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ABSTRACT

This aim of present work to understand the requirements for preparation and compilation of dossier for prescription
drugs (Generics) in United Kingdom (UK) and also to facilitate a brief overview of Marketing Authorisation
procedures in UK. Medicines and Health products Regulatory Agency (MHRA) is the Regulatory Agency in UK. A
license, also referred to as a Marketing Authorisation, from the MHRA is required before any medicine can be used
to treat people in the UK. Once the MHRA is satisfied that the medicine works as it should, and that it is acceptably
safe, it is given a Marketing Authorisation or product license. There are four types of procedures that applicants can
take to obtain a Marketing Authorisation. To get a Marketing Authorisation in UK the applicant may choose any
one of the four procedures those are Centralised Procedure (CP), National Procedure (NP), Decentralised
Procedure (DCP) and Mutual Recognition Procedure (MRP). In these procedures the Centralized Procedure is
mandatory for certain types of medicines and optional for others. To get a Marketing Authorisation in UK the
generic manufacturer should provide quality data, bioequivalence with EU reference product and applicable
Clinical and Non- Clinical reports in CTD/eCTD format. Under the medicines legislation which was implemented
on the 30 October 2005, Marketing Authorisations are be valid for five years and then may be renewed on the basis
of are-evaluation of the risk-benefit balance.
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INTRODUCTION

Dossier is a collection of papers giving detailetbimation about a particular person or subjeat) éobundle of
papers in reference to some matter or relating peraon [1]. (or) Dossier is a file document sulbexitto the
Regulatory Authorities which contains detailed mmfation about the drug product.

In United Kingdom all drug products are classifiatb 3 categories based on their safety profilesBription only
medicines (POM), Supervision of Pharmacist (P) @ederal Sale List (GSL).

New medicines are usually authorized for use asdApion Only Medicines (POM). After some year®,ud
adverse reactions to the medicine are few and miha possible that the medicine may be safelgdusithout a
doctor's supervision. If there is sufficient eviderof safety, a medicine may be reclassified fte sasupply under
the supervision of a Pharmacist (P). Pharmacy nreicwhich have been safely used for several yaans be
suitable for General Sale and may be reclassie@3L [2].

The Medicines and Healthcare products Regulatorgnéyg (MHRA) is the regulatory agency in United Kaiogn.
MHRA is a government body which was set up in 20®®ring together the functions of the Medicinestol
Agency (MCA) and the Medical Devices Agency (MDAJ].[ These include the regulation of medicines and
medical devices and equipment used in Healthcatehainvestigation of harmful incidents.
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A license, also referred to as a Marketing Authettian (MA), from the MHRA is required before any digne can
be used to treat people in the UK. Licenses foriomeeks are granted only when a product meets higidards of
quality, safety and works for the purpose intengidficacy).

There are four types of procedures that appliceaustake to obtain a Marketing Authorisation. To @éarketing
Authorisation in UK the applicant may choose ang ofthe four procedures those are Centralisedeoe (CP),
National Procedure (NP), Decentralised ProceduteRDand Mutual Recognition Procedure (MRP) [4]tHase
procedures the Centralized Procedure is mandatoryedrtain types of medicines and optional for th&he
Centralised Procedure is administered by the Eampéedicines Agency (EMA) in London. It consistsao$ingle
application which, when approved, grants marketinghorisation for all markets within the Europeanidn
consisting of 28 countries and 3 EEA countries. i€fandatory for Biotechnological Products and Nastive
substances for which the therapeutic indicationthis treatment of AIDS, Cancer, Diabetes, Neurodegdive
disorder and Orphan products.

In cases where national authorisations are requliéstehe same medicinal product in more than omgrider State
and the marketing authorisation holder has receigednarketing authorisation in a Member State, the
applicant/marketing authorization holder shall sitbam application in the Member States concernddguthe
procedure of mutual recognition. If no marketinghauisation has been granted in the Community,aiglicant
may make use of a decentralised procedure and salongipplication in all the Member States wheriat&nds to
obtain a marketing authorisation at the same tand,choose one of them as reference Member State.

