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I INTRODUCTION

A Background

On the basIs ofthe World Health Assembly's recommendatIOns, the World Health OrgamzatlOn (WHO)
has prepared gUidelInes for a simple drug regulatory authonty, and IS supportIng governments In settIng
up or strengthenIng drug regulatory authontles To assist In thiS, WHO has developed a number of
technIcal gUidelInes (see Annex 7) and updated the WHO CertificatIOn Scheme on the QualIty of
Pharmaceutical Products Movmg In InternatIOnal Commerce

To complement these techmcal and admlmstratIve Instruments, WHO has developed a Model System for
Computer-AssIsted Drug RegistratIOn (SIAMED), which IS now avaIlable after consultatIOn and field
testmg m several countnes ThiS software programme was designed with the reqUirements descnbed m
thiS gUide m mmd

The mam objective of the model system IS to Improve the effiCiency of drug regulatory authontles,
enablIng them to ensure that marketmg authonzatlOns are consistent With their natIOnal drug regulatory
laws and regulatIOns ThiS objective IS to be achieved through the provIsIOn oftechmcal adVICe, a cheap,
specifically designed, locally adaptable computer system, and assistance to make effective use of It

The development of the WHO model system has been undertaken With the reahzatlOn that
computenzatlOn alone IS unable to replace proper regulatIOns, qualIfied staff, and effiCient work
procedures and conditions The proVIsion of the software package and the present gUide IS therefore
mtended as a component of a broader natIOnal programme aimed at effiCient drug regulatIOn and
registratIOn, and enwmpassmg legislatIOn, regulatIOns, human resources, and appropnate faCIlIties

Thus, the ImplementatIOn ofcomputer-assisted drug registratIOn reqUires a feaslblhty study to define local
speCificatIOns, the establIshment of an appropnate organIzatIOnal structure and rehable workmg
procedures, the appomtment of competent staff, allocatIOn of resources, the adaptatIOn of the software
to meet local needs, and data entry and valIdatIOn Support, If reqUired, can be provided by WHO for
these activIties

ThiS manual IS based on expenence gamed from the ImplementatIOn of the WHO Model System for
Computer-ASSisted Drug RegistratIOn software Although thiS gUide applIes to any effort to computenze
a drug registratIOn system, when the text refers to "the system" or "thiS system" It IS referrmg to the WHO
software

B Purpose of GUIde

The purpose of thiS gUide IS to provide adVice on mtroducmg any computer-assisted drug registratIOn
system ThiS entails undertakmg preparatory work to meet prereqUISites, organIzmg workmg procedures,
establIshmg mformatlOn formats, secunng resources, and trammg staff on the new system ThiS IS not
a gUide on drug registratIOn and contams only mmlmum gUIdance on that process m order to prOVide an
appropnate context for the diSCUSSIOn A bnefdescnptlOn ofthe drug registratIOn process can be found
In Annex 2

I ~
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The target audience of this manual IS officials of natIOnal drug regulatory authontles at the decISlon
makIng and operatIOnal levels DeCISion makers need to understand the ImplIcations ofIntrodUCIng a new
system, In terms oforgallization ofwork, dlstnbutlOn oftasks, and automatIOn ofcertaIn correspondence
and certification procedures OperatIOnal staffneed to understand how their work may be changed by the
new system In particular, It will reqUire a more systematic approach to handlIng InformatIOn, but In
return the system will provide a greater degree of freedom of access to Information and reductIOn of
repetitive tasks

C Benefits of Computer-Assisted Drug Registration

Computers have changed the ways In which people work In virtually every sector of Industry and
services It IS Important to understand that the computer IS a tool to assist In nearly every stage ofthe drug
registratIOn process Properly used, It IS not Simply for recordIng InformatIOn and decIsIOns at the end of
the process Some benefits of computenzIng that regulatory authontIes Will realIze are detailed below

More time for professIOnal work

InItially, the Introduction of computer-assisted
drug registratIOn Will put an additional burden
on staff, espeCially when eXistIng Information
needs to be examIned and organIzed However,
once the system IS operatIOnal, staff Will face
less routIne and clencal work, and Will have
more time aVailable for technIcal and
profeSSIOnal work because many frequent tasks,
such as searchIng for Information on Similar
Items and producIng certificates, Will be
SimplIfied or automated

Fewer impreCiSIOns, overSights, and mistakes

After adoptmg SIAMED, staff m an AfrIcan country
had time to read techmcal lIterature to update their
profeSSIOnal knowledge This was made pOSSIble by
bemg able to use the system to ascertaIn In a few
seconds, for example, whether marketIng
authOrIZatIOns had been given before for a given
active substance or excipient They could also eastly
see what declSlons had been taken before on slmtlar
drugs Most Importantly, correspondence and
certificates are generated automatically by the
system, so staff did not need spend time correctmg
typmg mistakes

In a manual system It IS very common that substance names or quantities are stated Incorrectly, or In a
different way In different documents related to the same drug Item ThiS causes confuSiOn and gives the
ImpreSSIOn that regulatory work IS done unprofeSSIOnally A computenzed system Will greatly reduce
these types of errors, because It IS deSigned to help ensure consistency In data entry

Improved commUnicatIOn wlthm the regulatory authorlty

Operational lInks between drug registration, qualIty control (QC) laboratory, and drug Inspectorate
offiCials need to be effective and timely In a manual system, when InformatIOn needs to be exchanged,
offiCials may contact each other on the phone or by VISitIng the appropnate office ThiS may reqUire
several days when offiCials are out on field VISitS or work on different shifts A computenzed system
permits recordIng InformatIOn on InSpectiOn results and ensures ItS lInkage to drug registratIOn data, and
the computer data IS easIly acceSSible at any time to users With the appropnate level of access

Increased effiCiency

Most correspondence and certificates Issued by regulatory authontIes can easIly be standardized The
adoptIOn ofa computenzed system allows the authonty to Issue such documentatIOn almost automatically
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m a predefined format In addition, computerIzation greatly facIlItates preparatIon of reports

Improved quality ofwork

3

In a manual system, data recorded to IdentIfy a drug product and Its status are generally stored m the
applIcation file Itself and only selected data are transferred to a manual card system to permit retneval
This, m the best situation, may Include marketIng authonzatton number, company name, drug Item name,
and name of"mam" actIve mgredlent Usually, no other cntena can be used to retneve InfOrmatIOn In
thiS Situation, the preparation of reports IS a time consumIng exercise that reqUIres mtenslve edltmg to
overcome IneVitable copymg and typmg mistakes

In a computenzed system It IS very easy to retneve and review decIsIOns previously made on a Similar
drug Item ThiS ensures that techmcal decIsions are made with a proper degree of consistency and
transparency The ease of retneval and access to a great vanety of up to date reports reduces the
lIkehhood of Inappropnate duphcatlons, and permits a global view of the drugs already authorIzed A
computenzed system can also track any applIcatIOn process, allowmg the regulatory authonty to
determme the status of an applicatIOn at any given time, and raise alarms when the process IS delayed
beyond user-defined lImIts

D Key Concepts

In the deSign ofcomputer applIcatIons a number ofassumptions and chOIces need to be made With regard
to termmology and format ofmformatton The followmg defimtIOns are those that have been used m the
deSign and development ofthe WHO model system Although they are denved from work With natIOnal
authontIes, the chOice of terms IS to a large extent arbitrary, and thiS lIst should not be seen as a
recommendatIOn to adopt them These concepts are presented only for sake of clanty and With the
understandmg that terms routmely used by natIOnal regulatory authontles have considerably different
meanmgs m different parts ofthe world Please see the glossary m Annex 5 for additIOnal terms

In thiS manual, the Issuance or demal of a marketmg authonzatIOn IS the result of the drug
registratIOn or lIcensmg process

ApplicatIOn for marketmg authOrizatIOn An applicatIon generally consists ofa number ofdocuments
regardmg quality, efficacy, and safety ofthe product gathered m a file, often called an applicatIOn dOSSier
DOSSiers have different contents dependmg on natIOnal reqUIrements, the nature of the drug for which
a marketmg authonzatIOn IS sought, and the capability of the applicant to assemble a complete set of
mformatlOn Each applIcatIOn for marketmg authonzatIon IS given a number, by the regulatory authonty,
called the applIcatIOn number

The elements that make an applicatIOn umque m a software system are

• A company responSible before the natIonal authontIes for all the ImplicatIOns that can arIse from
product marketmg (thiS company IS called marketmg authonzatIOn holder, or licence holder, It
IS not necessanly the manufacturer)

• A product name (either a genenc name or a trademark)
• A dosage form
• One or more active Ingredients and their quantitIes
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• A pnmary contamer
• A manufacturer (this IS the manufacturer of the finished product responsible for releasmg It for

dlstnbutIOn)

A change m any of these elements should reqUIre a different applIcatIOn number In a computenzed
system the apphcatIOn number can be automatically generated by the computer or can be entered by a
user who has the appropnate nghts

ApplIcatIOn for variatIOn to marketmg authorIzation An apphcatlOn for changmg selected
mformatIOn related to an eXlstmg, valId marketmg authonzatlOn (MA) Dependmg on established
regulatIOns, the type and extent ofvanatIons permitted vary from country to country, vanatIOns admitted
10 some countnes entaIl, elsewhere, Issuance of a new marketmg authonzatlon and cancellatIOn of the
prevlOUS one To accommodate such a vanety of reqUIrements, the reglstratlOn software should permit
record109 vanatIon of all marketmg authonzatlOn data except the number and vahdlty date In all cases
the history of vanatIOns must be recorded

ApplIcation for marketmg authOrIzatIOn renewal An application for extendmg the valtdlty of an
eXlstmg marketmg authonzatlOn that has been Issued for a given time penod

Application processmg steps A processmg step IS any event m the processmg of an apphcatlOn
charactenzed by a date on which the event starts or IS expected to start, a technical or operatIOnal
deCISion, a date on which such declSlon IS made, and an assessment report The WHO software system
IS deSigned to permit users to define as many different steps and sub-steps as reqUIred

By makmg proper use ofthiS feature, users wIll be able to trace apphcatlOns and know their status at any
ttme dunng processmg They wIll also be able to produce statlsttcs on the duratIOn of assessment as a
whole or by step However, the use of thiS feature IS not obhgatory Regulatory authontles With very
ltmlted staff do not usually have difficulty m tracmg pendmg appltcatlOns They can Ignore thiS feature
of the software system

GenerIc Name genenc names are also called common names for pharmaceuttcal substances or, when
aVailable, INNs or modified INNs In a computenzed system, mformatton on substance names can be
entered 10 two separate database fields

I) fields descnbmg the compOSItion, called "mgredlent name fields' In these fields, substance
names are entered specIfymg the exact form, e g , chloroqume phosphate
2) a field mdlcatmg only the active part of the molecule used to prepare the dosage form, e g
chloroqume This field Will contam chloroqume for all products contammg any salt of
chloroqume, regardless ofdosage form or strength ThiS field IS called the "genenc name field,"
referrmg to the active component Two drug products may have the same genenc name but have
different mgredlent names, dosage forms, and strengths

To use thiS concept of genenc name 10 the context of computer-assisted drug registratIOn, the followmg
prmclples apply
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Drug products with
only one active
mgredlent

Drug products with
two actIve mgredlents

Drug products wIth
more than two actIVe
mgredlents
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The genenc name IS the name of the base that constItutes the actIve
mgredIent, regardless ofthe form used m the formulatIOn, unless a specific
salt has umque therapeutIc uses unrelated to those ofthe base For example,
the genenc name ampIcillIn applIes to all drugs contammg eIther ampICIllIn
tnhydrate, ampIcillIn sodIUm, ampIcIllm hydrochlonde, etc ThIS
SImplIficatIOn applIes only to the genenc name field of an applIcatIOn It
does not lImIt the pOSSIbIlity for users to record the full name and quantIty
of the actIve substance(s) m the mgredlent fields Thus, searches can be
based on eIther the genenc name or the mdIvIdual full substance names of
the mgredIents

The genenc name reflects the names of the base that constItutes the two
actIve mgredlents regardless of the form used m the formulatIOn, unless a
speCIfic salt has umque therapeutIc uses unrelated to those of the base
These two names need to be entered m the same field It IS therefore
recommended that, to aVOid repetItIOns, a fixed format IS used to enter them
For example, one could use a plus SIgn to separate the two names and enter
them always m alphabetIcal order e g amoxycIllm+c1avulamc aCId mstead
of c1avulanlc aCId+amoxycllhn

BUIldmg a genenc name by addmg those of several mdlvldual components
IS not practIcal In addItIOn, a ratIOnal drug rarely has three or more actIve
mgredIents The proposed approaches are these 1) enter, m the genenc
name field, the same predefined term for all drugs, e g , combmatIOn, see
compOSItIOn, or 2) enter an arbItrary term to mdICate a loosely
homogeneous group, and use a predefined term for those drugs for whIch
a homogeneous group IS not easily IdentIfied, e g , multlvltamm, mmerals,
mmerals+multIvItamm, electrolytes, electrolytes+glucose, cold preparatIOn,
combmatIOn, see composItIon

Marketmg authorIzatIOn An authOrIzatIon by a competent drug regulatory authonty for a product to
be placed on the market for sale or to be made aVaIlable to the general pubhc free of charge In some
countrIes It IS called product licence, or SImply, licence Each marketmg authOrIZatIOn has a number
called the marketmg authonzatIOn, regIstratIOn, or license number The marketmg authOrIZatIOn IS made
umque by all of the elements descnbed m ItS applicatIOn

E Summary of ImplementatIOn Process Steps

The table shown below Illustrates the successIve steps that need to be followed m order to move smoothly
from a manual drug regIstratIOn system to a computer-assIsted system The pomts outlined here will be
dIscussed mdlvldually later m thIS gUIde
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Movmg from a Manual to Computer-Assisted Drug Registration

The Implementation Process

Secure PolItIcal Support

ReVIew EnablIng LegIslatIOn and RegulatIOns

!
Identrfy Needs, Define Enablmg ObJecttves, and EstablIsh

Pnonties

!

IdentIfy Fundmg and Support Reqmrements and Sources

!

Appomt Techmcal Coordmator and Define TIme Schedule

!
Review Forms, Procedures, and Correspondence

!
Update Forms and Certificates, as Reqmred

!

Prepare Data and DeCIde How to Handle Data Entry

!

Tram Staff m Software System and New Procedures

!

