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1, Introduction

The DRAP must establish a national pharmacovigilance system for the collection and evalvation of
information on therapeutic goods with particular reference to adverse reactions. Furthermore, the DRAP

should take all appropriate measures to;

¢) Encourage physicians and other healthcare professionals to report suspected adverse reactions to the
DRAP and

b} Oblige manufacturer or importer to systematically collect information on risks related to their drugs and to
transmit those to the DRAP. The requirements and procedures involved in such a system are described which

relates to therapeutic goods marketed in Pakistan and covers collection and evaleation of all information

useful in the surveillance of therapcutic goods,

2. Establishment of a Pharmacovigilance System

The DRAP should have in place a system of drug surveillance, (hereafter referred to as ':a national
pharmacovigilance center") (NPC) for receipt and evaluation of all pharmacovigilance data within Pakistan.
Furthermore this center must be in a position to handle these pharmacovigilance data in a way, which is
compatible with the procedures undertaken by WHO Collaborating Center for International Drug Monitoring
in order that pertinent data may be transferred between the DRAP and WHO center.

3. Management of Pharmacovigilance Data

This section deals with the following procedures:

1. Management of spontaneous reporting programmes.

2. Management of manufacturer/importer derived pharmacovigilance data,

3. Management of pharmacovigilance data from other sources.

4. Procedures for communications and evaluation of pharmacovigilance issues within Pakistan.

3.1 Spontaneous Reporting Systems

3.1.1 Introduetion
The DRAP should have in place a system for the collection of spontaneous suspected adverse reaction

reports from health care professionals (e.g. free postal or telephone system), and matiufacturer/importers
marketing authorization holders (hereafer referred to as M4H5). The national pharmacovigilance center
(NPC) must liaise with the healthcare profes‘siana[s to increase the awarensss of the reporting system,
stressing its importance and encouraging reporting (e.g. by the provision of a user friendly system of

reporting and provision of feedback after each report as appropriate).
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The DRAP should interact with dactars and other healthcare professionals to ensure adequate reporting of
adverse reactions to the competent authorities. To this end, it is desirable that the DRAP should ensure the
following:
* That reporting of adverse reactions to the designated center is made as simple as possible,

= That all adverse reactions are acknowledged where appropriate and further information is forwarded as
requested.

* That regular contact is maintained between the pharmacovigilance center and healthcare professionals for
example by:
* The publishing of regular adverse reaction bullctins,

* The sending of "Dear Healthcare Professional” letters, where appropriate, (either by the DRAP and/or the
manufacturer/imparter), .

* The provision of requested information on a one-to-one basis where possible,

3.1.2 General Principles of Spontancous Reporting Systems (SRS)

The following recommendations concern the spontaneous reporting system procedure:

* A healthcare professional or the manufacturer/importer (marketing authorization holder) reports @
suspected adverse drug reaction related to one or more pharmaceutical products, 1o a national
pharmacovigilance center (NPC). Reports are made in writing (e.g. using report forms), by telephone,
electronically, or by any other approved way.

* Reports are collected and validated by the pharmacovigilance centre and are usually entered into a
database. Serious reactions should be handled with the highest priority, The database is used to identify
potential signals and analyze-data in orderto clarify risk factors, apparent chianges in reportifig profiles etc.
The procedures of SRS are divided into:

» Case report collection and validation, case report storage,

» Case report processing (evaluation and presentation for transmission), information feedback,

* Protection of data confidentiality and security,

= Data quality contral and qualit} assurance.

3.1.3 Case Report Collection and Validation
This concerns the collection and validation of primary data (i.e. the data transmitted from the reporter to the

DRAP). For the validation and management of electronically transmitted reports, the specific operational

procedure should be followed.
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Case Report Collection
A pharmacovigilance spontansous Tepori concerns a single case; one patient, one identifiable reporter, one
more suspected reaction(s), and one or mare suspect pharmaceutical product(s). Only serious cases report.

by healthcare professionals will be received on an expedited basis in DRAP.

