the medicinal product.

Wherever medicines are being used, there should Eadiness to observe and report unwanted and
unexpected medical events. The Medicines Authaitives to foster an attitude of participation by
promoting the need for drug safety monitoring ihitd collaborations with marketing authorisation

holders as well as healthcare professionals.

A total of one hundred and fifty (150) Individuab§e Summary Reports (ICSRs) were registered over
2013. Each of these cases detailed at least ar@esgddrug reaction to the medicinal product cameer
thus resulting in a total of three hundred (349ividual adverse drug reactions. Figure 8 gives a
breakdown of these adverse drug reactions accotdirgystem organ classification. Each case report
received at the Medicines Authority was assessddgported electronically to the European Medicines
Agency and the World Health Organisation as thdrakmadverse drug reaction repositories. Adverse
drug reaction databases maintained at these oggimis typically comprise essential medicinal praidu
safety monitoring tools which allow for the ideit#tion of potential/novel safety signals associatéth

the use of specific drugs particularly when these administered at certain doses and/or to distinct

patient categories.

Figures 9 and 10 further classify the adverse deagtion case reports (as received over 2013) diogpr
to seriousness and patient age respectively. TWerigeof the adverse drug reaction reports is radiyn
assigned by the reporting healthcare professionabyothe Medicines Authority following careful
assessment and consideration of applicable fastais as dose of the medicinal product, indicatmn f

use, concurrently administered drugs and underlpateent disease.

The establishment and maintenance of a viableretdctreporting system with the European Medicines
Agency and the World Health Organisation has cosegria major Pharmacovigilance endeavour
necessary for the reporting of adverse drug rersteExcording to European legislative requirements.
Over 2013, the use of the European electronic tewgprsystems (specifically the use of the
EudraVigilance network) was sustained and furtlaidated by the Medicines Authority for purposes of
determining proper case reporting by the Markefinthorisation Holders at a local level and subsatjue
case collation within a centralised European databahis task helped ensure population of the Eamop
database with all adverse drug reaction reportiir@iing in Malta, and thereby allowed for European
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wide safety risk assessments to be performed wieemmcessary and on any of the currently authorised

medicinal products.
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Figure 8 Distribution of Adverse Drug Reactions acerding to System Organ Classification in 2013

Total Adverse Drug Reactions per System Organ Clasa 2013 (n=349)
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Figure 9 Frequency of ICSRs according to seriousngsn 2013 (n=150)

ICSRs by Seriousness (n=150)

139

O serious cases B non serious cases

Figure 10 Percentage distribution of case safety perts according to patient age 2013
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Distribution by patient age (105 patients)
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The Medicines Authority is also responsible forwgimgy medicinal product safety via the assessment
and approval of circulars detailing proposals fafesy updates to scientific product information.
Approval of such information is normally requestdéy the concerned product's Marketing
Authorisation Holders or its local representatiVbe Medicines Authority may, on the other hand,
initiate such requests for product safety updailevling toxicological signal identification and gesrt
working party or committee decisions taken at Eseop Medicines Agency or World Health
Organisation level. Requests may also entail prioslugpension or recall.