In order to obtain a national marketing author@atian application must be submitted to the MHRAe MHRA is
responsible for granting Marketing Authorisatioms fmedicinal products which are placed on Unitedigdiom
markets, except for medicinal products which atb@iised under Centralised Procedure.

To get a Marketing Authorisation in UK the genenmanufacturer should provide a Dossier with quatigta,
bioequivalence with EU reference product and applie Clinical and Non-Clinical reports in CTD/eCT@rmat.

In assembling the dossier for application for Mairkg Authorisation, applicants shall also take iatrount the
scientific guidelines relating to the quality médal products for human use as adopted by the Ctirenfor
Medicinal Products for Human Use (CHMP) and puldiéby the European Medicine Evaluation Agency (ENIEA
All data should be submitted following the relevdwgadings of the EU-CTD according to Notice to Agqghts
(NTA), Volume 2B [5].

The safe use of all medicines depends on usersnge#tte labelling and packaging carefully and aately and

being able to assimilate and act on the informapoesented. The primary purpose of medicines laigethnd

packaging should be the clear unambiguous ideatifin of the medicine and the conditions for itkessse. So the
labelling requirements must have been followedheyapplicant while preparing the drug product Iggel

The purpose of establishing bioequivalence is toalestrate equivalence in Bio-pharmaceutics quaktyveen the
generic medicinal product and a reference mediginadluct in order to allow bridging of preclinicists and of
clinical trials associated with the reference migdicproduct. So bioequivalence with reference riedi product is
required for a drug product and the data of bioejance should be included in a dossier [7].

Under the new medicines legislation which was immated on 30 October 2005, Marketing Authorisatiivias)
will be valid for five years and then may be rendwe the basis of a re-evaluation of the risk-bi¢ébeflance. Once
renewed, the marketing authorisation will be vétidan unlimited period unless there are justifigdunds relating
to pharmacovigilance, to proceed with one addififina-year renewal [8].

MATERIALS AND METHODS

Literature review was done mainly on collection Bfiropean Medicines Agency (EMA) legislations, Udite
Kingdom member state concentrating on their gerderig registration procedures.

The research carried out with the collected datarialysing the terms of the below parameters:

Types of study:

The study was conducted with an objective to chmlk the regulatory framework for generic drug regison
legislations and guidelines. The major emphasiskas provided to regulatory requirements of UnKetydom.

Source of data:
Major part of secondary data collection was donenlegns of following sources
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Literature review:
Typically covered the books and regulatory guidedipublished officially by government authorities;luding the
academic journals, online journals, market resesgpbrts and other resources.

Internet using the web page content:

The literature was collected using numerous seangines e.g. Pharmabiz, RAPS, RAJ Pharma, Goodlel&c
and others website. Online books also served asod gource of information. Key words in the searoolved

generic drug registration requirements along withriame of various parameters associated to phauotiea field,

name of regulatory bodies and other variations wsesl.

Criteria for selection of study parameters:

Requirement for filing MA application:

Application for generic drug registration shouldibdocal language of country i.e. English, in whiwe need to fill
all the details of generic drug product, type of bdbmission.

RESULT AND DISCUSSION

Regulatory authority:
The Medicines and Healthcare products Regulatomngg (MHRA) is the regulatory agency in United Kdimgn.

MHRA is a government body which was set up in 28®®ring together the functions of the Medicinesntaol
Agency (MCA) and the Medical Devices Agency (MDAese include the regulation of medicines and na¢dic
devices and equipment used in Healthcare and thestigation of harmful incidents. The MHRA also ksoafter
blood and blood products, working with UK blood\sees, healthcare providers, and other relevardrusgtions to
improve blood quality and safety.

Requirements for registration of medicinal productsin the United Kingdom:

A license, also referred to as a Marketing Authatiom (MA), from the MHRA is required before any digne can

be used to treat people in the UK. Licenses forioneels are granted only when a product meets higidsirds of
quality, safety and works for the purpose inten@dficacy). The regulatory system also imposesrdge standards

on medicines manufacturers and wholesale dealers tw&de in them. The licensing system guarantees
accountability for all those involved and ensutest pprocesses, supplies, and quality can be thalpugonitored
and swift corrective action taken where necessetng. authorization process for devices differs fithiat applied to
medicines. However, once marketed, safety and pedoce of medicines and medical devices are mautand
enforced in similar ways.