Case Report Validation

If the initial report is oral or made by telephone, it should be confirmed in writing by a healthca
ptofessional when several suspected reactions to one or more suspected therapeutic goods occur in ol
patient, but are considered to be independent reactions, they should be treatzd as separate reports.
considered appropriate, especially in the case of serious or unexpected reactions, data in the repe
concerning the patient, the therapeutic goods taken, the reactions, including signs and symptoms ar
laboratory reports, and the dates should be confirmed by copies of most important and relevant origin
documents (e.g. hospital discharge forms, specialist reports, laboratory tests, prescriptions and 'pnsl.: morle
reports ete.).Completeness of reports should be evaluated according to data required. Incomplete repon
especially when concerning serious or unexpected reactions, should be followed up promptly by obtainir
further information from the initial reporter or other available sources. In some cases, it would also 1
appropriate to conduct further fellow-up to obtain data on the long-term outcome of the reaction.An adver
drug reaction report must contsin the following information:

= An identifiable health-care professional,

- An identifiable patient,

- At least one suspected substance/pharmaceutical product/therapeutic good

~ At least one suspected reaction,
This is the minimum information which allows the case to be entered onto a database and become availat

for signal generation in order o facilitate evaluation of cases. Every effort should be made to obte
complete information where appropriate. A reaction is suspected if either the reporting healthce
professional or the manufacturer/importer hﬂjder believes there is a possible causal relationship between
and the therapeutic goods in question. If a reaction is spontancously reported, this usually implies a positi
judgment from the reporter unless the reporter explicitly gives a negative judgment on a causal re&éiionaﬁi;
3.1.4 Case Report Storage

Initial raw data (paper based) must be stored and treated in the same way as other medical documents, w
appropriate respect for confidentiality, Case reports should be stored in a database by the pharmacovigilar

centre. Data storage should ensure on-line accessibility of data at all reasonable times,




Recommendations cover individual data entry, audit ;r?&i!, and correct uge of Leeminolpgics.

Daty Entry

Conformity of stored data with the initial report should be ensured by a quality control procedure which
provides for validation against the original data or images thereof.

Audit Trail

Storage should ensure traceability (audit trail} of all data entered or medified, including dates and sourtes of
received data, dates and destinations of transmitted data,

Terminologics

The internationally agreed medical terminology (MedDRA) should be used. This is mandatory for single
case reports received electronically and for regulatory reporting of all adverse drug reactions. Reporis
entered into a datahase should be coded according to internationally accepted terminologies. Reaction terms
should be entered as the closest term available in the terminology, and, if possible, also in the original
teporter's words. Use of terminologies shoui'cf.be monitored and validated, either systematically or by regular
random evaluation. Data entry staff should be instructed in the use of the terminologies, and their proficiency
verified.

3.1.5 Case Report Processing: Evaluation of Sericusness/Expectedness and

Presentation for Transmission

Case report processing concerns gvaluation of data in individual cases, identification of individual cases
requiring specific handling, recognition and processing of alerts, and any other data processing of aggregate
CA5Es.

Evaluation of Data ie Individual Cases

Diata evaluation includes validation of the case report and determination of seriousness, and of expectedness
of the suspected reaction. These terms (seriousness and cxpectedness) have specific meanings in the context
of ADR report evaluation. Evaluation of the probability of the causal relationship between therapeutic goods
and he suspected reaction(s) is undertaken when considered appropriate. All methods used to evaluate fhase
parameters should be documented. Evaluators should be trained in the methods used and their training
verified.

Management of Duplicate Reports

Some cases, especially those which are serious, will probably be reported to DRAT from more than one
source or from a single source through more than one channel. The competent authority should make every
cffort to ensure that case reports contain sufficient information to identify such duplicates, e.p, from patient /

reporter initials
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{or names if allowed), addresses, date of birth, other dutes. Databases should be reviewed regularly to

identify duplicates in accordance with DRAP procedures. After identification, duplicates should be flagged
as such,

Identification of Individual Cases Requiring Specific Handling

Database management should ensure compliance with regulations, ie. identification of cases flagged as
serious or unexpected and of any other circumstance requiring specific handling or transmission, Procedures
should be in place to ensure that cases previously identified and processed arc identified as such and not
processed or transmitted repeatedly as new cases (see audit trail 3.1.4 above).

Individual Case Presentation for Transmission

(ases sent to other the DRAP or manufacturer/importers (MAHs) should be transmitted according to the

+

approved farmats.

Aggregate Case Processing and Alert Identification
Database management should enable users to identify case agpregates or trends indicating a signal. Once a
possible signal has been identified, the possibility of a causal relationship should be assessed. In these cases,
all adverse drug reaction reports should be classified according to national preferences or requirements, using
nationally or internationally accepted methodologies, All reports fulfilling the minimum informaticn
requirement must be included in the overall analysis, Certain analyses (for example those concerning the role
af risk factors) may be confined to cases where enough information is .ava'ilab!e, but it should be made clear
that this is a subset of the data. Aggregate case processing should allow case grouping by accepted terms (see
Terminclogies 3.1.4 above). The terminology used for case apgregation should be specified. DRAP and
manufacturer/importer (MAHS) should inform cach other of identified signals which may impact on the risk
benefit profile of the pharmaceutical product/therapeutic poods.