Begm Computenzatton

!
Operate and Mamtam Computer-AssIsted Drug Reglstratton

System



II PRE-REQUISITES FOR COMPUTER-ASSISTED DRUG REGISTRATION

KEy POINTS OF THIS CHAPTER

1& LegislatiOn and regulatiOns must support the work of the regulatory authonty,
rather than hmdermg It, either drrectly or mdrrectly

1& The DRA's sCientific experts should be complemented by a sUitable number of
admllllstrative staff, computer speciahsts, and legal experts

1& The cost of computenzatiOn IS margmal when compared to what governments
are actually spendmg 10 the area of regulatiOn and control

1& RegistratiOn fees apphed m most developmg countries are too low to support
the work of their regulatory authority, and sometimes too low for what the
countries' markets could bear without havmg an adverse effect on access to
phannaceutIcal products

1& At a mmImum, there should be at least one computer dedIcated exclusIvely to
the core database ofcompany and drug product mfonnatiOn

1& To the authors' knowledge, the only programmes aVailable on the market
speCIfically for drug regulatory work are the WHO system, and Regulator
produced by PharmaSoft m Uppsala, Sweden

Certam aspects of a drug regulatory authorIty and related functIOns must be m place for successful
computerIZatIOn ConSIderatIOn should be gIven to legIslatIOn and regulatIOns, human resources, and
financmg, m addItIon to computer hardware and software If a drug regulatory authorIty was not
functlOnmg well before computerIZatIOn, thIS alone will not solve all ofthe problems For countrIes that
do not have a functIOnmg drug regulatory authorIty (DRA) m place, mmlmum reqUIrements for
partIculars such as reference books, and admImstratIve tools and procedures are lIsted m Annex 4

It IS pOSSIble that external support may be a pre-reqUIsIte for Implementmg computer-assIsted drug
registratIOn, mcludmg for mamtenance of the system If this IS the case, arrangements should be made
to secure support early III the computenzatIOn process Support III the form of techmcal or finanCIal
assistance could be useful, for example, for

• ReVIew of legIslatIOn and regulatIOn
• SpeCific techmcal Issues related to assessment ofapphcatIOns and review ofproduct mformatIon
• Improvlllg commUlllcatIOn and mformatIOn tnterchange wIth other regulatory structures such as

QC lab and mspectorate
• Engage m drug safety mOllltonng and pharmacoepldemIOloglcal studies
• Mamtammg the computer system

A LegislatIOn and RegulatIOns

There IS lIttle doubt that pharmaceutIcals need to be regulated, pnmanly because consumers are not able
to assess the efficacy, safety, and qualIty of pharmaceuticals before buymg them Therefore, the
government needs to estabhsh an approprIate body to perform the assessment that consumers cannot
conduct To achIeve thIS, It must pass legislatIOn and regulatIOns to govern and enforce the efficacy,
safety, and quahty ofpharmaceutIcals
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What IS the dIfference between legIslatIOn and regulatIOns? LegIslatIOn IS passed by the legIslatIve body
of a country, and establIshes the general framework of pnnclples wlthm whIch the government IS
expected to act and wlthm whIch regulations are Issued Regulations are Issued by the government, by
an mdlvldual mmlster, or by a designated authonty wlthm, or under the supervIsIOn of, a mlllIstry WhIle
the process of preparmg or revlewmg legIslatIOn IS usually long and complex, the preparatIOn and
updatmg of regulatIOns IS a more dynamIc process

Therefore, legIslatIOn does not need --and m fact should not-- mclude detaIled mdlcatIOns and
prescnptlOns, but should only state general pnnclples that do not reqUIre regular updatmg DetaIls of
applIcatIOn of such general prmclples are mcluded m regulatIOns For example, legislation can establIsh
the reqUIrement for registration fees and mdlcate which operatIOnal body, e g , the mmlster of health,
should determme the amount and extent of the fees Then, regulatIOns Issued by, m thIs example, the
mmlster of health, Will mdlcate and keep up to date the fee system

The mtroductlon of computer-assisted drug regIstration IS a major undertakmg Therefore, before
embarkmg m such an enterpnse, It IS necessary to carry out a cntlcal revIew of eXlstmg legIslatIOn and
regulatIOns m order to ensure their efficiency and the adequate empowerment of a regulatory authonty
The revIew should Identify weaknesses m the laws and, If necessary, make proposals for changes It
should also clanfy the framework, m terms of scope of actIVIties and enforcement powers, m whIch the
regulatory authonty WIll operate In addition, the legal review should check that the regulatIOns ensure
the best pOSSible outcome of the legIslatIOn A publIshed revIew also helps to ensure transparency of
regulatory deCISIOns, and helps to make deCISIOn makers aware of the legal scope and lImItatIOns of
regulatory work

WHO has created model legIslatIOn for drug regulation that can be used for draftmg or updatmg
legIslatIOn (see Annex 7) In revlewmg legIslatIon for the drug regIstratIOn procedure, there are some
speCific pomts that should be conSIdered, and these are hsted m Annex 3 It IS very Important to ensure
that the legislation and regulations support the work of the regulatory authonty, rather than hmdenng It,
either dIrectly or mdIrectly

B Human Resources

In pnnclple, staff reqUIrements should be defined on the baSIS of the functions to be performed In
practice, m many countnes drug regulatory authontles are assIgned staff on the baSIS of the resources
avaIlable, not on the baSIS oftheIr responSIbIlIties It therefore becomes necessary for DRAs m thIS latter
SItuatIOn to deCide what can be done With the available staff This fact, and the varymg sizes of DRAs
m different countrIes, makes It Impractical to diSCUSS how many pharmaCIsts, chemIsts, phySICIans, etc,
should be staffing a DRA, and m what roles Mmlmum staff reqUIrements are lIsted m Annex 4

ObVIOusly, deCISIons concernmg qualIty, therapeutic eqUIvalence and product mformatlOn/labellmg must
be made by persons With SUItable knowledge ofthe subject and practical expenence The quahty control
of drug products reqUIres a knowledge ofpharmacy and chemistry EvaluatIOn oftherapeutic eqUIvalence
and product mformatlOn (PI)/labellmg reqUIres a knowledge ofthe actIOns, uses, quahty, and safety of
medlcmal products At a mmlmum, the team of evaluators of therapeutic eqUIvalence and PIIlabelhng
should be quahfied m pharmacy, chllIcal pharmacology, and medlcme, and have practical expenence m
these fields WhIle external expertIse should also be avaIlable, the authonty's own staffmust be capable
ofunderstandmg and Implementmg any adVISOry body's recommendatIOns, actmg on mformatlOn (e g,
on safety or quahty) made avaIlable by WHO or other DRAs, and takmg actIon on theIr own 11lItIatlve
m cntlcal situations
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SCientIfic and medical skills must be contmuously updated to keep pace with new developments,
mcludmg new means of formulatmg, controlhng and USlllg well-estabhshed drugs It IS therefore
essential that sUItable tralllmg be offered to staff on a regular basIs

Some part ofthe DRA needs the capacity, mcludlllg staffing, to InvestIgate possIble breaches ofthe law
and, Ifnecessary, to lllltIate legal actIOn In cooperatIOn wIth legal officers A knowledge ofthe local laws
and legal procedures IS essentIal The DRA must have access to rehable legal advIce

Any organIzatIOn needs the skIlls of competent admmlstrators The sCIentIfic experts should be
complemented by a SUItable number ofadmInIstratIve staff, IncludIng computer speclahsts, or access to
them A DRA has a particular need for persons expenenced In handhng large quantItIes of documents
and daily correspondence, whIch may need to be retneved at short notIce

The number ofstaffto be employed m regIstratIOn actIvItIes should be determIned by the responslblhtIes
to be undertaken The major determInants of staff numbers are

• The degree to whIch the authonty IS prepared to rely on decIsIOns made and assessment reports
prepared by other natIOnal DRAs

• Whether there IS a local pharmaceutIcal Industry In the country, and hence whether there are local
apphcatlOns for which a foreIgn evaluatIOn may not be aVailable

• The number of apphcatlOns to be processed annually
• The InclusIOn of "quahfYIng" elements of the regulatory work, such as pubhshlllg decISIons,

conductIng post marketIng studies, etc

A final pomt IS worth mentlOnmg Some technIcal profeSSIOnals seem to thInk that USIng a computer
challenges theIr status It IS Important that they understand that thIS IS not correct, and that most of the
InformatIOn that needs to be stored In a computenzed drug registratIOn system IS ofa techmcal nature and
ItS handlIng reqUires techmcalJudgement ApphcatIOns are not always profeSSIOnally prepared and often
contaIn maccuracles RetypIng these same mistakes Into the DRA system IS not the nght way to achieve
effective drug registratIOn, so It IS necessary for a technIcal profeSSIOnal to enter the correct data mto the
computer

C Adequate Fmancmg Mechamsms

1 Costs of regulatory work

Key functIOns ofa natIOnal regulatory authonty are Illustrated below This dIagram IS presented only for
the purposes of this manual and should not be seen as a mdlcatlOn on how to orgamze the work of a
DRA For example, the handlIng ofvanatIOns and renewals are mdlcated as part of"Drug RegIstratIOn,"
while they are conceptually also part of"Post-Marketmg Activities" This diagram IS meant to Illustrate
pnontles for developmg DRAs It also suggests that DRAs may have difficulty engagmg In the actIvities
listed under "Post-MarketIng ActiVIties" If they have not consohdated those under "Drug RegIstratIOn"
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Most countnes are carrymg out some or all of the above functIOns, although thIS may take place through
dIfferent organIzatIOnal setups In all cases, the cost of these operatIOns IS hIgh In most developmg
countnes where bodIes have been establIshed to perform regulatory functIOns, the number of staff
mvolved ranges from 50 to 300 ThIS means that salanes and mInImUm runmng costs (e g, office space
and eqUipment, electncIty) alone add up to a conSIderable amount GIven thiS fact, It IS cruCial that
avatlable resources are used m the most effective way Computenzmg drug regIstratIOn IS a cntIcal
element that can contnbute dramatically to Improvmgthe effiCIency and effectiveness ofregulatory work
Certamly, the cost of computenzatlOn IS margmal when compared to what governments are actually
spendmg m the area of regulatiOn and control, regardless of the VISIbIhty and effectIveness of such
actiVIties
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The followmg table provIdes mformatIOn on the costs specIfic to computenzatIOn

11

I Item I Cost and InformatIOn I
Stand-Alone Costs vary from country to country However, at the time ofwntmg thIS text, a
Computer stand-alone computer of the appropnate configuratIOn to run the WHO system, and

mcludmg a modem, was avaIlable for approximately US$2 000 or less m most
countnes

Network When contemplatmg the mstallatIOn of a network, It IS Important to consider what
other software applIcatIOns are gomg to be used along 'WIth drug regIstratIOn
software, how many users are gomg to be hnked, and what kmd of permanent

support IS avarlable The presence of all these vanables makes It ImpOSSIble to
outlIne an Ideal configuratIon and hence average cost The biggest components of
the cost are a server (central) computer, the hubs and WIres to lInk the computers
together, the network operatmg system software, and the labour to mstall,
admmlster, and mamtam the network

Prmter Agam, costs vary from country to country However, at the tIme ofwntmg thiS text,
a laser prmter was avaIlable for approxImately US$l 000 or less m most countnes

UPS An unmterruptable power supply (UPS) IS essential to protect the server and/or data
agamst unexpected power outages or surges Costs vary, but at the tIme ofwntmg
thIS text a UPS was avaIlable for approxImately US$400 or less m most countrIes

E-maII/Internet A budget of about US$SOO, per year, would allow the ORA to take advantage of
Service such services and buy a new, baSIC, modem every three or four years

Fax Machme Agam, costs vary from country to country However, at the time ofwntmg thiS text
a fax machme was aVaIlable for approxImately US$SOO or less m most countnes

Software The WHO system IS proVided free of charge and of copynght to mterested natIOnal
regulatory authonties The only other commerCIally aVaIlable software known to the
wnters IS Regulator, produced by PharmaSoft m Uppsala, Sweden It IS a copynght-
protected product, and m May 1998 a smgle-user lIcense cost US$12 000 and a two-
user lIcense cost US$22 000

Techmcal Because very few authOrItIes can mtroduce computer-assisted drug regIstratIOn Just
ASSIstance on the baSIS of mstaliatIOn dIskettes and a few WrItten mstructIOns, there may be

costs mvolved m the prOVISIOn oftrammg, adVIce, and techmcal aSSIstance These,
dependmg on speCIfic local needs, may range from US$10 000 to US$40 000 over a
two-year time penod for the WHO system

Unfortunately, m many countrIes the ORA's budget, although SIzeable, can cover httle more than salanes
and mmimum runnmg costs It IS frustratmg for offiCIals of a ORA to have no funds avaIlable when
resources are needed to, for example, carry out an InSpectIOn, update the avaIlable techmcal literature,
or buy new office eqUipment Governments may be unable to prOVIde more resources for effectIve
regulatory work One pOSSIble solutIOn to thiS problem IS for the ORA to recover costs through fees for
the servIces It proVIdes
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2 RegIstratIOn fees

In a number of countnes, the ImpositIOn of
applIcatIOn and lIcence fees provides a practical
way to help meet the runmng costs of the drug
regulatory authonty, of mspectIOns and other
regulation enforcement activities, and to filter
out superfluous and lITelevant applIcatIOns Ifa
decIsion IS made to establIsh fees, the followmg
pomts should be considered

WorldWide, the drug regulatory fees for reglstenng a
new product on the market range from US$l 50 to
over US$300 000 The average fee for mdustnalIzed
countries IS more than US$l 0 000 RegistratIOn fees
applied m most developmg countries are too low to
support the work of their regulatory authonty, and
sometimes too low for what the countnes' markets
could bear Without havmg an adverse effect on
access to pharmaceutical products In most
developmg countries, fees can and should be raised,
m line With the three conSiderations discussed m thiS
sectIOn

• In lIne with the market Size, fees should
be high enough to permit, or at least to
contnbute slgmficantly to, the efficient
and effective functIOnmg of the
national drug regulatory authonty,
mcludmg registratIOn, mspectorate and qualIty control Therefore, appropnate mechamsms must
eXist wlthm the government admmlstratlOn to ensure that funds collected as fees are made
available to the drug regulatory authonty to ensure that pharmaceuticals on the market are
acceptable m terms of qualIty, safety, and efficacy, and that they are ratIOnally used

• PrOVIsions should be made for vanatIon of fees Fee reductIOn or exemption should be made m
order to ensure that Vital drugs With a lImited market are relIably available Such proVISions may
also be needed for other purposes (e g, to encourage nationally manufactured drugs) Fees may
be higher for Widely used drugs With a Sizeable market, If these can be Identified

• The nsk that the collectIOn of fees may mduce approval of a greater number of applIcations
should be taken mto account ThiS can be contamed by appropnate mechamsms such as
transparency of the evaluatIOn process, settmg no relatIOn between fees and assessment results,
and mvolvement of mstItutIons external to the drug regulatory authonty m deCISIOn makmg

D Hardware and Software

1 Hardware

Three major factors determme whether a stand-alone computer or a network IS necessary to carry out the
work m any given authonty These are 1) the number of applications that need to be processed, 2) the
amount of mformatlon that authontles Wish to record for each applIcatIOn, and 3) the number of staff
avaIlable

At a mmlmum, there should be at least one computer dedicated exclUSively to the core database of
company and drug product mformatIOn ThiS computer should be used to Issue standardized
correspondence and certificates Other correspondence (I e, other than that generated by the
computenzed drug registratIOn system) and admmlstratlve work should be done on another computer
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When necessary and feasible, two or more computers can be lInked to create a local area network In this
case, data entry or access can be carned out simultaneously from the two, or more, machmes Data entry
or retrieval should never be done on separate stand-alone machmes Domg this wIll not facIlItate entenng
the backlog data faster, on the contrary, It will be a waste of time smce mergmg the separate databases
will not be possible See additIOnal consideratIOns on necessary technIcal support for computer networks
m chapter IV

At least one relIable prmter should be configured for use with the drug registratIOn database The
specificatIons ofthis prmter should match the number ofcopies expected to be prmted m a given penod
of time, the type and format of paper to be used, and the available resources Dot matnx pnnters are no
longer cheaper than other types, and their use should probably be reserved for those who need to pnnt
on specIal papers (e g, contmuous forms or multIple layers), or those who have no access to other
prmters Laser prmters are probably the best optIOn Mamtenance and a regular supply oftoner cartndges
must be avaIlable

One or more telephone lInes should be avaIlable to ensure commUnIcatIOn wIth apphcants, external
mstltutlOns, and other DRAs A separate external hne dedicated to a fax machme and/or e-maIl access
IS also qUIte helpful ProViders ofelectrOnIc mall and Internet access services are now avaIlable Virtually
m every country, and an account with them to proVIde e-mail and Internet access would be very useful
for a ORA As more and more commercial mformatlOn exchange moves to the Internet, access for the
ORA will become essential

2 Software

The WHO has developed a Model System for Computer-Assisted Drug RegIstratIOn software programme
(SIAMED), which IS now avaIlable after consultatIOn and field testmg m several countnes The
programme IS deSIgned to meet the reqUIrements descnbed m thiS and other WHO manuals for
comprehensive drug registratIOn systems The mmlmum hardware reqUIrements to run the WHO system
are a 486 personal computer With at least 4 MB ofRAM and 100 MB offree space on a hard disk Eight
MB of RAM are reqUIred If changes to the source code are to be made A colour mOnItor and a mouse
are recommended ThiS software package IS ready to be run on a network The programme has been used
With the followmg network operatmg systems LANtastIc 6 0, Novell DOS, Wmdows NT (which of
course entails much higher RAM reqUIrements than those mentIOned above), and Novell 3 11 SpeCIfic
mstructIOns and assistance should always be requested from WHO for proper network mstallatlOn