To begin the process, companies and/or researahgssapply to the MHRA for permission to test drtigough
clinical trials, if these trials are to be condutte the UK. In order to receive permission to aufrial, they must
first satisfy the MHRA that they have met strictetg criteria. All the test results from these Isian how well the
medicine works and its side effects, plus detdilwlmat the medicine contains, how it works in tleelp, and who it
is meant to treat, are then sent to the MHRA fdritkd assessment. The assessment team is madeeMpeots
from different relevant specialties, each of whaas hindergone additional training in medicines asseast.

The length of the assessment process depends typthef medicine as well as the quality of theiahinformation
supplied by the manufacturer, how much further itlé&tarequired, and how soon queries can be resolire the
past, all this information used to be supplied apgr format; now it is supplied electronically, tanimize
procedural delays. MHRA also has to comply withicsttimeframes and performance targets for thenbosg of
medicines.

Once the MHRA is satisfied that the medicine wodssit should, and that it is acceptably safe, igiigen a
marketing authorization or product license. Therptaeutical company and any wholesalers must adsable to
satisfy the MHRA that the manufacture, distributi@md supply of the medicine meet the requiredtgadad
quality standards.

Marketing Authorization procedures:

There are four types of procedures that appliceatstake to obtain a Marketing Authorisation. To @enarketing
authorisation in United Kingdom the applicant magase any one of the four procedures those are:

1. National Procedure.
2. Centralised Procedure.
3. Decentralized Procedure.
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4. Mutual Recognition Procedure.

1. National procedure:

The MHRA is responsible for granting Marketing Aatisations for medicinal products which are plaocadJnited
Kingdom markets, except for medicinal products Whare authorised under Centralised Procedure. deraio
obtain a national marketing authorisation, an aagilbn must be submitted to the MHRA. Under the mesdicines
legislation which was implemented on 30 October52Q@arketing Authorisations (MAs) will be valid fdive
years and then may be renewed on the basis ofemalaation of the risk-benefit balance. Once remkvike
marketing authorisation will be valid for an unlied period unless there are justified grounds irejato
pharmacovigilance, to proceed with one additionad-fear renewal. In addition, the five-yearly aydf Periodic
Safety Update Reports (PSURSs) with renewal has be@aced by a three-year cycle.

Timelines for national procedure is 210 days frtwa date of submission of the MA application or dkrsf9].

2. Centralised Procedure:

The Centralised Procedure is administered by thegaan Medicines Agency (EMA) in London. It consisf a
single application which, when approved, grantsketang authorisation for all markets within the Bpean Union
consisting of 28 countries and 3 EEA countries [10]

3. Mutual Recognition Procedure: (MRP)

1. Mutual recognition means that EU countries may apprthe decision made about a medicinal product by
another EU country.

2. The majority of authorisations for generic medisirsge granted through theMutual Recognition Proeedad
the Decentralised Procedure.

3. Under MRP, the assessment and marketing autharsafione Member State,(The “Reference Member State
(RMS)") should be “mutually recognised” by otherd@erned Member States (CMS)”. Since the introductif
the DCP, the MRP is mainly used for extending thisteng marketing authorisation to other countiiesvhat is
known as the “repeat use” procedure.

4. The pharmaceutical company submits their applioatiothe country chosen to carry out the assessmerk,
which then approves or rejects the application. dtieer countries have to decide within 90 days twrethey
approve or reject the decision made by the originahtry (RMS).

5. Two groups are working for the facilitation of thiutual Recognition Procedure: for human medicimaldpicts,
the CMD (h) (Coordination Group for mutual recogmitand Decentralised procedures (human)), anddtrinary
medicinal products, the CMD (v) (Coordination Grofgr mutual recognition and Decentralised proceslure
(veterinary)).