3.1.6 Information

The DRAP should ensure that the reporter(s) of a case is informed of its receipt and provided with the
allocated reference number if appropriate, and additional information, if requested. The DRAP should ensure
that ADR data are transmitted to the manufacturer/importer (MAHs) as required . The DRAP should also
ensure that healthcare professionals {and when necessary, treated patients) are informed of any significant
changes where appropriate in the pharmaceutical product information and of any suspected hazards requiring
vigilance. The DRAF should ensure that proper and timely information is provided to international bodies, in

particular the World Health Organization (WHO).




3.1.7 Quality Control and Quality Assurance

Quality control and quality assurance concem every step in the processes deseribed above. Quality control
and quulity assurance should be ensured by DRAP, which should devize and implement the necessary
procedures.

3.1.8 Confidentiality and Securify

Confidentiality of patients’ records including their personal identity, if given, should always be maintained;
where possible, identifiable personal derails of reporting healthcare professionals should be kept in
confidence, as appropriate and in keeping with national legislation. At each stage of storage and processing
of pharmacovigilance data, all care must be taken to ensure data security and confidentiality, This involves
strict control of access to documents and to databases to authorized personnel sharing the medical and
administrative confidentiality of the date. This security extends to the complete data path. Case rgpont
information should only be provided in an anonymous form. In addition, procedures should be taken to
ensure security and non corruption of data during data transfers.

3.2 Manufacturer/importer Derived Pharmacovigilance Data Introduction

Manufacturer/importer introduce any therapeutic goods in the market must ensure that he has an appropriate
system of pharmacovigilance in place in order to ensure responsibility and liability for his product on the
market and to ensure that appropriate action can be taken, when necessary. Manufacturer/importer derived
pharmacovigilance will be in one of the following formats:

I. Individual adverse reaction reports

2. Periadic safety update reports (PSURs)

3. Manufacturer/importer sponsored post-marketing safety studies.

This section deals with the procedures, to be undertaken by the Pharmacovigilance center, for handling
manufacturer/importer-derived pharmacovigilance data.

3.2.1 Individual Adverse Reaction Reports

The national pharmacovigilance center (NPC) should ensuse that all reports submitted by the
manufacturerfimporter conform with the requirements as laid out in these guidelines, in order to ensure
conformity of reporting of adverse reactions by manufacturer/importer. Further more, the national
pharmacevigilance center must ensure the validation and wverification of all data included in these case
reports as far as possible. Finally, for centre should ensure that these reports are followed up by the
manufacturer/importer where appropriate, in order to improve the quality of data available and to facilitate
causality assessment. The DRAP should ensure that thejv have the capability to send and receive ADR

reports electronically and to encouragé manufacturer/importer to do so in & defined format.




3.2.2 Periodic Safety Update Reports (PSURs) J

A periodic safety upda;te report (PSUR) is intended to provide an update of the worldwide safety experience
of a therapeutic goods to The DRAP at defined times post-marketing. In the case of registeéred products, any
major action (e.g. variation, suspension or withdrawal of a marketing authorization) considered necessary as
a result of such evaluation out side Pakistan should be notified to the DRAP,

3.2.3 Manufacturer/importer Spousored Post-Marketing Safety Studies

These studies are normally conducted to assess the clinical safety of marketed medicines in routine clinical
practice; they may be either hypothesis-generating or hypothesis-lesting. Manufacturer/importer (MAHS)
proposing to perform such studies have been advised to discuss the draft protocol with the DRAP. The NPC
may review studiss, which are taking place within its jurisdiction on a regular basis. All serious adverse
reactions, resulting from these studies, should be submitted in the usual way by the Manufacturer/importer
(MAIIs) /investigator and should be dealt with as outlined below. On completion of each study, the final
report should be evaluated and, in the case of nationally authorized therapeutic goods, all relevant data {e.g.
showing significant changes in the frequency of known adverse reactions, the development of unexpected
adverse reactions, new interactions ete.) should be incorporated into the Summary of Product Characteristics
(SPC) and notified to DRAP.

3.2.4 Communication bebween Manufucturer/importer and DRAP

Tlie DRAP should énéure that they communicate with MAH according to existin g legislation snd guidelines.
3.3 Pharmacovigilance Data from Other Sources

3.3.1 Intensive Monitoring Schemes
Intensive Monitoring is defined as a system of record collation in designated areas e.g. hospizl units or by

specific physicians, The DRAP may be involved in the drawing up of the protocol to undertake this

_collection of data or will be informed that such.monitoring is taking place, Furthermore, it may be considered

appropriate in the authorization of certain therapeutic goods to impose specific requirements in respect of
reporiing serious or unexpected reactions on the prescribing physician and to make these requirements a
condition of use of the product under the terms of the registration, The national pharmacovigilance cenlre

should ensure that data and reports are collected at agreed intervals and in an appropriate format,
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3.3.2 Data onMisuse/Abuse of Drugs /74 ez pedfec Feods

Reports of suspected adverse reactions due to misuse and abuse of therapeutic goods which are received by
the national pharmacovigilance centers (via spontaneous reports, manufacturer/imponterimporters reports
ete,) should be hendled in the same way as for the other types of reactions.

