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DEFINITION OF TERMS

Company Core Data Sheet (CCDS)A document prepared by the Marketing Authorizatio
Holder containing, in addition to safety infornwatj material relating to indications, dosing,
pharmacology, and other information concerningptoeluct.

Company Core Safety Information (CCSI) All relevant safety information contained in the
CCDS prepared by the MAH and which the MAH requike®e listed in all countries where

the company markets the drug, except when the tegallatory authority specifically requires

a modification. It is the reference information Wwiich listed and unlisted are determined for
the purpose of periodic reporting for marketed pistd, but not by which expected and
unexpected are determined for expedited reporting.

Data Lock Point (Data Cut-off Date) The date designhated as the cut-off date for tatse
included in a PSUR. It is based on the internatibitéh date (IBD) and should usually be in

6-month increments.

International Birth Date (IBD) : The date of the first marketing authorization fomew

medicinal product granted to any company in anynagun the world.

Listed adverse drug Reaction (ADR) An ADR whose nature, severity, specificity, and

outcome are consistent with the information in@@&SlI.

Spontaneous Report or Spontaneous NotificationAn unsolicited communication to a
company, regulatory authority, or other organizatibat describes an adverse reaction in a
patient given one or more medicinal products ancthvdoes not derive from a study or any

organized data collection scheme.

Unlisted Adverse Drug Reaction An ADR whose nature, severity, specificity, ot@me is

not consistent with the information included in th€SI.

Medication error: Medication errors are unintentional errors in pinescribing, dispensing,
administration or monitoring of a medicine whiledan the control of a healthcare
professional, patient or consumer. They are the gmamon single preventable cause of

adverse events in medication practice.



Off label use Use of pharmaceutical drug for unapproved indicabr in an unapproved age

group, unapproved dosage or unapproved form of rmdtration.

Drug Abuse/misuse Refers to the persistence or sporadic, intentjoeecessive use of

medicinal products which is accompanied by harmphysiological or physical effects.

Over dosage The term drug overdose (or simply overdose or @&ycribes thengestionor
application ofa drugor other substance in quantities greater thanrecemmendecbr

generally practiced. An overdose may result ioxic state or death.

Signal: Reported information on possible causal relatgmbetween an adverse event and a

drug, the relationship being unknown or incompletidcumented previously.
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ABSTRACT

Introduction

A Periodic Safety Update Report (PSUR) is a medmanby which a company may
summarise and evaluate medicinal products safety s a particular interval time in a
standardised manner for submission to medicineslaggy authorities During medicine

development, only a limited number of patients iaduded in the clinical trials. However,
once the product is submitted for market appronslefficacy and evaluation for safety is
based on thousands of patients. Therefore, deteofioare adverse reactions is difficult and

hence need for Periodic Safety Update reporting

Objective: To assess the structure, content and process iotiReBafety Update reporting of

medicines in Kenya.

Methodology: A cross-sectional study of documentary materiats gtructured key

informants interviews at the Pharmacy and Poisaree® (PPB), Kenya.

Results: Most (68.8%) of the PSURs did not include a cowtel which is an essential
component of PSUR. For most of the reviewed PSlitiRsmedicinal products (93.8%) had
not experienced any change to the marketing authiion status, and none had any actions
taken for any safety reasons. Nearly all the PS(#89%) had used Company Core Data
Sheet( CCDS ) as the reference document and makewf between 56.3 to 96.9%, did not
have any sections of the reference safety docuetaarged. Of all PSURs submitted, 50%
used defined daily doses as a methodology for expasumber calculations. Only 21.8% of
the PSURSs had targeted new studies and 71.9% Hridhped studies. Majority of the PSURs
(87.5%) did not have a risk management plan neid®r71.9% have risk benefit analysis

report.

PSURs considerably differed in presentation of aWesafety evaluation. At least, 65.6%
reported medication error, 62.5% reported abusaisuse, 59.4% reported drug interactions,

and 56.3% reported off-label use. At least, 50%efPSURSs had potential safety concerns.

Xii



With regard to the organizational structure ofampg system, the Pharmacy and Poisons
Board (PPB) PSUR review committee, was composed of four phastsgc two
pharmaceutical technologists and two clerical stéffe Department is fully computerized
with reliable internet connection. Critical infortien by any submitting Marketing
Authorization Holder (MAH) is sent within 48hours.