It IS necessary to use a software programme speCifically deSigned for use by drug regulatory authontIes
To the authors knowledge, the only programmes aVaIlable on the market speCifically for thiS work are
the WHO system, and Regulator produced by PharmaSoft m Uppsala, Sweden It should be noted that
the purchase ofthe PharmaSoft product does not allow for local adaptatIOn and does not mclude IIcensmg
nghts WhIle It IS pOSSible for a country to develop ItS own system, It IS strongly recommended that
avaIlable tested and relIable programmes be conSidered first Deslgnmg and developmg a software
programme almost always takes much more time and money than ongmally budgeted, and should be
conSidered only If eXlstmg programmes are deemed unsUItable after careful review
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More mformatIOn on the WHO system can be obtamed from

DIVISiOn of Drug Management and Pohcles
Regulatory Support Umt
World Health OrgamzatIOn
Avenue Appm, 20
1211 Geneva
SWitzerland
Telex 415416
Fax +41227914730
E-mail regglv@who ch

More mformatiOn on Regulator can be obtamed from

PharmaSoft AB
POBox 1237
S-751 42 Uppsala
Sweden
Phone +46 18 185400
Fax +46 18 109200
E-mail marketmg_eu@pharmasoft com
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ill PREPARING FOR COMPUTER-ASSISTED DRUG REGISTRATION

KEy POINTS OF THIS CHAPTER

1& The plannmg process should begm with an assessment and overview of the
current drug regulatory SituatIOn m the country, and an mventory of the
market
A DRA has usable data If ItS files physically contam all the pieces of
mfonnatIon that are reqUIred to enter mto the new system, and these data are
accurate and reflect the current SituatIOn of the marketed drugs
The time reqUIred to enter eXlstmg mfonnatIon mto the system Will depend on
whether the current system IS manual or computenzed, and whether the
eXlstmg data IS usable or not

1& In preparatIOn for computenzmg the drug registration system, It IS essential to
review and update the regulatory authonty's procedures

1& It IS very useful to review the fonns and certificates used by the DRA, and
update them as needed

After the pre-reqUisites have been addressed with the Involvement of other agencies and offices,
preparatIOn for computer-assisted drug registratIOn enters a phase that IS assumed to be fully under the
drug regulatory authonty's control, and wdl pnmanly be ItS responslblhty A techmcal coordInator should
be appoInted, and will be responSible for overseeIng the ImplementatIon process of computer-assisted
drug registratIOn This person should ensure that progress proceeds accordIng to plan

A Plannmg the Process

1 Assess current situatIon

The plannIng process should begm with an assessment and overview of the current drug regulatory
situatIOn m the country, and an mventory of the market (see IV C 2, page 32) Knowmg whether the
present system IS manual or computenzed and whether ItS data IS rehable and usable IS cruCIal to
determmmg how to proceed wIth computenzatIon Through document reVIew and a senes ofstructured
mtervlews with drug regulatory and MOH offiCials, obtaIn the followmg mformatlOn

Assessment Element Relevance and Remarks

Presence of reqUirements to submIt If reqUirements are not In place or are notonously not
applicatIOns for comphed With, It IS necessary to delay the
New MAs, ImplementatIOn of computer-assisted drug registratIOn
Renewal of eXlstmg MAs untd reqUirements are effectively and rehably
VanatlOn of eXistIng MA Implemented
Issuance of certIficates
Other
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Assessment Element Relevance and Remarks

How many applIcatIOns are If thIS InformatIOn IS not readIly avaIlable or cannot be
receIved/expected every year for relIably obtaIned from eXIstIng files, there can be doubts
New MAs, about the relIabIlIty of the drug regIstratIOn system In
Renewal of eXIstIng MAs place ThIs does not Imply that computenzIng IS not
Vanatton of eXlstmg MA feaSIble, but It makes It dIfficult to esttmate the amount
Issuance of certIficates ofttme reqUIred to reach routme functlOnmg ofthe new
Other system The number of products to enter mto the

computenzed system IS obvIously a major vanable m
determmmg length of tIme for enterIng backlog data

Presence of a valIdIty term lImIt for IfMAs are valId mdefinItely, theIr number could be very
MAs and length of valIdIty hIgh (m some developIng countrIes It IS above 30 000)

In these cases, entry of backlog mformatton from a
manual system may entaIl an enormous amount ofwork
Although enterIng the backlog may be a legal
reqUIrement, the amount of work It would reqUIre cannot
always be Justtfied on publIc health grounds It IS
necessary to IdentIfy mechanIsms to mmImIze the
DRA's efforts to manage backlogs

How many pIeces of mformatlOn on Computer systems can accommodate and permIt
each drug Item are recorded m the retneval of much more mformatlOn than most
current system, and how many are developIng countnes' DRAs may need or want to use
expected to be recorded Into the new DeCIdIng the extent of InformatIOn to be recorded In a
computer system computer system IS a cruCIal deCISIOn that WIll Influence

the pace at whIch a new database can be relIably bUIlt

Presence of an effiCIent InSpectIOn The absence of regular Inspecttons of the dlstnbutlOn
system coverIng manufacturIng and channels poses a senous challenge to the credIbIlIty of
dIstnbutlOn channels the InformatIOn on marketed drugs avaIlable at the DRA

Presence of wntten procedures and ThIS element IS Important when assessIng the pOSSIbIlIty
complIance WIth them of usmg eXlstmg InformatIOn In order to computenze If

there IS no assurance that standard procedures (especIally
regardmg completeness of mformatlOn) have been
followed m the past, It IS very lIkely that the eXIstmg
mformatton IS mcomplete or InconsIstent and, therefore,
unSUItable for dIrect transfer Into the new computenzed
system

2 Estimate time reqUIred to enter eXlstmg mformatlOn mto the new computerized system

The amount ofttme reqUIred to enter data WIll vary from country to country, dependmg on a WIde vanety
of factors The assessment descnbed above should enable the user to determme whIch of the followmg
SItuatIOns IS most lIke hIS or her own For the purpose of thIS gUIde, "usable data" means MA data that
reflect the realIty of the drug Items actually bemg marketed, and that have suffiCIent consIstency and
completeness to permIt theIr use to buIld the new computenzed system Therefore, a DRA has usable data
If ItS files phYSIcally contaIn all the pIeces of InformatIOn that are reqUIred for entry mto the new system,
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and these data are accurate and reflect the current situation of the marketed drugs

Nothmg m Place

17

This IS the situatIon where no regulatory authonty IS m place The market IS usually regulated sImply by
means of Import permIts and sometImes posItIve and/or negatIve lists broadly mdlcatmg WhICh drugs can
be Imported There IS either no assessment of techmcal documentatIOn, or It IS limited to ensunng that
Imported drugs are related to a WHO-type product certificate, or to other mformal types of certificates
called "free-sale certificates" In these sItuatIOns there IS no way to know what IS actually bemg marketed
at the present tIme

The ObVIOUS startmg pomt m a situatIOn like this IS to seek politICal commitment to approvmg or
revlewmg, and/or enforcmg proper drug legislatIOn and regulatIOns, thus establIshmg a drug regulatory
authonty capable of ensunng that the prmclples of the natIonal drug polIcy are respected

The second step IS to Identify and licence all persons and premIses that are mvolved wIth
pharmaceutIcals Such lIcensmg should cover pharmaCists, manufacturers, Importers, wholesalers, and
distrIbutors The third step necessary for any further operatIOns IS an mventory of the market SituatIOn,
as descrIbed m the "Inventory ofMarket SItuatIOn" sectIOn m Chapter IV DUrIng the time that IS reqUired
to carry out the mventory of the market SituatIOn, a DRA can contmue to receIve applicatIOns for new
marketmg authOrIZatIOns but should establIsh pnonty cntena to deal With them These cnterIa should be
publIshed to ensure transparency and aVOid conflict WIth applicants In establIshmg such pnorIty crItena,
a balance needs to be struck between the need to reVIew data on drugs marketed pnor to the creatIOn of
the new regulatIOns and the need to ensure that VItal new drugs are made avaIlable

Manual System With No Usable InformatIOn

ThiS IS probably the most common SituatIOn A manual system has been m place for some time but
mformatlOn on the pharmaceutical products authonzed for marketmg IS not properly orgamzed, not
conSIstent, and/or not current After havmg ensured that proper legislatIOn and regulatIOns are m place
and that the regulatory authonty can reliably functIOn, the only Viable approach IS to ask all concerned
persons to resubmIt applicatIOns to be lIcensed as compames/mdlvlduals Then an mventory ofthe market
must be carned out as descnbed m Chapter IV

Computenzed System With No Usable InformatIOn

This SituatIOn IS essentially the same as a manual system With no usable mformatlOn, and the same
strategy mdlcated above should be followed

Manual System With Usable InformatIOn

If the eXlstmg manual system has been kept up to date and the mformatlOn IS relIably retrIevable,
computenzatlOn of mformatIOn can start directly from the eXlstmg files by typmg the mformatlOn from
the manual records mto the computer software



18 How to Implement Computer-Assisted Drug RegistratIOn

Computerzzed System with Usable ItiformatlOn
Ifthe eXIstmg system has been kept up to date and the mformatIon IS rehably retnevable, changmg easily
to the new system depends on whether data can be converted from the eXistmg system to the new one
It is also necessary to determme whether addItional mformatton must be mput mto the new computer
system, beyond the data contamed m the old one Ifthe format ofthe eXlstmg data is not compatIble with
the new system, then the eXistmg mformatIon must be re-entered mto the new software

The status ofeXistmg mformatton systems wIll be the pnmary determmant of the time reqUired to enter
backlog data and achIeve routme functIOnIng of the new computenzed system Additional issues that
need to be taken mto account when estimatmg tIme reqUirements are

• Entry ofbacklog mformatIOn does not entail assessment ofapplicatIOns, but SImply entermg what
is aVailable or has been collected WIth future assessments m mmd Thus, when estImatmg time
reqUirements, this IS referred to as SImple data entry When all the necessary mformatIOn IS
obtamed and has been transferred to a data entry form (see section IV B ), itS entry mto the
computer system can be estimated at an average of 10 mmutes per drug item if there IS no need
to re~type the full text ofthe product mformatiOn sheet ThIS, m fact, can be aVOided when usmg
the WHO system because It has a feature to Import thiS sheet from a diskette, leavmg only the
editmg work to be done

• The WHO system has a functIOn to copy an applicatIOn or MA already entered, and to edit it
ThiS IS partIcularly useful when entenng several different strengths or dosage forms ofthe same
product, or dIfferent brands of pharmaceutical eqUivalents In these cases, data entry IS limited
to edItmg the few fields that reqUire dIfferent mformatlOn, and can be estImated to take up to four
mmutes per drug Item

3 EstImate computer use for routme operatIOn

The chart shown on the next page provIdes a schematic descnptIOn ofa possible way to assess how much
computer time Will be necessary when the system has reached the phase of routme use The first thmg
to look at IS whether there has been --and for how long-- a reqUirement for applicatIOns to be submitted
If reqUirements were m place and were complied With, DRAs should be able to calculate how many
applicatIOns have been receIved m the last 24 months OtherwIse an estimate of the possible flow of
applicatIOns can be made on the baSIS ofthe number ofdrug Items that are currently on the market If the
latter figure is unknown and it is not possible to make a rehable guess, It IS necessary to carry out an
mventory of the market SituatIOn (see Chapter IV) to assess how much computer time Will be needed

When calculatmgthe number ofapplicatIOns, specific figures for four different types ofapplicatIOns need
to be obtamed apphcattons for new MAs, applicatiOns for renewal of eXlstmg MAs, applicatIOns for
vanatiOns to eXlstmg MAs, and applications for certificates The number of renewal applicatIOns can be
estimated on the baSIS ofthe length ofvalidity ofMAs estabhshed m law or regulatIOns After the number
of applicatIOns has been calculated or estimated, thIS should be adjusted If any changes m reqUirements
have been made that may have an impact on that number



ASSESSING HOW MUCH COMPUTER TIME IS NEEDED
This refers to routine operation, Ie, after

backlog data have been entered

SubmiSSion of applications reqUired?

Y~
Calculate how many applications for
- New MA
- Renewal
- Vanatlon
- Certificates
were received over the last 24 months

~o
Estimate number of
applications on the basIs
of number of products on
the market, assuming
average of one vanatlon
and one certificate
application per Item/year

Recalculate number of applicatIons
on the basIs of recent changes In
requirements, If any

Calculate computer time needed on the basIs of these
average figures

- New MA 45 minutes
- Renewal 2 minutes
- Vanatlon 4 minutes
- Certificate 2 minutes
- Looking up data & prepanng reports 1 hour/day
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The chart shows average tIme estImates that can be used to calculate the total tIme of computer use It
should be noted that these tIme estImates are only for actual tIme spent USIng the computer, they do not
Include tIme for technIcal assessment, testIng, etc The box below presents an example of the reasonIng
behInd those estImates

ExperIenced users need 3 mInutes when applIcatIons are receIved to record the
apphcatlOn number and date, applIcant, drug name, strength, dosage form, and
prImary contaIner In addItIon to thIS, for each applIcatIon, 2 mInutes are reqUIred
to record when and to whIch assessment step(s) the apphcatIOn IS assIgned Then,
each assessor wIll reqUIre up to 15 mInutes to complete drug Item data (e g , actIve
substances, excIpIents, therapeutIc classIficatIon, etc) and record hIs or her report
FInally, another 10 mInutes wIll be reqUIred to record the final decIsIon and Issue
standard correspondence or certIficates In all, for an apphcatIOn wIth no more than
two assessment reports and three prIntouts (I e , letter confirmIng receptIOn, letter
InformIng of final decIsIOn, and MA certIficate) the computer use wIll be about 45
mInutes dIstrIbuted over a perIod of several days or weeks If the assessment faces
problems that entaIl extensIve correspondence with the applIcant, computer use may
reach 60 mInutes or more

4 Estimate staff needed

It IS ImpossIble to estImate here how many staff
wIll be needed for the computerIzatIOn process,
and for runnIng the computer-assisted drug
regIstratIOn system The amount ofwork, skIlls
of staff, workload dIstrIbutIOn, and other
varIables wIll be very dIfferent from case to
case Therefore thIS estImatIOn IS a matter of
local Judgement It IS mentIOned here because It
IS a necessary part of the plannIng process

B Review and Update Procedures

A tip for findmg staff to accomplIsh the work, that a
number of countries has found successful, IS to
recruit pharmacy students on a temporary basIs to
carry out the bulk of the backlog data entry Job ThiS
has usually been a cheap and substantIally positive
expenence

In preparatIOn for computerIzIng the drug registratIOn system, It IS essentIal to revIew and update the
regulatory authOrIty's procedures A hst ofWrItten procedures that a DRA should have can be found In
Chapter V

Define processmg steps to assess new drugproduct contmmng new chemIcal entItIes (NeE), new drug
product (genertc), renewal ofMA, vartatlOn to MA, etc

ThIS IS a crucial decIsIOn for most regulatory authOrItIes The use of a computerIzed system allows the
authOrIty to keep track of all apphcatIOns, Identify those that have been awaltmg assessment decIsIOns
for a long tIme, and descrIbe theIr status at any given time ObVIOusly, to achieve thiS users must enter
the necessary InfOrmatIOn mto the computer system SInce different types ofapplIcatIons reqUIre dIfferent
types of assessment, It IS necessary to carry out some prelImInary work so that the types of assessment
procedures and the steps each entaIls can be entered In the setup of the computer system
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Decide how appltcatlOns are received, distributedfor assessment, assessed, and how/when/by whom
each actIOn IS enteredmto the computer (specifYmg what needs to be done by a techmcalprofessIOnal)

The use of a computer system demands a systematic approach to orgamzmg workloads and workflow
An example IS descrIbed m the table below Correspondence or certIficates may be generated at any step

Step Who Performs Data Entered III the Computer

1 Receipt of This activity reqUires no A new entry IS created m the computer system In the
applicatIOns techmcal Judgement case of applicatIOns for new MAs, the new entry

Therefore data entry IS not entails applicatIOn number, applicant name, drug
necessarIly done by a name, dosage form, and pnmary contamer
techmcal profeSSIOnal