3.3.3 Other Pharmacovigilance Data

These data include drug usage figures, published adverse reaction reports, pharmacoepidemiology studics
cunducted by organizations other than the Manufacturer/importer, pre-clinical studies or significant quality
data and reports on products not cutrently marketed in Pakistan. These are important for determining
frequency, occurrence of unexpected adverse reactions, new interactions ete. and overall risk/benefit
analysis. In those cases (e.g. from pharmacoepidemiology studies) where significant data are received from
these sources, these findings-may-be-transmitted to the-DRAP-and-the-Apencyy-as-part-of a routide exchange

of pharmacovigilance information, with @ view to taking action as appropriate.




Mo Enformialice

Discard

(HEPMAR, piblie]

Sender |,

1 Information recalved

¥

- ADROR

: Quality d§1eck A Apc\,—-w—b Therapeutic

g8 repo Nl fai eport
3 p 1 i e failure Report

/7 Drug F—"
/0 quality  f
Dept. [/

Sample collaciion
aad amEbysis '

Licensing Dept.

Data entry

tabmenacsil

Furier neorobon 'eates!

Take action

139 Lokt eresdifizalion, dig
wrsp a0 widvbaeal ,Fh‘ﬁ"j

Check ;
information Inwealid
yalidily
. Data coding
7 igm:m:asti )
valid ‘ JInput / gt fdvaie ovenl
‘ : S bet
‘ ' «  Disesse
% Lobresdk
Fotlow ug data
|
" Evaluation
Acknowledgment (premas el
: Dl pendes
letier yeneration i o
g T : . Qe
Signal assessment ; :
y «  asesEeproLp OREV. ADR S‘S“ﬂi Data base 1 Appraoval
S el AT w— dstection | accumaolation (ANl [rirmac)
meeing, ) tssessish !
o Litamtarg rewi




DRUG REGULATORY AUTHORITY OF PAKISTAN
SUSPECTED ADVERSE DRUG REACTIONS

If you suspect an aﬁé{gr@e era_;ﬁt_m miay ba related io ona or more dmg&'vm;;inesfcampiemeniarg remeda:gs. : \

Do not be put off reporling because some details are not known.

=

ﬁ ATIENT DETAILS Palient Initials: ; Bex: MI'F  Ethnicity; ) Weight if known (kg):_
. Age (at lime of resction), . 1dentiﬁc&1’io.nrnumﬁer {e.q. Your Practice or Hospilal Ref):
SUSPECTED URUG(ﬁ)NAECINE(SJ .

Drug/Vacsine (Brand if known) Baich Route Dosage | Date started Date slopped Prescribed for

SUSPECTED REACTIO N(S) Please descrite the reaction(s) and any ima!me?t v . Ouéc:c:me
ecovere
Recaovering

J»-\ Continuing

Ciher

00

Dale reaction(s) slarted: . Dale reaction(z) stopped)
Do you consider [he reactions 10 be sericus? Yes ! No

If yes, please indicale why the reaction is considered 1o be sericus {please lick all Thai‘a;thy}: . "
Palienl died due (o reaclion ) Involved or prolonged inpatient hospitatisalion . ST

Life threatening  —— Invalvad persistent or significant disability or incapacity [}

L Congenilat abnormality Medically significant: pleaso give details:

s e e R

OTHER DRUG(S) (including self-medication znd ¢ omplementary remedies)
Did the patient lake any olher mediciﬁmz‘vaodnesfcumg!emen{ary remedies in the last 3 monihs
If yes, piease give the following information it known;

Drugfvaccine (Brand il known) Balch Roule Dosage Date staried

prior to the reaction? Yes / No

Date stopped Prescribed lor

b

Additional relevant information 2.4 medical hislory, lest resulls, known allergies, rechalien
For congerital abnormalities please stale all other drugs laken during pre

ge (if performed), suspecl drug iﬁleraclions,
gnancy and the list mensirual perisd.

Please list any medicines obtained from the intarnet:

REPORTER DETAILS CLINICIAN {if not the reporter)

MName and Prolessional Address: MWame and Professional Address:

Postcode: Tel No; Posteode: Tel Na:

Email: Email: ) ]
| Speciality: - Speciaity: i ~

Signalure: Dala:__ - Date;
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