In regard to process, the MAH submits two hard espf the PSURs alongside a softy copy,
a cover letter is signed and one is retained atépartment while the other goes back to the
MAH. This is coded and entered into an excel sheetiting review. However, there are no

scheduled dates for review

Conclusion

The Pharmacy and Poisons Board had a well laid deiwicture for Periodic Safety Update
reporting, however there was need for a harmoniaadat for capturing information and a
mandatory requirement for MAHs to timely submit #8URs. In addition, a policy to be put

in place with additional staff and government toedte funds to facilitate regular reviews.

Xiii



CHAPTER ONE

1.0 INTRODUCTION

1.1 Background

A Periodic Safety Update Report (PSUR) is a medmnby which a company may
summarise and evaluate safety data for a particoderval in time in a standardised manner
for submission to regulatory authorities (1). Argdhe data that is summarised and evaluated

are reports of adverse events that are communisamttaneously by a variety of sources.

The events may be reported by patients, family be¥s) health care professionals, and
others. The events may be due to a variety of faciacluding the underlying disease for
which the medication has been prescribed or andtbalth condition. Other sources may
include medications or substances a patient isngakenvironmental factors, events or
exposures that are unknown or undisclosed, or thg dself. Frequently, the available

information pertaining to such factors is incomelet

A PSUR provides a listing of all adverse even¢giardless of the cause of the event. The
listing of or discussion of any adverse event ilP8UR, including any statement of
relatedness of the event to the use of a drugptisntended to suggest, imply or admit that a
causal relationship exists between the adverse evelthe use of the drug (1)

PSURs owe its origin to the Council for Internafib©Organizations of Medical Sciences
(CIOMS) 1l Guideline of 1992; this guideline becamilely accepted in all the International

Conference on Harmonization (ICH) regions.

ICH is a project that brings together the regulatmuthorities of Europe, Japan and USA and
experts from the Pharmaceutical industry in thesghregions to discuss scientific and

technical aspects of Pharmaceutical product registr (2).



PSURs aim is to provide an update of worldwide tyadgperience with a specific medicinal
product. It includes data from spontaneous repad$ety data from interventional and/or
observational studies, as well as other relevaetysaformation (3). PSURs are intended to
proactively present, analyse, and evaluate newhanging safety data from any source
evaluated in relation to estimates of exposurénéoproduct, although total coverage of data

sources may have limitations in practice (4).

PSURs are compiled by Marketing Authorization HoddgMAHs) and submitted to
regulatory authorities for assessment at predeteniime points. In the European Union
(EV), PSURSs also need to be submitted alongsidécafipns to renew the initial marketing
authorization, which is valid for a period of 5 ygaBoth regulatory authorities and MAHs
spend significant resources on the creation andsasgent of PSURs (5). However, the

outcomes of these efforts have not been well desdri

The concept of PSUR reporting in its current fomenss from 1992 (6). It has been noted at
several platforms, including the International Garhce of Harmonization (ICH) and the EU
that PSUR reporting has not kept pace with deve@pmin pharmacovigilance, such as
electronic adverse event reporting and risk managémlanning (7). In 2010, this awareness

resulted in changes in European legislation lagiagn the requirements for PSUR reporting

(8).

In an earlier study on the determinants of safetsted regulatory actions for

biopharmaceuticals, it was found that PSUR evalaati contributed to 38 % of post
authorization regulatory actions in a sample ofpharmaceuticals (9). In addition, in 2010,
Alvarez et al. found that 64 % of a selection ofexde drug reactions (ADRS) originated from
PSURs (10). Both these studies examined the caoititib of PSURs to identified safety
signals, which does not provide insights as to R&JRs contribute to monitoring safety, or
which fraction of PSURs leads to regulatory actidultiple factors, including product



characteristics, regulatory approval status andhtinof approval could potentially affect the

outcome of PSUR evaluations.

Several recent studies have reported on the specibf pharmacovigilance for
biopharmaceuticals. The nature of reported adveveats for biopharmaceuticals seems to
differ from those for small molecules, which magdeto different safety-related regulatory

actions and could necessitate a distinctive phaomgitance approach (11).

1.2 Problem statement

Adverse Drug Reactions (ADRSs) are an important ipuietalth issue that threatens the safety
of drug therapy and results in significant econoimicden to the healthcare system. ADRs
can worsen a patient’'s medical problems, placeepttiin life-threatening situations and
extend patients’ length of stay in hospital thuadiag to increased healthcare costs. A
landmark study by Lazarou et al found ADRs to be@magnthe top six leading causes of death
in the USA, with serious ADRs accounting for 6.7%hospitalized admissions (12).