In the case of renewal or vanatlOn applicatIOns, the
new entry entails applicatIOn number and linkage to
the eXIstmg MA data

2 AdmISSIOn A techmcal professIOnal The decIsIOn not to admit the applicatIOn entails
of applicatIOns carnes out a prelImmary Issumg a letter to the applIcant mdlcatmg the reasons
to the review of the applicatIOn for such deCISIOn
assessment to Identify pOSSIble flaws
process that would not JUStIfy ItS

admiSSIOn to the
assessment process

3 Assignment When applicatIOns are Data entry entalls selectmg the approprIate procedure
of assessment admItted, a techmcal and mdicatmg the date on which documentatIOn IS
procedures profeSSIOnal aSSIgns them sent to each assessment step To ensure proper follow

to an assessment up, the same coordmatmg person/umt aSSIgns
procedure accordmg to the applicatIOns for assessment and receives assessment
nature ofthe applicatIOn reports The coordmatmg person/umt may deCIde not

to complete the assessment procedure Ifthe results of
any assessment step recommend rejectIOn of the
applicatIOn

4 Assessment Techmcal profeSSIonals Techmcal elements descrIbmg the drug Item under
and preparatIOn assess the applicatIons assessment (e g , substance names, roles of
of assessment manufacturers, etc) and assessment reports are
reports entered mto the computer system Assessors mform

the coordmatIOn person/umt of the completIOn of their
work WIth a summary conclUSIOn and the date on
which thIS was reached
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Step Who Performs Data Entered III the Computer

5 DecIsIOn The coordInatIng The coordInator records the declslOn Into the
person/unIt submIts a computer system Data entry entails IndIcatIng the
proposed deCISIon to the declSlon and ItS dates of submIssIon and declSlon In
declSlon-makmg body the case of new MAs It entaIls numbenng the new

MA and mdicatIng valIdIty dates In the case of
renewal ofMA It entaIls entermg a new expIry date

Procedures must also be defined for archlvmg and access to hard copIes ofsubmitted documentatlOn after
the assessment has been completed LegIslation may dIctate how long the documentation must be kept,
or estabhsh how and when It can be destroyed In general, It IS only necessary to have access to the last
five years' records for routIne reference

C Review and Update Forms and Certificates

In additIon to updatmg procedures, It IS also very useful to reVIew the forms and certificates used by the
DRA, and update them as needed The first step IS to define the types of forms reqUIred, based on the
country's legislatlOn and regulatIOns

• ApplIcatIOn for lIcensmg of manufactunng premIses, wholesaler, Importer, retail outlet, etc
• ApplIcation for MA ofnew medicmal product, renewal ofMA, mInor or major vanatIOn to MA,

etc
• ApplIcatlOn for the Issuance of certIficates
• ApplIcatlOn for WIthdrawal of applIcatIOn or cancellatlOn of MA
• Certificates
• Standard letter to applIcants
• InstructlOns to applIcants

ApplzcatlOn files

DIStIngUIsh between pIeces of mformatlOn that should be entered m a form and those that should be
attached to a form, declare a ratIOnale/purpose for each pIece of mformatIon, establIsh presentation
standards for cntlcal pIeces of mformatlOn (e g, sources of substance names, drug clasSIfication,
dispensIng categones, lImItatIOns ofdlstnbutlon, storage condItions, etc ), and establIsh numbenng rules
and valIdity cntena

DetaIled dIScussIon ofapplIcatIon documents and an example ofan applIcatIOn form go beyond the scope
of thIS document See Marketing AuthOrizatIOn ofMuitisource (Generzc) PharmaceutIcal Products A
Manual for a Drug Regulatory AuthOrity for more detaIls AddItional consideratlOns on the preparatIOn
of data entry forms are found In section IV B of this gUIde, and a sample form found In Annex 6

Standard correspondence and certificates templates

Develop standard letters to acknowledge receipt ofapplIcation, request addItional mformatIOn, and mform
applIcant of decislOn made Develop standard certificates such as the WHO-type product certIficate, or
other certificates
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InstructIOns for appltcants

Substance names very often cause data IllconsIstency
III computerized systems ApplIcants should receIve
preCIse IllstructIOns on how to submIt substance
names An example follows
? Always use the INN when It eXists, or state that It
does not eXIst If It does not eXist, state the source of
the substance name submitted, any known
synonyms, and add photocopIes of the relevant
techmcal documentation, as well as proof that the
submItted name has been accepted by other
regulatory authOrities
-7 Salts can be mdlcated as modified INNs (INNS),
I e INN+name of salt
-7 Always add the CAS RegiStry number, or state
that thiS does not eXist
-7 For exciplents mentIOned by their proprietary
name, add photocopies of the relevant
documentatIOn where the exact composltIOn(s) IS
descnbed The DRA can develop a natIOnally­
accepted non-propnetary name for these substances
-7 Non-complIance or maccuracy III the
Implementation of the above pnncIples results m the
rejectIOn of the applIcatIOn

•

ProvIde gUIdance on how/when/by whom applIcatIons are to be submItted CntIcallssues are
• ApplIcatIons by mati cannot be accepted unless provISIOns are made to ensure that an applIcatIOn

IS conSIdered receIved and valId only If, and from, the date on which receipt IS acknowledged by
the regulatory authonty
If the DRA has publIshed cntena to standardize mformatIon (e g, names of substances,
therapeutIc clasSificatIOn, etc ), proVISIOns should be made to prevent the burden of convertmg
mformatlOn found on non-complIant applIcatIOns from fallmg on the DRA
Smaller regulatory authontIes may decide that applIcatIOns are receIved only on selected days
or hours to ensure both that staff can review formal completeness of applIcatIOns before
acceptmg them, and so that the staff has tIme to concentrate on other tasks when offices are
closed to applIcants
ApplIcants must be IdentIfiable with a
local company, which shall be lIable
for any admInistratIve or penal
consequence of marketIng
mappropnate drug Items

•

•



IV COMPUTERIZING DRUG REGISTRATION

KEy POINTS OF THIS CHAPTER

Il'i<' Preparmg data for computenzatIOn mcludes completmg a data entry fonn,
decldmg on a drug classIficatIOn system, and preparmg codes and catalogues
for standardized data entry
If data are usable, they can be entered m the system by convertmg old data,
stoppmg new applIcations and entermg the backlog, or entermg the backlog
gradually while acceptmg new applIcatIOns
If data are unusable, an mventory of the market situatIOn must be made,
requIrIng that compames with products on the market that wish to keep
marketmg them make thiS known m wntmg to the DRA The other option IS
that compames submit a full applIcatIOn for marketmg authonzatIOn based on
publIshed documentatIOn and standards

Il'i<' When computenzmg, automatIOn of drug registratIOn work takes place at
vanous steps

Il'i<' Whatever software system IS selected for use at a DRA, staff will need to be
tramed m how to operate It

Il'i<' For a computer-assisted drug registratIOn system to functIOn effectively,
adequate computer support and mamtenance must be aVailable, and the type of
support needed differs for a network versus a stand-alone system
The DRA budget should contam adequate funds for computer system supplIes,
upgrades, and mamtenance

Once the prelImmary activities descnbed above have been completed, the focus shifts to computer-related
work The first Issues to be addressed are IdentIfymg and prepanng data

A Data to Be Computerized

Data to be recorded may mclude any or all of the followmg elements, some of these data are apphcable
only to domestic compames

Data DeSCribing Companies and InstitutIOns

Code
Full name (e g , Pharmachem

Laboratones ofKanbland,
Ltd)

Short name (e g, Pharmachem)
Mmhng address
Plant address
Phone and fax
E-mail
Contact person

ActiVity (e g, manufacturer,
Importer, retail pharmacy,
QC laboratory, etc)

Status (e g , currently active,

cancelled, operatIOnal
hcence expired, etc)

Date ofvahdlty of status
ResponSible pharmaCist
Property/functIOnal relatIOns

With other compames

AuthonzatlOn to handle
psychotropIC and narcotic
drugs

Reports of prevIOus

mspectlOns
Planned mspectlOns
Vanous types of
authonzatlOn

numbers

PreviOllS Page Blank
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Data Describing the Itemfor which the AppltcatlOn Is Submitted

Apphcatton number
Date of receptIOn
Apphcant name
Representattve of the applIcant

(or other company related m
some way to the applIcatIOn)

Drug product name/trademark
Type of product
(brand/genenc)
Product genenc name
Dosage strength
Dosage form
Pnmary contamer and Its

specIficatIOns
Presentatton(s)
Type of MA requested/issued
Dlspensmg category
Narcottc/psychotropic
Routes of admmlstratlOn

Data DesCribing Status

LImitatIOns of dlstnbutlOn/use
Ongm
Human/vetennary
Lmkage code With SOCial

secunty or other system
PhysIcal locatIOn ofthe

applIcatIOn files
Shelf lIfe and storage

condItIOns
Manufacturers mvolved m the

different phases of production
and their roles and
responsIble persons

Acttve and macttve mgredients
and theIr quantittes and
functIOns, usmg INNs when
aVailable

Therapeutic classification

OffiCial product mformatlOn
sheet (mdlcatIOns,
contramdlcatlOns, etc)

Internal evaluatIOn sheet
(mformatlOn not to be
publIshed, assessment
reports)

Pnces
Dlstnbutors/lmporters
Vetennary mformatlOn
General descnptlOn of the

appearance of the drug Item
Analytical mformatlOn
Regulatory status mother

countnes

• DeCISIOns made at the dIfferent steps of the assessment process, mdICatmg dates at whIch each
step starts/ends, and responSible person

• Date and type of final deCISion
• Date and cause of rejectIOn of applIcatIOns or cancellation of marketmg authonzatlOn
• Date of Issuance of marketmg authonzatlOn and renewal of marketmg authonzatlOn
• Date on whIch marketmg started, was suspended, was resumed
• Post-marketmg mformatlOn on adverse drug reactIOns (ADR), stabilIty, other, and date on which

each of these was valId

Data DeSCribing VariatIOns

• Data before and after vanatlOn, date of vanatlOn, person who authonzed the vanation

B Preparmg Data

OrganiZing informatIOn for data entry

ApplIcatIOn forms and documentatIOn submitted by applIcants are seldom SUitable for direct data entry
Usually mformatlOn IS scattered throughout several pages and may reqUire review/adaptatIOn before It
IS used for data entry It IS usually most convement to develop a data entry form, particularly when
mformatIOn IS prepared for entry of backlog data ObVIOusly, the tvpe and format of a data entry form
depends both on the amount of mformatlOn that needs to be recorded m the computer and on the data
entry strategy that IS bemg adopted, e g , how much mformatlOn IS gomg to be entered by profeSSIOnal
staff and how much by support staff
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In addItIon, to ensure consIstency of data, It IS
necessary to develop separate data entry forms
for mformatlOn on compames, for abbreviatIOns
(see sectIOn on codes later m thIS chapter), and
for other types ofapplicatIOns such as renewals,
vanatIons, cancellatIOns/withdrawals Data
entry forms should always be prepared by
professIOnals They are also be responsIble for
checking the accuracy of entered informatIOn
Ensurmg accuracy of mformatlOn IS a task that
cannot be delegated to support staff

An example of a data entry form for
applicatIOns for new marketmg authonzatlOns IS
prOVIded m Annex 6 In thIS example, there IS
no need to enter detailed mformatlOn on
compames because thIS IS done through a
separate procedure The company code or
umque name IS entered on the form, and thiS IS
linked to the company mformatlOn entered
separately In the computer, so there IS no need
to enter company contact mformatlOn twice

DeCide on drug classificatIOn

After trymg several approaches to ensure conSIstency
and accuracy of mformatlOn, the regulatory authonty
of a North Afncan country has developed a two-tier
system
-+ ApplIcants attach data entry forms to their
applIcatIOns When these are receIved, support staff
enter data from these forms
-+ For new marketmg authonzatlOns, applIcants have
the optIOn to submit the data entry form mformatlOn
on diskettes proVIded by the regulatory authonty
When these are received, support staffcheck
diskettes for viruses and Import data mto the system
though a software feature that filters out
mcompatlble data

When profeSSIOnals are assigned an applIcatIOn for
assessment, they find the baSIC mformatlon already
m the system and need only to review ItS accuracy,
complete parts that reqUIre theIr techmcal Judgement,
and type m theIr assessment reports
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In an African country, the first three levels of the
ATC claSSIficatIOn were used as a baSIS to develop a
natIOnal claSSIficatIOn ThIS IS used dunng
assessment of new applIcatIOns to check what other
drugs of the same therapeutIc group have already
been authonzed The claSSIficatIOn IS also used to
prepare annual reports on the work done

There IS no classificatIOn system that IS SUitable for all purposes DRAs need to ask themselves what use
they WIsh to make ofa drug classificatIOn system m order to chose or build one Most DRAs do not have
the means to do more than their mlmmum mstltutlOnal tasks Ifthe DRA IS not planmng to embark on
regular drug utilizatIOn studIes, or does not need a linkage to a SOCial secunty system, then It IS likely that
the classificatIOn system vvllI be used only m penodlc reports to state how many drugs ofeach group have
been regIstered dunng the prevIOus year In thIS case, It IS adVisable to bUild the Simplest classIficatIOn
that IS meanmgful to the speCific SItuatIOn and matches the outlme ofthe reports expected to be reqUired
Most regulatory authontles use the claSSificatIOn system only for admlmstratlve and reportmg reasons,
but a claSSificatIOn system can also be useful m routme work for IdentIfymg products With the same or
SImilar active substances already registered

The regulatory authontIes that are mvolved In
drug utilizatIOn studies may be Interested m
uSing a claSSificatIOn system SUitable for thIS
The Anatomical TherapeutIc ChemIcal (ATC)
claSSIficatIOn system IS a very powerful tool that
can be used to carry out drug utilizatIOn studIes
If the Defined Dally Dose (DDD) methodology
IS used m conjunctIOn With the ATC
claSSificatIOn, comparatlve analySIS ofquantities
ofdrugs consumed as well as comparatIve analySIS ofcosts ofdrugs consumed In dIfferent geographIcal
areas and/or wlthm a gIVen therapeutIc group (seeGUldelmesfor ATC ClassificatIOn) can be made The
drawbacks of thIS attractive pIcture are that
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• The ATC claSSIficatIOn IS a five-level system that must be studIed m order to ensure proper
applIcatIon Therefore, DRAs need to be sure that staff clearly understand the ATC system and
are ready to revIew applIcatIOns m order to apply the system correctly In addItIOn, regular staff
meetmgs need to be held to dIscuss how to classrfy new drug Items that have never been
classIfied before, or to revIew preVIOUS deCISIOns that m practIce dId not meet expectatIOns In
addItIon, for the system to work, appropnate mechanIsms should eXIst for collectIon of
consumptIon data In fact, It IS a very demandmg task and only a few, advanced DRAs are
mvolved m thIS

• The ATC system IS updated every year by the technIcal group responsIble for mamtammg It
Updates mclude new drugs that have never been clasSIfied before, as well as changes m the
claSSIficatIOn system (new groups, drugs moved from one group to another, etc) ThIS has
obVIOUS ImplIcatIOns for those usmg the system on a routme basIs, because eXlstmg data need
to be revIewed to accommodate changes AlternatIvely, users of the ATC system who are not
able to ensure updatmg of all theIr data may SImply keep the versIOn of the claSSIficatIOn WIth
whIch they started and ~tate, when presentmg data/reports, that thIS IS based on versIOn 199X of
the ATC system

In an AfrIcan country, publIc sector drugs are
clasSIfied m a natIOnal lIst and aSSIgned speCific
codes based on then mam therapeutIc utIlIzatIOn At
the tlille of drug regIstratIOn, offiCials of the drug
regulatory authOrIty consult the procurement lIst to
see whether a drug that has the same compOSItIOn
strength and dosage form of the product for WhICh
they are Issumg a marketmg authOrIzatIOn IS there If
It IS there, they enter mto the drug regIstratIOn system
the code of the drug m the procurement lIst ThIS
code establIshes a lmkage between the procurement
and registratIOn systems When necessary the drug
regulatory authOrIty prOVides the procurement
agency WIth a prIntout sorted on the procurement
code where all drugs that have a marketmg
authOrIzatIon and belong to the procurement lIst are
lIsted m the approprIate order