Several activities are undertaken by the Medichethority for purposes of attaining effective pratiu
safety surveillance, amongst which are the (1) eymgr of Direct Healthcare Professional
Communications (DHPCs) detailing safety/risk chanigescientific information and recommendations
on product administration methods; (2) investigatd newly identified safety signals with immediate
product suspension and/or recall as relevant (p&mnal Investigations, Rapid Alerts and Product
Safety Recalls); (3) approval and monitoring ofdPiancy Prevention Programmes as proposed in
relation to potentially teratogenic medicinal proti (4) monitoring of risk minimisation programmes
relating to high risk medicinal products and prawisof the relevant regulatory information in order
establish such programmes; (5) issue of Safetyul@ire and Media Statements addressed to healthcare
professionals and the general public respectividigse documents normally give recommendations on
medicinal product use and applicable cautionary medautionary measures. Throughout 2013 the
Medicines Authority continued implementing the SMBtification service whereby subscribed
medical and healthcare professionals can rece@résand links to the safety circulars as soomey t
are published on the website. (6) Communicatiorredsvant with the Department of Healthcare
Services Standards on toxicological risks iderdifie relation to blood products (Haemovigilanc&);, (
Initiation and subsequent approval of variationsdi@ntific medicinal product information relatitg
identified novel or increased risk (Urgent Safefgstictions); (9) Investigation into locally repedt
incidences of severe unexpected medicinal prodoxicity or any anomalous lack of efficacy
following medicinal product administration (Locafrdduct Safety Issues). (10) Review of newly
emergent data concerning safety evidence of a imedljgroduct, substance or class upon request. (11)
Review of queries that may be related to a possilety issues with a medicinal product, substance
class. Table 2 below gives the distribution of e, communications and approvals which the
Medicines Authority post-licensing directorate hiaadover 2013.
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Coupled with this, any queries related to Pharmigilence activities are attended to by the post-
licensing directorate. The main area of queriesew#nose relating to the collection, assessment and
reporting of local adverse drug reactions by healthd professionals and Marketing Authorisation
Holder representatives (Table 3). The latter comipations are denoted by the abbreviations:

ADRs/SUSARs/PSURs/EudraVigilance.

Table 2: Pharmacovigilance and safety issueviews and communications — 2013

Documents Received Number of submissions
PSURs 1106
Risk Management Plans 93
SUSAR 4
Annual Reassesments 36
Direct Healthcare Professional Communications 40
Safety Circulars 28
Other Circulars 1
Risk minimisation measures 110
Rapid Alert 5
Non Urgent Information 15

Table 3: Pharmacovigilance related queries in 20131=92)

ADRs Query Number
Testing requirements 2
Request for acknowledgments 1
Literature report requirements 5
ICSR reporting requirements for Malta 10
Feedback on new ADR form 1

PSURs PSUR submission requirements after publication b2
2010/84/EU
Request for acknowledgment of PSUR receipt 2

Clinical Trials SUSARs/DSURs/LineListings 7

Pharmacovigilance
legislation

National requirements for ADR submission, stat@s

of national legislation, request for guidelines
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Other

EU-QPPV or Drug safety responsible requirements 4
Pharmacovigilance product information text on that
should be implemented in SmPC and PIL
Requirements for submission of Risk Minimisatio@
Measure

Requirements for submission of DHCPs 3
Student projects 7
Named patient basis/Compassionate ude
programmes

XEVMPD 1
Medical devices 1
Off-label use 1
Requirements for Advertisement of Medicingd
Products

Newspaper Report 1

Access to Medicine Data 1

Samples 1
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In 2013, the Medicines Authority transposed Dinexti2012/26/EU and continued implementing

commission implementing regulation 520/2012 on Rlamovigilance. To achieve these objectives
Standard operating procedures on safety recallsasid management became effective in 2013 as well
as a work instruction on signal detection. Thisryaas also a year in which all pharmaociviglance
processes were audited in line with the standagtibys commission implementing regulation 520/2012.

The results of the pharmacovigilance audit wererstibd to the EU commission.
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6.0 Inspection and Licensing of Pharmaceutical Activities

The Medicines Authority is responsible for inspegtiand recommending the issue of licences for
manufacturers and wholesale dealers according tionah legislation and EU Good Manufacturing
Practice (GMP) and EU Good Distribution Practic® & respectively, whilst pharmacies are inspected
against national legislation and standards. The iditees Authority also carried out Good Clinical
Practice inspections of clinical trials on a risksbd approach and also started for the first img00L1 to
carry out Pharmacovigilance inspections which iitowed in 2012 and 2013. Table 4 shows the number

of authorised pharmaceutical activities in Malta.