6. If a member state cannot approve the assessmamnt,réfe summary of product characteristics, thelling and
the package leaflet on grounds of potential seriglsto human and animal health or to the envirentha pre-
referral procedure should be issued by the rele@anbrdination Group.

7. If the Member State(s) fail to reach an agreemaringd the 60-day procedure of the pre-referrakfarral to the
CHMP/CVMP for arbitration may be made through #sretariat at the EMEA [11].

Table No 1: Mutual Recognition Procedure with timeines

Day | Progress
Pre submission:

Approx. 90 days before | Applicant requests RMS to update Assessment RépRitand allocate procedure number.
submission to CMS

Day -14 Applicqnt submits th_e d_ossi_er to CMS. RMS circidatke AR including SPC, PL and labelling to CM$s.

Validation of the application in the CMSs.
Post submission:
Day 0 RMS starts the procedure
Day 50 CMSs send their comments to the RMS and applicant
Day 60 Applicant sends the response document to CMSs Mfl R
Until Day 68 RMS circulates their assessment of the responsgnuentt to CMSs.

CMSs send their remaining comments to RMS and egli A break-out session can be organised between

Day 75 d ~

ays 73 — 80.

Day 85 CMSs send any remaining comments to RMS and applica
CMSs notify RMS and applicant of final position ¢aim case of negative position also the CMD sedgdtaf
the EMEA).

Day 90 If consensus is reached, the RMS closes the progedu
If consensus is not reached, the points for disemeat submitted by CMS(s) are referred to CMD (htte
RMS within 7 days after Day 90.
For procedures referred to CMD(h):

Day 150 If consensus is reached at the level of CMD(h),RMS closes the procedure.
If consensus is not reached at the level of CMO® RMS refers the matter to CHMP for arbitration
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5 days after close of
procedure

Applicant sends high quality national translatioh$SPC, PL and labelling to CMSs and RMS.

30 days after close of
procedure

Granting of national marketing authorisations ie @MSs subject to submission of acceptable traoskt

4. Decentralized Procedure (DCP):

1.The Decentralised procedure came into operatidiata 2005. It is applicable in cases where an aishiion
does not yet exist in any of the EU Member States.

2.Identical dossiers are submitted in all Member &tatthere a marketing authorisation is sought. Aefeeice

Member State, selected by the applicant, will preghaft assessment documents and send them @othzerned

Member States.

3.They, in turn, will either approve the assessmethe application will continue into arbitrationqmedures.
4.The new Decentralised Procedure involves Concehhechber States at an earlier stage of the evaludtian
under the MRP in an effort to minimise disagreersamd to facilitate the application for marketinghmrisation in
as many markets as possible.

5.The applicant may request one or more concernedbde®tate(s) to approve a draft assessment regpontary
of product characteristics, labelling and packagglét as proposed by the chosen reference Mentatr @& 210

days.

Table No 2: Decentralized Procedure with timelines

Day

Progress

Pre-procedural Step

Before Day -14

Applicant discussions with RMS
RMS allocates procedure number. Creation in CTS.

Submission of the dossier to the RMS and CMSs

Day 14 Validation of the application

Assessment step |

Day 0 RMS starts the procedure

Day 70 RMS forwards the Preliminary Assessment Report (PAIRC , PL and labelling to the CMSs

Until Day 100 CMSs send their comments to the RMS
Consultation between RMS and CMSs and applicant.

Until Day 105 If consensus not reached RMS stops the clock tovadipplicant to supplement the dossier and respmrtide
questions.

Clock-off period | Applicant may send draft responses to the RMS a@neea the date with the RMS for submission of thal f

response. Applicant sends the final response datuto¢he RMS and CMSs within a recommended perfci
months, which could be extended if justified

Day 106 Valid submission of the response of the applicanéived. RMS restarts the procedure
Day 106 — 120 RMS updates PAR to prepare Draft Assessment REPAR) draft SPC, draft labelling and draft PIL td/Ss.
Day 120 RMS may close procedure if consensus reached.

Proceed to national 30 days step for granting MA.