Most countnes use an eXlstmg natIOnal
claSSIficatIOn system For those that don't
have a system, or WIsh to change theIr system,
It IS wIse to study eXlstmg clasSIficatIOn
schemes, and adopt or adapt one of these,
rather than bUlldmg a new one In addItIOn to
the ATC clasSIficatIOn, other examples of
eXIstmg systems are the WHO Model List of
Essentzal Drugs, the Amencan HospItal
Formulary ServIce (AHFS) PharmacologIcal and TherapeutIc ClaSSIficatIon System, and the Veterans
AdmmlstratlOn (VA) MedIcatIOn ClaSSIficatIOn, whIch IS lIsted m the annual USP-DI

Other DRAs use a claSSIficatIon system to
lmk mformatlOn to that of SOCIal secunty
reImbursement schemes, reImbursement level
IS related to clasSificatIOn m speCIfic
therapeutic groups There IS no pomt for thIS
type of users to adopt another clasSIficatIon
system, unless they have strong motIvatIon to
do so

Prepare codes and catalogues

Computer systems reqUIre that mformatlOn IS entered systematIcally to ensure that It IS accurate and
retnevable In the WHO system, any file contammg an abbreViatIon (or code) and ItS descnptIon IS called
a catalogue Thus, there IS a catalogue of countrIes where all country codes and their deSCrIptIons are
stored (for example, AFG IS the code for AfghanIstan and ZIM IS the code for Zimbabwe), a catalogue
of dosage forms (e g, GRAN for granules), etc These abbreViatIOns are used to store standard
informatIOn In files and to reduce data entry work to a mmlmum In fact, when enterIng mformatlOn on
applIcatIOns, none of the Items mcluded In catalogues WIll need to be retyped, It Will be Simply selected
from a lIst
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The standardIzatIOn of abbreviatIOns IS cruCial to aVOId sItuations where the same country has three or
more dIfferent names, e g , Tanzania or Umted Republic ofTanzania or Tanzania, Umted Republic For
a computer, these three names are not the same Thus, retnevmg companies that are from Tanzania would
not mclude the companies m which the country name has been spelled differently, mcludmg when It has
been mIstyped

The same type of problem IS applIcable to many other pIeces of mformatIon dosage forms, pnmary
contamers, dispensmg categones, types of authonzatlOn, company names, currency names, company
activItIes, lImitatIons of dIstnbutIon, types ofpnce, etc

In the WHO system, many catalogue files have already been filled wIth examples to make familianzatIon
with the system easier Codes such as "TABS" rather than "0234" for "tablets," and "BAYUK" for
"Bayer UK," etc have been chosen ThIs IS because thIS type of code IS more mformatIve m those
pnntouts and screens where only the code can fit However, thIS type of codmg system IS not reqUIred,
users may employ whatever system IS convenient and relevant for them, as long as It IS logIcally
consIstent and IS used methodically

To ensure consIstency of mformatlOn, only a few users should be permItted to enter data mto the
catalogues All other users who IdentIfy the need for addmg a new entry (e g , a new dosage form, a new
company, etc) must tell the appropnate staffm order to have the update made For thiS reason, It IS useful
to define codes for use when the code IS "not applicable," "pendmg," or "not known" These wIll be used
as appropnate dunng entry of applicatIOns, rather than leavmg the field empty when mformatIon IS not
avaIlable It IS Important that codes be defined as completely as pOSSIble pnor to engagmg m routme data
entry

C OptIons for EnterIng Data Into the System

As discussed m chapter III, dIfferent SituatIOns may reqUIre different approaches These are dIscussed
below

1 Data Usable for BUIldIng the New Computenzed System

For the purpose of thiS gUIde, usable data means MA data that reflects the reality of the drug Items
actually bemg marketed, and that have the suffiCient conSIstency and completeness to permIt theIr use
as the baSIS on whIch the new computenzed system IS bUIlt Therefore, a DRA has usable data If ItS files
phYSIcally contam all the pIeces of mformatlOn that are reqUIred for entermg mto the new system, and
If these pieces of mformatlOn actually reflect the SituatIOn of the marketed drugs
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Convert old data

If the ORA IS changmg from a prevIOus
computer system to a new one and the data m
the eXlstmg one are usable, It may be possIble
to convert that data for use m the new system,
wIthout havmg to re-enter all of the
mformatlOn ThIS conversIOn IS best done m
close consultatIOn wIth a techmcal advIsor on
the new software programme, who WIll be able
to assIst m determmmg If the data can be
converted, and how Mampulatmg data for
dIrect entry mto a programme's databases,
rather than entermg It through the programme's
data entry screens, should only be done by
those very skIlled m both database management
and the new software programme's structure

How to Implement Computer-Assisted Drug RegistratIOn

A Latm Amencan country was unable to mamtam
and adapt Its eXlstmg system to penmt trackmg of
applicatiOns, but the system was workmg and had up
to date InfOrmatiOn When SIAMED the WHO
software - was adopted, a programme was WrItten to
transfer data from the eXistIng system to SIAMED,
and no data were lost However, the new system
could not be used Immediately because some
InfOrmatiOn In the old one was Incomplete or
Inconsistent ThiS was due to the fact that the two
systems were deSigned m different ways the old
system did not check for synonyms of substance
names, had no standardizatiOn of a number of
abbreViations, and permitted any user to enter new
company and substance names The data "cleanIng'
process took about one year for the approximately
3,000 Items that the old system contaIned

In most cases, partial converSIOn of eXIstmg
computerIzed data IS pOSSIble Examples of
scenarIOS WIth data that may be difficult to convert are

• If the preVIOUS system dId not have a facIlIty to check consIstency of substance names and track
synonyms, dIrect conversIOn ofdata would not solve the problem of mconslstency of substance
names Therefore a speCIfic actIvIty should be started to progressIvely "clean" the eXIstIng
database

• If the prevIOus system dId not store substance names as database fields, but as text fields, It Will
be dIfficult to Import the data mto database fields

Data ConverSIOn Steps

IStep Number I ActIon I
One Compare the database structures of the two programmes, lookIng for SImIlarItIes

and dIfferences If the dIfferences are too great, It may not be pOSSIble to convert
the old data

Two If there are enough SImIlarItIes between the two database systems, deCIde whIch
data Will be converted, and how

Three Import the data mto the new programme, testIng for data IntegrIty and
compatIbIlIty

Four DetermIne what data stIlI need to be entered In the new programme

FIve Complete databases of new programme by entermg remaInIng data manually

SIX Test and check new programme to ensure that all necessary data IS there and
complete
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This approach reqUIres notIfymg applIcants that no new applIcations for MAs or vanatlOns will be
accepted between certam dates, Ie, the "ban penod "Dunng the penod when no applIcatIOns are commg
m, DRA staff --with additIonal temporary staff If posslble-- can concentrate on entenng all backlog
mformatlOn When tIus IS completed and data qualIty has been reviewed, applIcatIOns wIll be accepted
agam and entered m the system as they are received

The ban penod must be as short as possible In
additIon, cntena should be set to allow
applIcations for vital drugs with no avaIlable
alternatIve to be receIved and processed even
durmg the ban penod The mam advantage ofa
ban penod IS that staff can concentrate on
prepanng a clean database before new
mformation IS accepted The mam nsks are that
a) It may be "polItIcally" dIfficult to stop
receIvmg applIcatIOns and b) eXIstmg
mformatlOn on file may be mcomplete and the
expected clean database may not be achieved m
the tIme frame antICIpated

Enter backlog gradually whzle acceptmg new
appltcatlOns

In a Latm Amencan country, the regulatory authonty
deCIded to establIsh a computenzed database of the
eXlstmg marketmg mfonnatlOn In order to ensure
that staff concentrated on thiS, the DRA agreed With
the applIcants that they were gomg to be "closed" to
the publIc for three months Dunng thiS tIme, m
which no new applIcatIOns nor apphcants' mquIrles
were accepted, the staff, helped by ten phannacy
students, orgamzed and entered mfonnatIon mto the
system Unfortunately, at the end of the establIshed
penod, not even half of the work had been
completed It was ImpOSSible to extend the "closure"
of the regulatory authOrIty Therefore, the DRA had
to contmue entermg the backlog mfonnatlon whIle
acceptmg new applIcatIons

If It IS not pOSSIble to stop recelvmg applIcatIOns as outlIned above, the only other chOIce IS to enter the
backlog gradually whIle new applIcatIOns are bemg receIved In countnes where the valIdity ofmarketmg
authonzations IS fixed by law or regulatIOns to a gIven number of years, the Simplest approach IS

1 Start to enter mfonnatlOn With the most recently approved drugs and proceed backwards In
thiS way, older authonzatlOns for whIch no renewal IS sought WIll expIre before they are entered
mto the computer s)-stem and wIll never be recorded

2 Marketmg authonzatlOns regardmg regIstered products for which applicatIons are receIved
whIle entenng the back log are recorded when a deCISIOn IS made, regardless of theIr valIdity
date In thIS way, the computer system will Issue the relevant certIficate (renewal or varIatIOn)
In fact, m these cases one assumes that the fact that an applIcatIon IS submItted ImplIes that the
drug IS actually bemg marketed and that the MA holder IS mterested m keepmg It on the market

3 ApplIcatIOns for new marketmg authonzatIons are entered as they arnve

If suffiCient staff are avaIlable, separate staff and/or separate workmg hours, could be dedIcated to
entermg the backlog mformatlOn accordmg to the "reverse order" method and to the authonzations
tnggered by mcommg applIcatIOns

CountrIes where marketmg authonzatlOns are valId mdefimtely, and that cannot change thiS regulatIOn
while revlewmg legislatIOn and regulatIOns, need to deCide whether they must enter mfonnatlOn on all
MAs or only on those of products actually marketed POSSible approaches are shown below

• Enter same data on all MAs Choose any work programme and start data entry
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• Enter data only on MAs ofproducts actually marketed Ifno relIable system to Identify products
actually marketed IS available, start entermg data only for apphcatlOns for new MAs and MAs
for which certificate, renewal or vanatlon apphcatlOns are received

• Enter full data only on MAs ofproducts actually marketed and mmlmum data on MAs of
products not actually marketed Give pnonty to entermg data only for applIcatIOns for new MAs
and MAs for which certIficate, renewal or vanatlOn applIcatIOns are received Whenever time
permits, carry out data entry of basIc mformatlon startmg from MAs that were Issued over 10
years ago and go backwards from then

2 Unusable data

Unusable data are those that are so mcomplete, outdated, maccurate, or unrehable that they cannot safely
be used m the new computer system There IS no speCific method to Identify whether data m a DRA IS
unusable DRA staff should know whether data on MAs accurately reflect the drug Items actually bemg
marketed, and whether those data are suffiCiently consistent and complete to permit thetr use as the basIs
on which the new computenzed system IS bUilt If ORA staff are unable to determme thiS, then data IS
not usable IfeXlstmg data cannot be used, there are two optIOns, descnbed below, for creatmg a database
for a computer-assisted system

Inventory market situatwn

An mventory ofthe market SituatIOn IS necessary m all cases where no relIable or up to date mformatIon
IS aVailable about all medlcmal products actually bemg marketed Such an mventory reqUires that
compallles With products on the market who are WillIng to contmue marketmg them make thiS known m
wntmg to the regulatory authonty ThiS notificatIOn Will entitle compallles to a temporary marketmg
authonzatIon Products for which no notificatIOn has been given by a certam date Will no longer be
allowed on the market, and compallles responSible for their ImportatIOn or sale Will be penalIzed (e g,
seizure, plus cost of destroymg them, plus fine)

The ORA's request for notification on eXlstmg products may be Simple, Ie, reqUire only mmlmum
mformatlOn to be proVided, If It IS reasonably certam that a formal assessment for registration (see below)
Will eventually be conducted The mmlmum data to be collected m a notificatIOn are

• Name of the medlcmal product (either genenc or brand name)
• Name of active mgredlent(s) usmg the INN (InternatIOnal Nonpropnetary Name), If available
• Dosage form, strength and route of admllllstratlOn
• Purpose of use (although thiS may not always be an approved mdlcatlOn)
• Manufacturer, name and full address
• Manufacturmg country
• Package sizes and pnces

If a formal assessment IS not gomg to be made, It may be appropnate to mtroduce additIOnal elements
m the notificatIOn request, requmng that other documents are submitted With the notificatIOn m order to
make It vahd In additIOn to the mllllmum data lIsted above, the notificatIOn form should mclude at least
the followmg detmls

• Mam therapeutic group
• Importmg agent, name and full address (If applIcable)
• Complete composItion With active and mactIve mgredlent(s)and their quantities
• Therapeutic mdlcatlOns
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• Copy of all labellIng, mcludmg any package msert
• WHO-type product certificate from the country of ongm
If the manufacturer or Importer (dlstnbutor) does not prOVide the reqUired mformatIon, the sale ofthe
product after a fixed date may be forbidden

Before, or ImmedIately after, the end date for compames to submIt a notIficatIOn, the regulatory authonty
should publIsh cntena for ISSUIng regular marketmg authonzatlOns and plan, on the basIs ofthe estImated
workload entaIled, a more formal assessment ofthe drug Items that have been given temporary marketmg
authonzatIOn At least three dIfferent approaches are pOSSIble

• Start, WIthout defimng a precIse schedule, askmg compames (all together, m alphabetIcal order,
or otherwise) to submIt the reqUired documentatIOn as when applymg for an MA for the first
time This approach does not allow the DRA to determme how long It WIll take to assess all drugs
WIth temporary MAs, and WIll reqUire extendmg theIr temporary valIdity mdefimtely ThIs IS the
approach taken by most mdustnahzed countnes

• EstablIsh a predefined schedule for assessment of temporary MAs and endeavour to meet
deadlInes

• Estabhsh pnontIes accordmg to any preferred cntena (e g, fixed-dose combmatIOn drugs,
Imported drugs, therapeutIc classes, etc) and start requestIng submISSIOn of documentatIOn on
the basIs of these

Resubmit all appbcatlOns, budd database gradually

This approach IS SImIlar to that of carrymg out an Inventory of the market sItuatIOn, but WIth a major
dIfference Compames are not asked SImply to notIfy and submIt mInimum InfOrmatIon on the products
they are already marketmg and WIsh to contInue marketmg, they are asked to submIt a full applIcatIOn
for marketmg authonzatlOn based on publIshed reqUirements and standards ThIs means that the DRA
should be prepared to receIve and process large amounts of documentatIOn

Compared to the notIficatIOn approach, thIS has the advantage ofestablIshmg a baselme documentatIOn
agamst whIch all future routme controls and applIcatIOns for vanatIOns and renewals can be checked The
dIsadvantage IS that the DRA may be so overwhelmed by large amounts ofdocumentatIOn that It cannot
even claSSIfy It properly, or venfy whether It IS accurate and complete As m the case of the market
mventory, products for whIch documentatIOn IS receIved are granted a proVISIOnal marketmg
authonzatlon, whIch WIll be valId untIl techmcal assessment of the submitted documentatIOn IS done

D USIng the Computer In the Drug Reglstratlou Process

When computenzmg, automatIOn of drug regIstratIOn work takes place at vanous steps, as summarIzed
m the table below
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I Step I ActIOn lD the Software I Explanation I
ReceIpt of Enter apphcatiOn number, ThIS creates a new entry to whIch all system users
apphcatiOns date, apphcant, drug name, WIll be able to refer It allows the authonty to start

strength and dosage form, and momtormg steps of assessment process and
prmt receIpt of apphcatiOn calculate step-by-step and overall duration of

assessment

Dunng Retneve selected mformation IndIVIdual assessors enter mfonnatiOn related to
assessment on previOUS deCISiOns, sIml1ar theIr speCIfic area, retneve mformatiOn on, and

drug Items, product check status of SImIlar products They also record
mformation sheets (summary) assessment reports and deCISiOn

proposals
Enter deCISIons made at each
mdlvldual step, and prmt letter
requestmg addItional
mformatiOn If reqmred