2004 2005 200€ 2007 200¢ 200¢ 201C 2011 201z 201

GMP authorised sites 5 6 11 18 21 24 28 32 3333
Wholesale Dealers 82 74 66 6¢ 74 72 71 71 7072
Community Pharmacies 20¢ 206 207 207 208 20¢ 211 21t 219220

Table 4: Authorised Pharmaceutical Activities in Mdta (Cumulative) as on 31st December 2012

In 2011, the Medicines Authority started to assagrisk rating according to a Quality Risk Managetnen
(QRM) tool developed at PICS and adopted by theidileels Authority which it continued throughout
2012. Thus, by the end of 2012, the Medicines Alitthestablished its task of assigning a risk mtio

all GMP & GDP operators. This would help in workgpitisation and in the devising of inspectionsrida
based on a risk based approach also for GMP & Gi3Peitions. All currently licensed activities are
regularly inspected on a two year cycle. Thesaigelall pharmacies, all wholesale dealers, all itgps,

all full line manufacturers and re-packagers. They @xception to this is those which are issuechwit
only a GMP certificate (valid for three years) lmat with a license. Now with all entities havingisk
rating inspection frequency can vary from once gwerar or less for those considered as being of a
higher risk, once every three years for those cemed having a low risk and once every two years fo

the others which are considered as having a medskm

One Good Clinical Practice (GCP) inspections wastified based on a risk based approach, carried ou
and successfully concluded in 2013. For the thgdrythe Medicines Authority also continued with it
Pharmacovigilance inspections in its annual inspeqtlan. Six (6) Pharmacogivilance inspectionsever

carried out in 2013 for products with Risk Minintism Measures.
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During 2013, the Medicines Authority continued iitsolvement in the international GMP fora through

its participation in Pharmaceutical Inspection Qemtion Scheme (PIC/S) meetings and seminars.

The Inspectorate and Enforcement Director of thalidees Authority is the group leader for work-

stream within the Heads of Medicines Agencies Wuagkgroup for Enforcement Officers whereby

differences between member states in WDL/Enforcénlegislation and inspection/enforcement
procedures are studied. Inspectors participateladgun the following meetings held at the Europea

Medicines Agency; the Good Manufacturing and Diistrion Practice (GMDP) Inspectors Working Party
(held four times a year); the Good Clinical Praet{&GCP) Inspectors Working Party (held four times a
year) and the Pharmacovigilance (PhV) Inspectorskitg Party (held also four times a year). Apart
from these, the Inspectorate and Enforcement RQiresttended regularly Commission and Council and
Committee meetings on the delegated and implengeatits to be issued under Directive 2011/62/EU,
the Falsified Medicines Directive amending DireetR001/83/EC.

During 2013 the Medicines Authority carried out hieseven (27) GMP inspections for new, renewal or
follow up of GMP licences/certificates as follovesit of which there were one new application forivect
Substances.

Three (3) for an active pharmaceutical ingrediertt gour (4) for non sterile solid dose manufactsiyer
two (2) for medicinal gases manufacturers; onec@htract laboratory inspection for its GMP certifie
renewal; seven (7) inspections for MAs for repaakggand re-labelling / partial manufacturing
operations; ten (10) inspections for MAs of imptida activity: five (5) from countries which have
Mutual Recognition Agreements (MRASs) with the EW @MP and five (5) from countries which do not
have an MRA.

Apart from these the Blood Establishment inspecti@s carried out in 2013 as well as the Mater Dei

Pharmacy inspection with its additional unit. Thatlority, in line with the new requirements brought
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about by the implementation of the Falsified Meaés Directive (Directive 2011/62/EU), received
applications, inspected and registered the follgveéntities: three (3) APl importers and distribstand
two (2) brokers of finished dosage forms.

A total of twenty one (21) MAs administrative vditen applications were processed in 2013 for

manufacturers and importers. Cumulative numberdfEP authorised activities is shown is Figure 10.