Assessment step Il

Day 120 (Day 0)

If consensus not reached RMS sends the DAR, dradt, 8raft labelling and draft PIL to CMSs

Day 145 (Day 25)

CMSs sends final comments to RMS

Day 150 (Day 30)

RMS may close procedure if consensus reached Rtdaemtional 30 days step for granting MA

Until 180 (Day 60)

If consensus is not reached by day 150, RMS to ammizate outstanding issues with applicant, receive
additional clarification and prepare a short refartdiscussion at Coordination Group.

Until Day 205 (Day85)

Breakout Group of involved Member States reaches&usus on the matter.

Day 210 (Day 90)

Closure of the procedure including CMSs approvahsfessment report, SPC, labelling and PIL, orregfeo
Co -ordination group.
Proceed to national 30 days step for granting MA.

Day 210 (at the latest)

If consensus was not reached at day 210, poindssagreement will be referred to the Co-ordinatiooup for
resolution

Day 270 (at the latest)

Final position adopted by Co-ordination Group witferral to CHMP/CVMP for arbitration in case ofsatved
disagreement

National step

Day 110/125/155/215/275

Applicant sends high quality national translatiohSPC, labelling and PIL to CMS and RMS

Granting of national marketing authorisation in RM8d CMSs if no referral to the Co-ordination groyp

> O
9]

Day 135/150/180/240 (National Agencies will adopt the decision and WsBue the marketing authorisation subject to sabiwom of
acceptable translations).
Granting of national marketing authorisation in RM8d CMSs if positive conclusion by the Coordinat
Day 300 group and no referral to the CHMP/CVMP. (Nationajeficies will adopt the decision and will issue
marketing authorisation subject to submission ekptable translations).
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The two groups, CMD(h) and CMD (v), also work foetfacilitation of the decentralised procedures hember
state cannot approve the assessment report, theaynof product characteristics, the labelling &nel package
leaflet on grounds of potential serious risk to lammand animal health or to the environment, a eferral

procedure should be issued by the relevant Codidm&roup. If the Member State(s) fail to reachagmeement
during the 60-day procedure of the pre-referragfarral to the CHMP/CVMP for arbitration may be daathrough
its secretariat at the EMEA [12].

Requirements for dossier preparation and compilatia.
Dossier requirements

1.Quiality requirements

2.Labelling requirements

3.Bioequivalence requirements

1. Quality requirements[5]:

= |n assembling the dossier for application for Mairkg Authorisation, applicants shall also take iatttount the
scientific guidelines relating to the quality medal products for human use as adopted by the [Citteenfor
Medicinal Products for Human Use (CHMP) and pulgiby the European Medicine Evaluation Agency (EMEA
= All data should be submitted following the relevaetdings of the EU-CTD according to Notice to Aqgohts
(NTA), Volume 2B.

= With respect to the quality part (chemical, pharewdical and biological) of the dossier, all mongdra
including general monographs and general chapfated=uropean Pharmacopoeia are applicable.

= The manufacturing process shall comply with theuinemments of Commission Directive 91/356/EEC laying
down the principles and guidelines of Good Manufangy Practice (GMP) for medicinal products for lamuse
(2) and with the principles and guidelines on GMBhlished by the Commission in The rules govermmaglicinal
products in the European Community, Volume 4.

= With regards to quality (Q) data, this type of sigsion should include at least general informatird
information related to the starting and raw matsyiananufacturing process of the active substajicdéta on
characterisation of the active substance(s) (ldntie the data necessary to 5/22 adequately destirbeactive
substance(s)), control of substance(s), and de¢iseriand composition of the finished medicinal prod

= When further developing the manufacturing proctesproduct development will have evolved to astabere
significant improvement have been achieved, e.g. réproducibility of the manufacturing process Meeen
addressed, characterisation of the substance/matigioduct has been performed and where intermgiipation
have been set. At such a point, a follow up on @ @nd NC certification can be submitted.