The final Retneve selected mformatiOn Users With appropnate password nghts can take a
deCISIon on previOUS deCISions, slml1ar global VIew of assessment reports and proposed

drug Items, product deCISiOns, can retneve mformatlOn on and check
mformatlOn sheets status of SImilar products, and Issue new

marketmg authonzatiOns, renewals, or variations
Enter final deCISIon as appropriate

Notify Pnnt standard notificatiOn of When a deCISiOn IS reached, the software can be
apphcant and deCISIon on apphcatiOn and used to generate pre-defined correspondence,
Issue MA send to apphcant marketmg authOrizatiOns, and certIficates for the

apphcants, greatly reducmg the tIme needed to
Print standard marketmg produce such documentatiOn
authonzatiOn and dehver to
apphcant

Report Retneve necessary Prepanng complex reports IS extremely easy
preparatiOn mformatiOn, usmg predefined Reports can be prepared based on any

report formats, or custom combmatiOn of searchmg cntena In addItiOn to
selectiOn cntena pnntmg, the report output can be sent to a file m

order to change Its format or to e-mmllt

Issumg other Retneve Items on which The advantages of automation of Issuance of
correspondenc correspondence and correspondence and certIficates are Immense,
e and certIficates are to be Issued and espeCIally when staff or faclhties are reduced It
certIficates prmt correspondence and saves time and tedIOUS work, and reduces the

certIficates based on standard number of mIstakes In addItiOn, the promptness
predefined formats and rehablhty of the response Improves the Image

of the authOrity

The chart below Illustrates the process m whIch drug regIstratiOn data are entered mto the software, from
the tIme an apphcatlon IS receIved, through all of Its processmg steps
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Whatever software system IS selected for use at a DRA, staff wIll need to be traIned In how to operate
It In addItIOn, If a network IS newly Installed, all staff wIll also need to be traIned In how to use It
effectively ProvISions must be made for adequate tramIng ofall necessary staffmembers when the new
software IS mstalled, and for traInmg any staffmember hIred after the mltIal tramIng It would be best for
thiS traInIng to be done professIOnally by the techmcal support team of the software programme, and
geared toward makmg two or more DRA staffmembers mternal experts on the programme At least one
week should be dedIcated to trammg and practice with the new system, preferably wIthout any outSIde
dIstraction or mterruptlOn All staffmembers who Will be usmg the computer system should be reqUIred
to attend trammg on the software, done either by the external traIners, or by the mternal experts
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The trammg objectives are

How to Implement Computer-AssIsted Drug RegIstratIOn

• Ensurmg that everyone IS aware ofthe reasons for mtroducmg or changmg the computer system
and knows what IS expected from the new situatiOn

• Ensurmg that staff attitudes toward the use of computers are appropnate m view of the new
environment

• Creatmg or Improvmg skills to match the new tasks or the new ways m which usual tasks will
be carned out

• Learnmg how to operate the software system

Assummg that decIsiOn makers wlthm the DRA have made the decIsiOn to computerIze and are therefore
already motivated, the first focus oftrammg will be on key staff members whose support IS CrItical m
order to motivate the others

Unless needs are Identified for trammg m speCific new procedures that are bemg mtroduced
concomitantly with computenzatlon, trammg should be of the hands-on type, usmg real data and m the
usual workmg environment

F Ensure Computer System Support

For a computer-assisted drug registratiOn system to functiOn effectively, adequate computer support and
mamtenance must be avaIlable The type of support needed differs for a network versus a stand-alone
system Consistent support, regular mamtenance, and perIodiC upgrades necessarIly reqUire money,
although, as explamed above, the expenses are low when compared to the cost of the entire regulatory
structure The budget for the DRA should mclude funds annually for thiS type of operatIOn Important
pomts to conSider m computer support are summarIzed below

Stand-Alone Computer

There IS no need for permanent, full-time computer experts to support stand-alone computers at the DRA
Users need to understand the Importance of makmg regular backups (see below) of eXlstmg data, learn
how to do that, and learn how to reactivate the system after a breakdown Experts will be needed for
trammg, but Ifusers can learn these thmgs, they can manage on their own Hardware mamtenance Will
be necessary when there are hardware problems with the computer, so arrangements must be made for
prompt, rehable service and repaIr, even If the computer IS still under warranty

Network

Dependmg on the type and size of the network m place and the varIety of applications that are expected
to be runnmg on It, the DRA Will need specialized personnel, dedicated full-time or Immediately aVailable
on call, for mamtenance, admmlstratiOn, or repair The aVailability of such personnel does not replace
the need for regular backups ofeXlstmg data Nor does It replace the need for WrItten procedures for users
to follow when usmg the different faCIlIties available from the network The same hardware mamtenance
needs descnbed m the sectIOn above apply, and are even more cruCial for the server computer m the
system If the server IS not functlOnmg, the entire network IS either handicapped or unusable, dependmg
on the network deSign and configuratIOn
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CopIes ofeXlstmg mformatlOn made on diskettes or on separate hard disks are called backups Users need
to understand that computer systems may fat! for different reasons In some cases, data cannot be
recovered and damaged data need to be replaced from backup copIes that are made on a regular basIs
Ifbackups are done dally, the maXImum amount ofmformatlOn lost IS one day ofwork Ifthey are done
weekly, It can be a week' It IS crucIal to perform backups regularly and comprehensIvely, and to venfy
that the backup IS functlOnmg correctly Check the dIskette, hard dnve, or tape to venfy that the correct
data was recorded dunng the backup, so that Its absence IS not dIscovered when It IS urgently needed

Supplies and Upgrades

The DRA budget should contam adequate funds for computer system supplIes such as toner cartrIdges
and paper for the prmter Money should also be budgeted for regular hardware upgrades, such as more
memory, faster processors, larger hard drIves, or new or additIOnal computers, as needed, but at least
every three years Fmally, funds must be allocated for mamtenance contracts for servlcmg the prmters
and computers ApproxImately US$750 should be budgeted annually for each computer, and US$400 for
each prmter, although these figures can vary greatly m dIfferent parts ot the world These figures should
be adequate for both mamtenance and upgrades
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KEy POINTS OF THIS CHAPTER

1& Written procedures are necessary to ensure consistency of data, proper use of
the system, access to the aVailable features, and to help prevent system
breakdowns

1& No matter which ImplementatIOn approach has been selected, It IS necessary to
review the qualIty of the mformatIOn entered for mternal consistency

1& DRAs should try to ensure that critical staff are not lost to the private sector or
other agencies

1& No DRA will be successful m the performance of ItS duties If It does not have
full and ongomg government support, partIcularly dUring changes of
government

1& DRAs should establIsh mechamsms to regularly receIve techmcal support from
other mstitutions and mdividuais

1& DRAs should establIsh effectIve and meanmgful commumcatIOns WIth other
regulatory authOritIes

A Written Procedures

Beyond InstructIOns for appltcants and gUidelines for staffto assess applicatIOns, wntten procedures are
necessary to ensure conSIstency of data, proper use of the system, access to the avaIlable features, and
to help prevent system breakdowns The table below outlines the Issues for WhICh wntten procedures,
aImed at ensurIng proper use of a computenzed system, need to be prepared

For Completeness of InformatIon

Amount of DRAs need to deCIde on the mInImUm amount of InfOrmatIOn entered for
InformatIon that each applicatIOnlMA and aSSIgn responsIbIlttIes to ensure that thIS IS done
needs to be Expenence has shown that It IS necessary to establtsh and Implement the
recorded mInImUm amount of InfOrmatIOn for data entry at the very begInnIng of

computenzatron Any plan to enter only part of the data on each applicatIon
In each phase (e g , enter the mInImUm InformatIon now, and more
comprehensIve data In a future phase) should be aVOIded because It IS
VIrtually ImpOSSible to manage

Assessment The deCISion whether to record the full text of assessment reports or SImply
reports the final recommendatIOn (1 e, accept, don't accept, pendIng) In the

computer system IS a matter of local Judgement A smtable compromise
would be to record full reports only for deCISIOns that have reqUired detaIled,
lengthy technIcal work and search ThIS would allow easy access to the
InfOrmatIOn In the event of a SImIlar SItuatIOn
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CommUnication Most --If not all-- types of commUnIcatIOns with applIcants can be
s with applIcants anticipated and a standardized format can be developed for each of them

DRA staff should be encouraged to make use of computer-generated
correspondence This IS not only to ensure consistency of mterchange with
applIcants, but also to ensure that the computer system has a copy of the
correspondence sent out and that this copy IS mternally lmked to the
applIcation or MA to which It refers This allows all Issued correspondence
to be readily accessible when vlewmg applIcatlOn/MA data

DecIsIOn It IS very Important that the outcome of the assessment and decIsIOn makmg
process on an applIcatIOn be Issued as a document generated by the
computer system The system needs to be a vital part of the registratIOn
process and should not be seen as an additIOn to It, reqmred only for the
purpose of preparmg reports In addition, Issumg MAs from the computer
helps to ensure that all the necessary mformatIon IS there

I For Consistency of InformatIOn I
How to establIsh To ensure consistency of mformatlon and to aVOid dlspersmg data m too
classificatIOns many categorIes, It IS Important that access to entry of abbreViatIOns,
and categorIes classificatIOns, substance names and other categones, be restrIcted to one or

two users Therefore, procedures need to be establIshed so users understand
how the eXlstmg abbreViatIOns and categones have been developed and how
they can propose new entnes DecIsions of thiS type need to be made for
most or all the elements that may be used as searchmg CrItena for data
retneval and for presentation cntena for reports It IS prudent to make thiS
type of decIsIOn pnor to engagmg m routme data entry and aVOid changmg It
after mformatlOn has been entered accordmg to one cnterIon Lists of
categones and entries can be posted m the office for easy data entry
reference

Example When estabhshmg a lIst of pOSSible dosage forms, users may
decide to have an open-ended number of oral sohd forms or may decide to
lImit It to a number of basIc ones (e g, capsule, tablet, modified-release
capsule, and modIfied-release tablet), assummg that all the other
modifications of these four would fall mto one of them

Substance Several substances used m pharmaceutical preparatIOns have been assigned
names different names m dIfferent parts of the world The number of synonyms

that eXIst, therefore, mean that there IS a rIsk of usmg different synonyms for
the same substance even withm the same DRA Unfortunately, computer
systems work m such a way that two different names, even If they refer to
the same substance, are conSIdered two different Items When
computenzmg, It IS cruCial that DRAs establIsh rules for both applIcants and
staff on cntena for usmg substance names Users need to follow appropnate
procedures when addmg new substance names to the system to ensure data
consistency

I For Computer OperatIOn I
How to SWItch Local area networks have reqmrements that must be met to ensure theIr
the computers proper functIOning Dependmg on the setup of the system, users may need to
on every make sure that a gIven sequence IS followed for sWltchmg on and off the
mornmg computers each day
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Troubleshootmg Users need to know how to recogmze when somethmg IS not workmg
properly, how to rectify the situatIOn, alone or with assistance from other
staff, and how to prevent the situatIOn becommg worse when problems have
occurred They must also know to call for support when needed

How to perform Users need to refer to WrItten procedures mdlcatmg, for each admlmstratlve
each procedure, WhICh computer system options are avaIlable and what are the
admmlstratIve procedures and for selectmg and usmg the proper optIOn
procedure

B Checkmg QualIty of Data

In earlIer sectIOns, the Importance ofhavmg data entry done by profeSSIOnals and establIshmg procedures
to ensure conSIstency of data has been discussed It may be adVIsable to spot-check the qualIty of data
entered agamst the hard copIes A few months after computerIZatIOn has started, no matter whIch
ImplementatIon approach has been selected, It IS also necessary to reVIew the qualIty of the mformatlOn
entered for mternal conSIstency ThIS reVIew should focus on

• Incomplete entrIes (e g , MAs for WhICh some pieces of mformatlOn have never been recorded)
• Duphcatlon ofcodes/abbreViatIOns (e g , entrIes for both "Slow release tablet" and "Tablet, slow

release")
• DuplIcatIOn of substance names (1 e , synonyms not hnked to each other)
• InconSIstent mformatIOn m apphcatlOns and MAs (e g, a dosage form of"tablet," WIth route of

admmlstratIon of "mtravenous")

Although a computenzed system usually has features that permIt users to check data, a thorough analySIS
of the data usually reqUires aSSIstance from techmcal computer profeSSIOnals who have been mvolved
m the development of the software There are two reasons for thiS

• In many cases, the bIggest problem IS not to IdentIfy mcomplete entnes or duplIcatIOns, but rather
to find ways to proVide ImmedIate solutIOns to madequate or mcorrect data, and to aVOId
repeatmg the same mistakes m the future

• Expenence has shown that the most common causes of poor quahty of data are a) lettmg too
many staff have access to establIshmg codes and substance names, and b) msufficlent trammg
of users

Ensunng qualIty ot mformatlOn IS a cruCial part ofmamtammg a computenzed system Ifthe reVIew of
data IS not undertaken senously and regularly, the nsk IS that the mconslstent mformatlOn may grow to
such a level that the reports and statistics prepared by the computer are not relIable ThIS senously affects
the credIbIlIty and value of the DRA
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C Retammg Staff

The mtroductiOn of computer-assisted drug
registration IS a major undertakmg and
mvestment The mvestment also mvolves
trammg of staff If staff leave the ORA, most
of the effort put mto their tram109 IS lost
Therefore, DRAs should try to ensure that
cntical staff are not lost to the pnvate sector
or other agencies Some ways to retam staff
may mclude opportumties for trammg, fair
salanes, and estabhshmg an appropnate level
of status for the pOSitiOns

D Political Support

Several countrIes m AfrIca and Latm Amenca have
been successful m retammg qualIfied staffby
provIdmg mcentIves, such as trammg opportunItIes,
and by ensurmg that salanes are mamtamed at a level
competItIve WIth the pnvate sector ThIs has been
made pOSSible by creatmg a regulatory authonty that
has a separate admmlstratIve set up, whIle remammg
under the control of the MInIstry of Health

No ORA will be successful 10 the performance of ItS duties If It does not have full and ongomg
government support, particularly durmg changes of government The support reqUired IS

• Clear and firm legislatIOn that addresses all of the relevant Issues and carnes appropnate
sanctIOns for VIOlatIOns (see sectIOns on legislatIOn)

• Fmanclal and other resources, consistent With the designated functIOns, particularly III relatIOn
to staffing, office facIlities, commumcatIons, mspectlOn actiVIties, and a quahty control
laboratory

• WIlhngness to defend decIsIOns and pohcles that benefit pubhc health, but that may be unpopular
With those that have vested mterests

• Support III the ImplementatIOn of sanctions

Certamly a ORA cannot control polItical Will However, DRAs may be able to undertake Illitiatives to
advocate then case With national pohtICIanS and consumers For example, arguments that could be used
to Improve the Image and VISIbIlIty of a ORA are

• Consumers, espeCially when they are Sick, are unable to assess quahty, safety and efficacy of
pharmaceuticals, and thiS assessment cannot be left to pharmaceutical compames alone to
conduct

• Regulatory activIties can be almost entirely self supported through an appropnate fee collectIOn
mechamsm

• A strong registratIOn process, along With a qualIfied team of GMP mspectors, can Improve the
qualIty and rehabllIty of domestic manufactunng and, hence, Illcrease the hkehhood of
exportations

E MaXimize EXlstmg Resources

Because resources are usually hmlted, It IS Important to take steps that Will make the most of them
Several optIOns are lIsted below, and a regulatory authonty could benefit from some or all of these
suggestIOns
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Establish mechamsms to regularly receive techmcal supportfrom other institutIOns and individuals

In several countnes, one or more techmcal advIsory groups or commIttees are estabhshed to provIde
techmcal advIce to the DRA Such advIsory groups may consIst of natIOnal experts m chmcal
pharmacology, pharmacology, pharmaceutIcal SCIences, chmcal medlcme, and other areas The group
or theme-specIfic subgroups could meet once or twIce a month to provIde advIce on specIfic Issues The
group could also define a hst of baSIC cntena, e g , whIch fixed-dose combmatlOns are acceptable, a
common baSIC data sheet for drugs of the same profile (as m the WHO Model Prescnbmg InformatIOn,
the BrztlshNatwnalFormulary, theGUlde NatIOnal de Prescrzptwn, the Amencan MedIcal AssocIatIOn's
Drug EvaluatIOns, and other pubhcatlOns), labehng cntena, a "posItive" lIst ofactIve pnnclples (e g , all
accepted benzodIazepmes, systemIc cortIcosterOIds, etc ), or acceptable exclpIents On the baSIS ofthese
documents the regulatory authonty WIll be able to process regIstratIOn apphcatlOns for WIdely used drugs
more expedItIOusly