35 4

30 1

251 Eimporters

T]Partial Manufacturers
201 [OLaboratories
OManufacturers (API)
BEManufacturers (gases)

OManufacturers (generics)

15 4

10 1

5 -
JEE

2004 2005 2006 2007 2008 2009 2010 2011 2012 2013

Number of EU GMP activities authorised

Year

Figure 10: Cumulative Number of EU GMP activities aithorised

There were six Inspections Review Group meetinda teoughout 2013 where seven (7) cases related

to GMP and GDP issues were discussed and decidedinmine discussion sessions.

During 2013 the Medicines Authority has also flgfil its GDP inspection plan where fifty one (51) I&D
inspections were carried out. During 2013 threea(8)lications for new wholesale dealing licencesewe
submitted. The three (3) applications were ingzband eventually one (1) licensed, whilst the rotive
(2) are still being processed. Twenty eight (28)ateon applications for wholesale dealing authatitins

were processed in 2013, out of which five (5) regglian inspection.
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During 2013, the Medicines Authority continued tarry out inspections of clinical trials against EU
GCP guidelines, which type of inspections, weretataoff for the first time in 2009. One (1) GCP
inspection was conducted in 2013, based on a askd approach as specified in a dedicated SOP for

clinical trials inspections.

Pharmacovigilance (PhV) inspections started todselacted for the first time in 2011. Two inspecton
were carried out for the national marketing autsettions for medicinal oxygen (which are the only tw
national marketing authorisations). The Pharmadlawvige inspections were carried out against the
national and EU legislation and the MA Pharmacdaigie obligations.

In 2012 one pharmacovigilance inspections wasiezhrout for a national Marketing Authorisation
Holder holding local marketing authorisations forogucts marketed locally, but with the main
Pharmacovigilance Qualified Person (PhV QP) bebegtied abroad at the corporate site.

For 2013 and 2014 it was agreed to carry out phewmigilance inspections for those products autledris
locally with the obligation to implement risk minisation measures (RMM plans) as a priority. In 2013

six such pharmacovigilance inspections were caoidd

Pharmacies are inspected on a two year cycle.np@013 the Inspectorate and Enforcement Dire@orat
(IED) closed off the pharmacy inspections cycletsethin 2012, after closing the previous 2010-2011
cycle in 2011. Therefore between 2012 and 201halcommunity retail pharmacies were inspected for
the third time on a two year cycle started off @0&. During 2013 IED carried out a total of one dingal

and five (105) retail community pharmacy inspedion
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There were another five (5) pharmacy inspectiofieviing variation applications for pharmacy prensise
transfers or alterations which were carried outjlsttforty nine (49) administrative variations for

pharmacy licences were processed.

In 2013 there were also four inspections for alyeaxisting Government entities’ pharmacies to renew
their licences. Twelve (12) applications for a nelarmacy licence were received, out of which two

could be considered for processing in line withldgal requirements.

In 2013 the Medicines Authority received thirtedi8)( new applications for the Qualified Person (QP)
status. Eleven applicants were interviewed duri@g32and of these ten new QPs were approved. Four
applicants who submitted their applications at eh@012 were also interviewed in 2013 and all four

passed. Therefore in 2013 a total of 14 new QPs wagproved.

During 2013, two hundred and seventy five (275) Gipplications were received out of which two
hundred and seventy two CPPs were issued.
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7.0 Regulation of medicinal products on the market and

their use

The borderline classification committee classifigeducts into medicinal products and non-medicinal
products when requests for classification are vecefrom companies and from other sources. In 2013
sixty one (61) requests were received for the iflaason of ‘borderline’ products. The classifigan is
based on the definition of a medicinal product dther criteria are also taken into consideratiochsas
the classification in other Member States. Othatids, such as the Malta Consumer and Competition
Affairs Authority and Port Health are also involvied'borderline’ product issues and this collabaat

enables better information sharing on these predurtil final classification.