2. Labelling requirements|[6]:

The safe use of all medicines depends on usersnge#tte labelling and packaging carefully and aately and
being able to assimilate and act on the informapoesented. The primary purpose of medicines laigethnd
packaging should be the clear unambiguous ideatifin of the medicine and the conditions for itéesase.
Common factors affecting all users of medicines i@gummarised under three headings:

v Information : Certain items of information are vital for thdesase of the medicine.

v' Format: The information must be presented in a legiblemea that is easily understood by all those inviblve
the supply and use of the medicine.

v' Style: There is potential for confusion between bothilsinty in drug names and similarity in medicines
packaging.

General considerations:

Labelling must contaimall elements required by article 54 of Council DireetR001/83/EEC. Nevertheless, certain
items of information are deemed critical for théesase of the medicine.These items: ddame of the medicine
Expression of strength (where releva®pute of administratigriPosology Warnings.

3. Bioequivalence requirements[7]:

v" Two medicinal products containing the same actiubstance are considered bioequivalent if they are
pharmaceutically equivalent or pharmaceutical aiBves and their bio availabilities (rate and agteafter
administration in the same molar dose lie withinegtable predefined limits.

v In bioequivalence studies, the plasma concentrdiine curve is generally used to assess the rateeaent of
absorption.

v Selected pharmacokinetic parameters and preseptacce limits allow the final decision on bioequérxce of

the tested products.
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v' AUC, the area under the concentration time curefiects the extent of exposure. Cmax, the maximiasnpa
concentration or peak exposure, and the time toitTnar plasma concentration, tmax , are parametersédte
influenced by absorption rate.

Generic medicinal products:

v" In applications for generic medicinal products adatg to Directive 2001/83/EC, Article 10(1), thencept of

bioequivalence is fundamental.

v The purpose of establishing bioequivalence is tmatestrate equivalence in biopharmaceutics quaktyvben

the generic medicinal product and a reference rivediproduct in order to allow bridging of precliai tests and of
clinical trials associated with the reference miedicproduct.

The different salts, esters, ethers, isomers, mastof isomers, complexes or derivatives of arnvacibstance are
considered to be the same active substance, uhkgsliffer significantly in properties with regatal safety and/or
efficacy. Furthermore, the various immediate-redeasal pharmaceutical forms shall be consideredetone and
the same pharmaceutical form.

FEES:
Table No 3: Fees for licence applications from 1 Ap 2014 [13]
licence applications | Feef

Major

National fee (Including hybrid applications) 103,059
Decentralised procedure where UK is CMS 99,507
Major (reduced in exceptional circumstancesl oerdinder Section 104/105) 33,035
Outgoing Mutual Recognition (UK RMS)

- 1" wave 46,192
- 2"° wave 30,342
Incoming Mutual Recognition (UK CMS) and Europeaference products 69,357
Abridged complex

National fee (including hybrid applications) 28,492
Decentralised procedure where UK is CMS 27,511
Outgoing Mutual Recognition (UK RMS)

- 1st wave 11,948
- 2nd wave 7,925
Incoming Mutual Recognition (UK CMS)and Europeaference products 19,256
Abridged standard

National fee 10,447*
Decentralised procedure where UK is CMS 10,087
Outgoing Mutual Recognition (UK RMS)

- 1st wave 4,758
- 2nd wave 3,963
Incoming Mutual Recognition (UK CMS)and Europeaference products 7,056
Abridged simple

National fee 2,849
Decentralised procedure where UK is CMS 2,849
Outgoing Mutual Recognition (UK RMS) 2,849
Outgoing Mutual Recognition(informed consent) 2,849
- 1st wave 2,849
- 2nd wave 2,849
Duplicates for all of the abowautgoing Mutual Recognition application: when undertaken at the same time as the leadccapph 2,849
Decentralised procedure where UK is RMS

Major 143,134
Abridged complex 41,922
Abridged standard 18,422*
Abridged simple 9,535

CONCLUSION

United Kingdom has a major marketing value for pheceuticals it is one of the top ten major pharmtcal

markets. Present study is explained in brief altoeitMarketing Authorisation procedures and Dosgquirements
i.e, Quality requirements, Bioequivalence and Lihglrequirements for a prescription drugs (gergriSo by
knowing the Regulatory landscape of this Regias Itelpful in getting a marketing authorizationrfriHRA.
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