Establish effective and meaningful commumcatlOns With other regulatory authontles

Regulatory authontles WIth hmIted resources (both human and matenal) may WIsh to proceed cautIOusly
m hcensmg drugs contammg active mgredlents that have not been WIdely used When faCIlIties or
resources do not allow for analysmg a large amount of techmcal documentatIOn or for conductmg
appropnate studIes (e g, suffiCIently large chmcal tnals, laboratory analySIS, and post-marketmg
surveIllance), ad hoc connectIOns WIth more advanced regulatory authontles m other countrIes could be
establIshed ThIS would allow the DRAs to learn from each other's expenence and to have a reasonably
sohd baSIS for a deCISIOn about IIcensmg actIve mgredlents

A SImplIfied approach that regulatory authontIes WIth lImIted resources may adopt IS the establIshment
of contmuous workmg relatIons WIth two or three hIghly evolved drug regulatory authontIes ofcountrIes
WIth a SIzeable pharmaceutical market The DRA could then exclude from regIstratIOn all actIve
mgredlents not regIstered m at least one of the reference countrIes, unless exceptional CIrcumstances
demonstrated a local need

In addItIon, the evaluatIOn, for regIstratIOn purposes, of manufacturers based abroad IS not an easy task
for many regulatory authontles ForeIgn manufacturers' premIses can be VISIted only sporadIcally (If at
all), and such VISItS may not be suffiCIent to allow sound Judgements to be made, or have any legal
Impact The most practical approach seems to be to establIsh connectIOns With the regulatory authontles
of the countnes where manufacturers are based ThiS would ascertam whether there IS a regulatory
authonty, what task It performs, and on the baSIS ofwhich CrItena It grants manufacturmg lIcences and
momtors productIOn meant for natIOnal use and for export

The WHO CertIficatIOn Scheme on the QualIty of Pharmaceutical Products Movmg m InternatIOnal
Commerce IS an admmlstratIve tool for the exchange of mformatlon among regulatory authontIes Its
regular and proper utilIzatIOn may contnbute to a slgmficant reduction m the nsk of bemg confronted
WIth substandard or spunous drugs However, the value of certificatIOns Issued pursuant to the Scheme
IS determmed by the credibilIty of the Issumg DRA
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Create sImplified and meamngfulprocedures and documentatIOn analysIs

ThIS may sIgnIficantly contrIbute to the efficIency and the relIabIlIty of the evaluatIon of applIcatIOns
In all cases where the safety and efficacy profile of the product for whIch regIstratIOn IS sought IS well
establIshed, and the lIcensIng authorIty IS satIsfied wIth the aVaIlable InformatIOn shOWIng that thIS Item
meets recognIzed therapeutIc needs, qualIty becomes the most Important concern In evaluatIng an
applIcatIOn If regulatory authorItIes wIth lImIted human and materIal resources lImIt most of thelf
lIcensIng actIvItIes to well-establIshed drugs, they wIll be better able to evaluate the manufacturIng
process and Its controls, the speCIficatIOns of the medICInal product and ItS regulatory status mother
countrIes, and the GMP profile of the manufacturer

Example Assessmg marketmg appltcattons m a very small, yet computenzed, regulatory authonty

In thIS example, a "very small" regulatory authorIty IS one that does not have enough staff to carry out
ItS own assessment for all applIcatIOns for marketIng authorIzatIOns that It may receIve Apart from
sItuations of war or long-Iastmg cIvIl unrest, there are two SItuatIOns where "very small" regulatory
authorities can be found

• Countries where the market sIze IS sufficIently large and the polItical sItuation IS sufficIently
stable to motIvate domestIc and foreIgn companIes to engage In drug manufactUring and trade
In thIS SItuatIOn, the DRA should try to buIld the necessary polItical support to establIsh a full
fledged regulatory body However, untIl thIS IS achIeved, the approach deSCribed here may be
conSIdered

• Small countries WIth a very small market, often WIth communIcatIOn or transportatIOn
dIfficultIes In these SItuatIOns, the market SIze for many drugs IS so small that the number of
potentIal supplIers IS also small VIrtually no manufacturer submIts applIcations for marketmg
authOrizatIOns, and only a few Importers ensure regular supply and, If reqUIred, submIt
applIcations for Import permIts

Very small DRAs need to establIsh priOritIes to ensure that the best outcome IS achIeved In most cases,
local productIOn IS very small, therefore the priOrity of regulatory work IS to ensure relIable qualIty and
a regular flow of Imported supplIes To achIeve thIS, collaboratIOn WIth Importers m both the publIc and
prIvate sectors IS cruCIal Such collaboratIOn should aIm at Identrfymgthe most favourable balance among
these optIOns

• Too many regulatory/admInIstrative reqUIrements may overburden small companIes, causmg a
negatIve Impact on drug prIces, and reducmg the number ofcompames wlllmg to do bUSIness In
or WIth the country

• Too lIttle regulatory control would put consumers m the hands of Importers --who are not
necessarily properly qualIfied-- WIthout suffiCIent protectIOn from the state

• LlmItmg the sourcmg of pharmaceutIcals to a predefined number of countries WIth effective
regulatory capaCIty, and makmg regular use of the WHO-type product certIfIcate may
SIgnIficantly reduce the risk of beIng confronted WIth substandard or SpUriOUS drugs, but may
yIeld satIsfactory results for a lImIted lIst of drugs m terms of price and acceSSIbIlIty
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Access to thIS baSIC InfOrmatIon on authOrIzed
products and efficIent handlmg of Import
permits are cruCial elements that permIt sound
management ofthe regulatory aspects ofdrug
supply and guarantee credIbilIty for the DRA,
even when the InstItution IS very small

WIth hm Ited staff and resources,
computenzatIOn of mformatIOn can be
helpful However, wIth lImIted resources It
may be Impossible to mclude every pIece of
data about an applIcatIOn or MA An example
ofthe mInImUm InfOrmatIOn that a very small
regulatory authOrIty may conSIder IS

•
•
•
•
•
•
•

•
•

•
•
•

applIcatIOn number and date
applIcant
drug name
strength
dosage form
prImary contamer
actIve Ingredients & their amounts by
dosage umt
mdicatlOns for use
manufacturer responSIble for
releasIng final dosage form for
marketIng
dispensIng category
therapeutic classificatIOn
OrIgIn

In an African country With three manufactunng umts
producmg only oral solId and lIqUId forms, two
pharmaCIsts and a secretary have been aSSigned to
drug registration actiVIties, and one chemist and
three laboratory techmclans for the QC laboratory
No GMP mspectors are aVailable

In thiS Situation, It has been deCided that
-+ Smce no thorough assessment of applIcatIOns for
marketmg authOrIZatIOn can be earned out,
authonzatlOns WIll be gIVen only to products
accompamed by a relIable WHO-type product
certificate
-+ A lIst of reference countries whose certificates are
accepted IS establIshed and kept up to date
-+ Drugs that are not mcluded m the natIOnal drug
formulary are registered only under exceptIOnal
circumstances of documented high publIc mterest
and after the deCISIOn of a speCialIzed commIttee
-+ QC lab actiVIties should focus on domestic
products, and on Imported products that are
manufactured m reference countrIes, have acceptable
certificatIOn, but are not Identical to those marketed
m the eXPOrtmg country
-+ Resources Will be made aVailable to permit the
two pharmaCists engaged m drug regIstratIOn to VISit
other regulatory authontles and receive ad hoc
trammg m order to Improve their skills and
knowledge



ADR
AHFS
ATC
CADR
CAS
DDD
DGCS
DOS
DRA
GCP
GMP
GTZ
INN
INNM
MA
MB
MOH
NCE
OTC
PI
QC
RAM
USAID
USP-DI
VA
WHO

Annex 1 List of Acronyms

Adverse Drug Reaction
Amencan HospItal Formulary ServIce

AnatomIc TherapeutIc ChemIcal (classIficatIOn scheme)
Computer-AssIsted Drug RegIstratIOn

ChemIcal Abstract ServIce
Defined Dally Dose

DIrezlOne Generale per la CooperazlOne allo SVlluppo
DISk Operatmg System

Drug Regulatory Authonty
Good ClImcal Tnal PractIces

Good Manufacturmg PractIces
Gesellshaft fur Techmsche ZusammenarbeIt

InternatIOnal Nonpropnetary Name
InternatIOnal Nonpropnetary Name, ModIfied

Marketmg AuthonzatIOn
Megabyte

MImstry of Health
New ChemIcal Enttty

Over the Counter
Product InformatIOn

Quahty Control
Random Access Memory

UnIted States Agency for InternatIOnal Development
UnIted States PharmacopoeIal ConventIon - Drug InformatIOn

Veterans AdmInIstratIOn
World Health OrganIZatIOn
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Annex 2 The Drug RegistratIOn Process

Drug regIstratIOn IS a system that subjects all pharmaceutIcal products to pre-marketIng evaluatIOn,
marketIng authonzatIOn, and post-marketIng reVIew to ensure that they conform to reqUIred standards
of qualIty, safety, and efficacy establIshed by natIOnal authontIes The outcome ofthe drug regIstration
process IS the Issuance or the demal of a pharmaceutical product marketIng authonzatIon or lIcence

The regIstratIOn process entaIls the steps descnbed m the followmg dIagrams The first, "Assessment of
ApplIcatIons for New Marketmg AuthonzatIOns," prOVIdes a global descnptIOn of the regIstratIOn
process Not all the areas of assessment (I e, those mdicated m boxes m the chart) are relevant for all
drug products For example, safety and efficacy assessment IS reqUIred for new chemIcal entities (NeE)
only, mterchangeabilIty applIes only for genenc products, and not all countnes mclude pnce as part of
the assessment of an applIcatIOn for MA The second chart descnbes assessment of Imported well
establIshed products

DeCISIons on applIcatIOns are made on the baSIS of assessment reports prepared by qualIfied staff To
carry out drug regIstratIOn a DRA may

• Prepare ItS own reports,
• Rely on reports prepared by other natIOnal authontIes,
• Rely on deCISIOns made by other natIOnal authontIes, or
• Apply a combmatIOn of the above optIOns, which IS the most frequent case

An assessment report may mclude

• A bnef outlIne ofthe mformatlon prOVided In the applIcatIOn
• The reasons for any dIsagreement With the applIcant's proposals
• A summary and evaluatIOn of mformatIOn on interchangeabIlIty (when applIcable), With

recommendatIOns and reasons
• A proposal of final deCISIon

If the DRA finds that the InfOrmatIOn submitted IS mcomplete or does not agree With statements,
conclUSIOns, or proposals made by the applIcant, an appropnate letter IS usually sent to the applIcant In
general, such letters are requests for addItIOnal mformatIOn or explanation on speCIfic Issues They are
referred to as the "correspondence loop" m the first chart Relymg on a SCientific report prepared by
another natIonal authonty may entaIl startmg a correspondence loop, If the data set submItted IS not the
same as the one submItted to the other regulatory authonty

When asseSSing Imported products, It IS recommended that a WHO-type certIficate With approved product
InfOrmatIOn be obtaIned m all cases, together WIth assurance by the applIcant that the product to be
supplIed IS Identical m all aspects ofmanufacturmg and qualIty to that approved m the exportIng country
As presented m the second chart, It Will also be necessary to conSider whether the proposed product
mformatIOn IS appropnate m the ImportIng country
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DECISION CHART FOR MARKETING AUTHORIZATIONS
USING WHO-TYPE PRODUCT CERTIFICATE

OBTAIN WHO TYPE PRODUCT CERTIFICATE

DO YOU INTEND TO RELY ON EXPORTING COUNTRY'S AUTHORITY?

DOES PRODUCT HAVE
MARKETING AUTHORIZATION IN
EXPORTING COUNTRY?

IS THE PRODUCT THE SAME AS
IN EXPORTING COUNTRY

NO

CONSIDER WHETHER
THERE IS REASONABLE
JUSTIFICATION FOR THE
PRODUCT TO ORIGINATE
FROM THE EXPORTING
COUNTRY

NO

YES
ARE DIFFERENCES
ACCEPTABLE?

YES

MAKE YOUR OWN
ASSESSMENT

- CHECK WHETHER ANALYTICAL
METHODS FOR FINISHED PRODUCT
CAN BE APPLIED AT NATIONAL QC LAB

- REVIEW AND IF NECESSARY ADAPT
PRODUCT INFORMATION AND
LABELLING

- ASSESS INTERCHANGEABILITY IF
REQUIRED

51
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Annex 3 Specific Aspects of Drug RegIstratIon LegIslatIOn

When revIewmg pharmaceutical legIslatIOn and regulations, there are certam provISIons and defimtIOns
that should be consIdered Below IS a hst of legIslatIve features and functions that should be carefully
revIewed to ensure that the drug regulatory authonty has the appropnate nghts and responSibIlIties to
function effectIvely

DefimtIOn of Terms If defimtIOns of any terms are ambIguous, vague, and/or leave room for
too many exemptIons, then all of the rules and regulatIons that follow from them may become
mvahdated or meffective

2 Range ofObJects to Be Regulated The scope ofthe Items under the control ofthe DRA should
be clearly stated The mclusIOn of Items such as vetermary drugs, products of natural ongm, or
herbal remedIes, may be controverSial In pnncIple, the cntenon that should be applIed IS that
regulation must encompass all Items, of whatever ongm, that are sold, mtended or used for
therapeutic or diagnostIc purposes, anaestheSia, or contraceptIOn In addItIon, conSIderatIOn of
the potential mdIrect mtake of substances from food-producmg ammals explams why, m some
countries, the same ORA assessmg human drugs also regulates pharmaceuticals for vetermary
use

3 OblIgatory Procedure ProVISIOns should eXIst that prohibIt and mconvemence ImportatIOn,
sale, and dlstnbutIOn of pharmaceuticals before an apphcatIon has been submItted and a
marketmg authonzatIOn has been Issued by the appropnate authonty

4 RIght and Purpose of InspectIOn A provISIon that allows the ORA
• to dispatch mspector(s) to manufactunng SItes to ensure complIance with necessary

regulatIOns and standards, such as GMP, that cannot be assessed from submitted
documents alone, and that need venficatIOn, and

• to suspend or wIthdraw manufacturmg or marketmg hcences whenever the necessary
condItions for theIr valIdity are no longer m place

5 RestrictIOn of AvadabIlItylDIstribution A provIsion that allows the ORA to hmit the
avaIlabilIty of selected pharmaceutIcals to hospitals, deSIgnated centres, and/or speCialIst's
prescnptIOn

6 ExceptIOnal Import A provISIon that allows the ORA to grant exemptIons for ImportatIOn of
unlicensed pharmaceutIcals, based upon the completIon of an establIshed procedure, when
speCial reasons anse (e g , clImcal tnals, speCIfic patient reqUirements, emergency SItuatIons,
etc )

7 Need Clause A prOVISIOn that permits rejectIOn of applIcatIOns or cancellatIOn of marketmg
authonzatIOns for medIcmal products on the baSIS of conSIderatIOns of theIr capabIlIty to meet
a recogmzed therapeutIc or commerCial need Examples of such consideratIOns are
• cost oftreatment course IS equal to or hIgher than that ofproducts already marketed for

the same mdlcatIOns, which have comparable therapeutIc efficacy and adverse reactIOn
profile, and are marketed m suffiCIent number to permIt competItIOn and regular
aVailabIlity, and

• It IS IrratIOnal to mamtam the validity of the marketmg authonzatIOn of a drug that,
although effective when compared to placebo, IS mfenor to a new therapeutIc strategy
m terms of efficacy, safety, and/or cost profile