No applications for the registration of traditiomedrbal medicinal products have been received 1320

Homeopathic products

No applications for the registration of homeopathiedicinal products have been received to date.

The Medicines Authority (MA) monitors the adventigi of medicinal products and the issue of any
promotional material related to such products anbleing presented either to the public or to heatth

professionals. There is self-regulation in thisaarMonitoring and assessment of medicinal product
advertising typically extends over the major meftianats, namely local newspapers and/or journals,
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local electronic medical journals and local tel@isor radio broadcasts. Control of promotionatemnal
such as the provision of medicinal product sampbekealthcare professionals and the sponsoring of
promotional activities or scientific congresseslso regularly undertaken. Advertising and proori
material regulatory control is implemented accagdio the criteria set out within the Medicinal Puots
(Advertising) Regulations (LN. 380 of 2005).

To a lesser degree, control of advertising matesiahlso implemented via the ad hoc selection and
investigation of local advertisements as presemt@tiin the major media formats. This activity
principally aims at ensuring public health protectvia the affirmation that the applicable legislatis

consistently being upheld and rigorously adhered to

Monitoring is mainly implemented via the applicatiin accordance with European legislation) ofl& se
regulatory approach whereby medicinal product a@meg complaints as reported by external
stakeholders are assessed and investigated in fitetaiurposes of verifying claims of breaches he t
Advertising Regulations. Over 2013 two (2) adw@ng complaints were registered with the Medicines

Authority. All advertising complaints were dealitlvwithin 2013.

The rational use of medicines is supported throtnghcontinuous update of the Medicines Authority
website which is used by stakeholders as a sodritelependent information on medicines contributing

to information and education about medicines.

During 2013, the Availability of Medicinal Producté/orking Group continued its work on the
identification of therapeutic gaps in terms of &adaility of authorised medicinal products. The rewill

be extended to liaise directly with the marketingharisation holders or their representatives ghel
the Medicines Authority gets information on the kaing status of authorised medicinal productss It
planned that this information is made availablprescribers and patients. Companies will be ireglwn

this exercise and their collaboration is very intpot.

In 2013, the Availability Working group started aw project — that of identifying any discrepandies
the legal classification of authorised medicinabducts as granted to date (and as requested by the

applicants). This is being done with the intentafrharmonising products with a prescription onhda
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those with a non-prescription status. The thampeareas to be prioritised in 2014 will be the

analgesics, anti-inflammatory and antirheumatidpots and topical preparations.
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8.0 Surveillance of the local market

In this reporting period the Medicines Authorityceéved one hundred and sixty four (164) rapid alert
and GMP non compliance notifications, which weneestigated and out of which fourteen (14) resulted
in recall of medicinal products from the local metrland one in a cautionary use letter.

The sampling plan for 2012 was closed positively tasting certificates issued by the contract Webe
received for all samples. The sampling plan for2@hs executed and all samples were sent abroad to
the contract laboratory for analysis. The sampliten included a number of samples from eight (8)
different types of medicinal products picked uporisk based approach from CPSU, mostly from the
Marsa Stores, whilst there were no EU Centrallyhdused Products for the European surveillance plan
under EDQM for 2013.
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9.0 Enforcement of Legislation

During 2013, the Medicines Authority worked uponelenforcement cases / investigations out of which
five (5) new cases opened in 2013 were relatediaptaints and enforcement. There was no need éor th
Enforcement Committee (a specific committee whidbcusses enforcement cases, chaired by the

Licensing Authority) to meet during 2013.

The Inspectorate and Enforcement Director attermmebn (7) court sitting sessions during 2013 to
provide court witness services. Five (5) casengiticoncerned pharmacy issues and two sittingogessi
concerned an enforcement case. Medicines Inspeettegaded eleven (11) court sessions regarded

enforcement as witnesses.
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