8 Non-Relmbursablhty of ApphcatIOn Fee A prOVISIOn that establIshes that the payment of

-'
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applIcatIOn fees IS final No reimbursement of fees should be permitted, mcludmg m the case of
rejectIOn or m the case of withdrawal of the applIcatIOn by the applicant

9 Request for Supplementary InformatIOn A provIsion that allows the ORA to request
mformatlOn or documentatIOn supplementary to that reqUIred m applIcatIOn forms, m order to
better establish safety, efficacy, quality and need of the pharmaceuticals under assessment for
registratIOn as well as pharmaceUticals already authonzed

10 ConsultatIOn with External Experts A prOVISIOn that allows the ORA to summon external
specialists to act m an advIsory capacIty whenever deemed necessary

11 CancellatIOn, SuspensIOn, or Withdrawal of Marketmg AuthorizatIOn or Product
RecalllWlthdrawal A prOVIsIon that allows cancellatIOn or suspenSIOn of marketmg
authonzatlOn, and/or recall or withdrawal of product batches already available at dIstnbutlOn
outlets, when any of the followmg happens
• manufacturer does not meet the reqUIred conditIOns,
• the marketmg authonzatlOn IS found to have been obtamed wIth fraudulent or maccurate

mformatlOn,
• safety concerns due to new senous adverse reactions,
• necessary circumstances under whIch the marketmg authonzatIon was granted cease to

eXist,
• no export authonzatIOn ofthe exportmg country IS avaIlable for certam Imported drugs

claSSIfied as controlled drugs,
• unethical promotion, or
• It IS conSidered m the public mterest to do so

12 Good Manufacturmg Practices A set ofpnnclples, technIcal mdlcatlOns and proVISIOns that
gUides the work of pharmaceUtical manufacturers and mspectors These can be fully developed
at the natIOnal level or adopted/adapted from eXlstmg documents such as the WHO GUIdelInes
for Good Manufactunng Practices (GMP)

13 Empowerment for the EstablIshment and Regular Update of Regulatory Categories and
Classifications ProvISIOns that empower the ORA to establIsh and keep up to date dlspensmg
categones (e g , prescnptlOn, aTe, etc ), therapeutic claSSifications to be used for marketmg
authonzatIOn purposes, other definItIOns of product categones (e g , genenc drugs, reference
products, etc)

14 Empowerment to Perform Specific Regulatory FunctIOns ProvIsions that empower the ORA
to establish and keep up to date regulatIOns on advertisement, promotIOn, dlstnbutlOn of free
samples, clinIcal tnals, etc

15 Empowerment to EstablIsh SanctIOns ProvIsions that empower the ORA to establish and
Impose realistiC and proportIOnate sanctIOns when regulatIOns are mfrmged

16 Prohibition ofOffer oflnducement A prOVISIOn that prohIbits dlstnbutors, and manufacturers
when actmg as dlstnbutors, to offer cash, eqUipment, merchandise or any gift to prescnbers
and/or purchasers as an mducement to purchase their products

17 Post-Marketmg Surveillance ProVISIOns to establish obligatIOn, exemptIOn, ways,
responSibilities, and use of mformatlOn obtamed concernmg post-marketmg surveillance
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18 OblIgatIOns of the Drng Regulatory Authority To ensure transparency of decIsIOns and
credibilIty, the DRA should have certam oblIgatIOns These should mclude at least the followmg

• to regularly (e g, quarterly) publIsh mformatlOn on approved pharmaceuticals name,
dosage form and strength, final manufacturer, authonzatIOn number and valIdity,
approved Indications, contramdlcatIOns and lImitatIOns of use, dlspensmg category,
storage conditIOns, and, If applIcable, pnce and social secunty reimbursement status,

• to promptly convey InformatIOn about cancellations or restnctlOns of valIdity of
marketmg authonzatlOns, as well as all other Important announcements of theIr major
vanatlons,

• a confidentialIty agreement that bmds staff and consultants of the DRA regardmg all
mformatlOn obtamed m the performance of their duty (InSpectIOn of premises,
assessment ofapplIcations, or admmlstratlve work) unless otherwise reqUIred by law or
cnmInal mvestIgatlOn,

• an oblIgatIOn for all staffand consultants ofthe DRA to have no finanCial mterest m the
pharmaceutical mdustry,

• separation ofdrug regulatory functIOns from manufacturmg or procurement functions



Annex 4 MlllImum ReqUirements for a Drug Regulatory Authonty

A Office Space and EqUipment

• Computer room The room should be at least 12 square metres wIth tables and shelves to store
reference books and files under consIderatIOn It should be a clImate-controlled, secure room that
IS not susceptible to leaks or floodmg ThIs room should be used for the server computer m a
networked office, or the pnmary computers m a non-networked office

• Room where applications are received ThIS room should be at least 12 square metres wIth a
desk to receIve people submlttmg applIcatIons and to provIde mformatIOn, forms, and matenals
It should also have tables and shelves to store reference matenals and files before dIstnbutIon
for assessment, and shelves or cupboards to temporanly store samples and packagmg

• Waitmg room The room should be at least 12 square metres wIth a sIttmg area and, on the
walls, mstructIOns for applIcants (e g , a list ofdocuments to submIt for each type ofapplicatIOn)

• File room ThIS room should be at least 50 square metres wIth a desk and shelves to store files
after assessment IS completed and decIsIOn published FIles are stored by an established cntenon,
e g , regIstratIOn number, product name, or MA holder name m alphabetical order

• Staff offices If there are separate offices, they should have desks wIth a computer termmal

• ComputerslPrmters At least two computers, one dedIcated to the drug regIstratIOn software
system, and one for correspondence and other purposes, should be avaIlable The mInImUm
recommended specIficatIons for these computers are 486 processor, 4 MB ofRAM, and 100 MB
of free hard dnve space At least one pnnter should also be avaIlable for use wIth the drug
regIstratIOn software system

B Staff

An expenenced pharmacIst or medIcal doctor wIth special trammg and expenence m assessmg MA
applIcatIOns should be appomted as team leader/chIef/dIrector At least two addItIOnal technIcal
profeSSIOnals should be aSSIgned to assess applIcatIOns, prepare reports, and propose final deCISIOns An
appropnate number of support staff should also be aSSIgned to the DRA

C Legislation, RegulatIOns, GUidelInes, InstructIOns

Several updated copIes of all relevant legIslatIOn, regulatIOns, and other wntten matenals should be
relIably avaIlable (at least one per technIcal profeSSIOnal staff, plus spare copIes to permIt on-SIte publIc
consultatIOn)

D Reference Books and Manuals

The followmg matenals should be avaIlable, m numbers proportIonate to the SIze of the staff

• Software package user manuals

Previous Page Blank .. f1 '
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• LIsts and crIteria for defimtIons, abbreviatIOns, and codes used m the recordmg of mformatlOn
and deCISions made durmg assessment of applIcatIOns

• Reference books At least the followmg should be relIably avaIlable
~ INN CumulatIve LiSt, Color Index, Merck Index, and Martmdale to help Identify active

and mactlve substance names These do not waive applIcant's oblIgatIOn to submit
source of substance names used m applIcatIOns

~ Books and/or compact disks publIshmg approved product mformatlOn m reference
countnes, e g , USP-Dlspensmg InformatIOn, Bntlsh NatIOnal Formulary, Vidal, to help
assess product mformatlOn (mdlcatlOns, contramdlcatlOns, adverse effects, etc) These
do not waive applIcant's oblIgatIOn to submit, m the case of Imported products, or
products also marketed m other countries, an up to date certificate provldmg the same
mformatlOn as m the WHO CertificatIOn Scheme

E Admmistrative Tools

• RegIsters
~ new drug applIcatIOns log
~ renewal applIcatIOns log
~ vanatlon applIcatIOns log
~ MAs log
~ natIOnal essential drugs lIst
~ hospital use only drug lIst
~ other special lIsts as appropnate

• Model certIficates and correspondence
~ MA
~ revised MA
~ letter mformmg of rejectIOn of applIcatIOn
~ letter mformmg of cancellatIOn of/vanatlOn to MA
~ letter requestmg additIonal mformatlOn/documentatlOn to support applIcatIOn
~ applIcatIOn follow-up form
~ WHO-type product certificate
~ other forms/letters as applIcable

• MAs and revIsed MAs should mclude at least
~ product name
~ dosage form
~ dosage strength
~ presentatIOn
~ pnmary contamer
~ MA holder name and address
~ name and address of final manufacturer
~ approved names and quantItIes of actIve mgredlents
~ approved names and quantIties of mactlve mgredlents that may be of concern for a

number of potentIal consumers (e g , tartrazme, ethanol, saccharose)
~ approved product mformatlOn (I e, mdlcatlOns, mode of admlOistratIon

contra1l1dlcatIOns, adverse reactIOns, precautions, use In
chI1dren/elderly/pregnancy/other speCial situatIOns (Ifany), food and drug mteractlOns)

~ shelf lIfe and storage conditIOns
~ registratIOn number
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• ApplicatIOn folder An apphcatIOn folder should be used to keep
~ apphcatIon
~ copy of MA III other countnes, WHO-type certificate, any other reqUired certificate
~ proposed pnce and proof of pnce m other countries
~ receipt of payment of applIcatIOn fee
~ techmcal documentatIOn supportmg applIcatIOn
~ reports prepared by regulatory staff or external experts dunng assessment
~ report of natIOnal qualIty control laboratory, where applIcable
~ any other documentatIOn concernmg the apphcatIon and Its assessment

F Written Workmg Procedures

There should be wntten workmg procedures avaIlable at least for the followmg Items

• ReceptIOn, classIficatIOn, and numbermg of apphcatlOns
• PreparatIon of applIcatIOn folder
• Recordmg of applIcatIOn data mto computer system
• DlstnbutIOn of apphcatlOn, or parts of It, to those m charge of ItS assessment
• Assessment cntena, gmdehnes, and procedures
• PreparatIOn of assessment reports
• PreparatIOn of decIsIOn proposal
• DeCISion
• Commumcatlons with applIcants



Annex 5 Glossary

Appllcant/llcence holder This IS the company submIttmg the applIcatIOn Usually It IS the owner of the
trademark, where applIcable If the applIcatIon results m a marketmg authorIzatIon, thIs company
becomes the holder of such authOrIZatIOn LIcence holder and marketmg authOrIZatIOn holder are
synonyms For each product only one company can be the applIcant/lIcence holder

ApplicatIOnfor certificate An applIcatIOn submItted by the MA holder to obtam a certIficate descrIbmg
the regulatory status ofa gIven product or the GMP status ofmanufacturmg premIses Product certIficates
are usually requested m order to export products When product certIficates are Issued, It IS Important that
no less than the mmimum mformatIon reqUIred should be released For a pharmaceutIcal product, the
mInImUm InformatIon reqUIred IS what establIshed m the WHO CertIficatIOn Scheme

• Presence of an MA m the exportmg country
• Reasons for not havmg an MA, If applIcable
• CondItIOns under whIch MA has been Issued (I e , valIdIty ofMA, full product mformatIOn, and

dispensmg category)
• GMP profile of manufacturer
• Statement on regulanty of mspectIOn to manufactunng of the dosage form object of the

certIficate

The elements contamed m a certificate of thIS type complement each other CertIficates mcludmg less
than thiS mformatIOn may lend themselves to mlSlnterpretatIOn

Dlstnbutor In some countnes, regulatIOns establIsh that ImportatIon or wholesale ofa gIven drug product
can be done only by selected compames A drug regIstratIOn system should accept several dIfferent
distributors Up to fifty dIfferent dIstrIbutors can be related to each mdIvldual drug product m the WHO
system

Genenc product See multI-source product

InnovatorproductGenerally the mnovator pharmaceutIcal product IS that whIch was first authOrIzed for
marketmg, usually as a patented drug, on the baSIS of documentatIOn of efficacy, safety, and qualIty
(accordmg to contemporary reqUIrements and cnterIa) In the case of drugs that have been avatlable for
many years, It may not be pOSSible to IdentIfy an mnovator pharmaceutIcal product

Manufacturer ThIS IS any company that m some way participates m the manufactunng ofa drug product
A drug regIstratIOn system should accept several different manufacturers for the same drug product (the
WHO system can accommodate up to 50), permlttmg speCificatIOn of the role for each of them, e g ,
source ofstartmg matenals, preparatIon ofsemIfimshed product, formulatIOn, labellIng, repackagmg, etc
The fact that the software permits several manufacturers to be lIsted should not mislead users from the
Widely accepted and recommended understandmg that the manufacturer who last mampulated the drug
product, albeit only for repackagmg, and releases It for marketmg bears the entIre responSibIlity for the
qualIty of the product and for ensurmg that any startmg materIal, mtermedtate, or fimshed dosage form
meet the reqUIred standards

Multi-source product A multi-source pharmaceutical product, also called a genenc product, IS a product
pharmaceutIcally eqUIvalent to an mnovator product (see defimtlOn above) It IS usually mtended to be
mterchangeable With the mnovator product It IS usually manufactured Without a lIcence from the
mnovator company and marketed after expIry ofpatent orother exclUSIVIty nghts A multI-source product
can be sold under a brand name (sometImes called a branded genenc) or under ItS genenc name (usually
the INN of ItS actIve mgredient)
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Operatmg llcence
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•

•

Company operatmg authOriZatIOn ThiS refers to an authorization given to company to perform
a given activity fallmg under the control of the drug regulatory authorIty It is also called an
operatmg lIcence or permIt Ifa company carnes out more than one actIvIty, It may have separate
operatmg lIcences for each mdIvldual activIty

Other types ofcompany-relatedauthorlzatton In some countnes, the regulatory authonty needs
to record mformatIOn lInkmg companIes wIth other mstItutIOns, e g, Mmistry of Industry,
Mmistry of Fmance, or Customs These pIeces of mformatIon are called vanous thmgs, e g ,
Mmistry ofIndustry Number, Customs Number, etc

PI See Product InformatIon

ProductInformatwn A complete document gIvmg mdicatIOns, contramdlcatIons, mode ofadmInIstratIon,
adverse reactIOns, precautions, use m selected population groups (newborns, mfants children
pregnant/breast feedmg women, elderly, other as appropnate), and any other mformatlOn that should be
considered m connectIOn WIth the clInIcal use of the product The PI IS the reference document on the
baSIS ofwhIch prescnbmg mformatIon, patient mformatlOn, and promotIOn matenals must be prepared

Summary ofProduct Characteristics See Product Information

Varlatwn Any change made to selected mformatlOn related to an eXIstmg, valId marketmg authonzation
Dependmg on estabhshed regulations, the type and extent ofvanatIOns permitted vary from country to
country VanatlOns admItted m some countnes entaIl, elsewhere, Issuance of a new marketmg
authonzatlon and cancellatIOn ofthe prevIous one To accommodate such a vanety ofreqUlrements, the
regIstratIOn software should permIt recordmg vanatIon of all marketmg authonzatIon data except the
number and valIdIty In all cases the hIStOry ofvarratIOns must be recorded and be avaIlable for future
reference



Annex 6 Sample Data Entry Form

Below IS an example of a data entry form for an apphcatlOn for a new marketmg authonzatlOn
Dependmg on type of data, entry can be a code or the full descnptlOn or name

ApphcatlOn number

Date of receipt

Apphcant name

Representative name

MedlCmal product name

Strength

Dosage form

Route(s) of admmlstratIon

PresentatlOn(s)

Genenc name

Pnmary contamer

SpecificatIOns of pnmary contamer

CIrcle appropnate entry Domestic/Imported GenenclBranded HumaniVetermary

TherapeutIc classIficatIOn

Dispensmg category

RestnctIOns on avaIlabIlIty

Shelf lIfe

Storage condItIOns

Fees and date ofpayment

Manufacturer responsIble for lot release
Name

ResponsIble person



InformatIOn on other manufacturers (If any)

Name
Role

Name
Role

Name
Role

COMPOSITION

Each contams

Substance name (use INN when applIcable) QuantIty FunctIOn

Regulatory sItuatIOn mother countnes
o Not aVailable o Attached as page(s)

Product mformatIon
D Not aVailable D Attached as page(s)
D Attached on dIskette labelled

DIskette checked for VIruses on by

AddItional notes/remmders

Form prepared by Date
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