In Kenya, a weak referral system and poor casectieteof ADRs is a major health issue.
Weak regulatory system for prompt action in caseexd is also a major concern. Lack of
guidelines on reporting of various commodities bairt general safety after marketing and
lack of reporting by MAHs and the non-mandatoryuiegment by the Kenyan government on
submission of PSURSs.

1.3 Study justification

The main objective of a PSUR is to present a cohgrsive, concise and critical analysis of
the risk- benefit balance of the medicinal prodtaking into account new or emerging
information in the context of cumulative information risks and benefits. ADRs are an
important public health issue that threatens thetgaf drug therapy and results in significant

economic burden to the healthcare system (12).



ADRs can worsen a patient’'s medical problems, plzatgents in life-threatening situations
and extend patients’ length of stay in hospitaktleading to increased healthcare costs. There
Is also a weak referral system in case of suspicficen ADR and a weak regulatory system
for prompt action in case of need and hence neea ¢tear framework and policy on PSURs.
It should be made mandatory for all MAHs within Kanto submit PSURs for the safety of

general public and hence risk minimization.

1.4 Research question

1. What are the content, organizational structure @lsag handling process involved in
the PSUR system in Kenya?

1.5 Objective

1.5.1 Broad objective
To assess the structure, content and processesiotlie Safety Update Reports in Kenya.

1.5.2 Specific objectives
1. To examine content of Periodic Safety Update RepgarKenya.

2. To explore the organizational structure of Peridsiatety Update Reports in Kenya.

3. To examine the process of periodic safety updatertimg in Kenya



CHAPTER TWO

2.0 LITERATURE REVIEW

2.1 Introduction

Whenever a new medicinal product is submitted farketing approval, except in special
situations, the demonstration of its efficacy ane ¢valuation of its safety are based at most
on several thousand patients (13). The limited remdb patients included in clinical trials,
the exclusion at least initially of certain paterdt-risk, the lack of significant long-term
treatment experience, and the limitation of condantitherapies do not allow thorough
evaluation of the safety profile. Under such cirstances, the detection or confirmation of
rare adverse reactions is particularly difficuditnot impossible (14).

In order to develop a comprehensive picture oficdinsafety, medicinal products should be
closely monitored, especially during the first yeaf commercialization (13). Surveillance of
marketed drugs is a shared responsibility betwesgulatory authorities and Marketing
Authorization Holders (MAHS). They often recordanfation on drug safety from different
sources based on procedures that have been degldlmgnsure timely detection and mutual

exchange of safety data (15).

Because all information cannot be evaluated with $same degree of priority, regulatory
authorities have defined the information to be sigeh on an expedited basis. In most
countries this rapid transmission is usually focuse the expedited reporting of adverse drug
reactions (ADRSs) that are both serious and unerdgd6). A reevaluation of the benefit/risk

ratio of a drug is usually not possible for eacklividual ADR case, even if serious.

Therefore, periodic safety update reports (PSUR=3gnt the worldwide safety experience of
a medicinal product at defined times post authtioma PSURs are essential for reporting all

the relevant new information from appropriate searc



Relating these data to patient exposure, summgritie market authorization status in

different countries and any significant variatioekted to safety.

PSURs are also necessary to create an opportumitypdriodic safety reevaluation and
indicate whether changes should be made to prodigcimation in order to optimize the use

of the product

The concept of PSUR evolved from the Council faetlnational Organizations of Medical
Sciences (CIOMS) Working Group Il report (6). Theogess that culminated in the
publication of that report was initiated in 1989, & time when several countries had
requirements for periodic safety updates. Individlecal regulatory authorities were
requesting that both foreign and domestic datarbeemted according to different inclusion
criteria, formats and time intervals, and the numidfereports that had to be produced was

placing a high administrative burden on manufacgure

The purpose of CIOMS Il was to explore the possibdf developing a harmonized approach
to preparing PSURs that would meet most existirggaend forestall any diversity in future
requirements. CIOMS Il formed the basis for thetnational Conference on Harmonization
E2C Guidance for Industry (13,16), which defineé format and content for PSURs and
introduced the concept of an international birtted@BD), the date of first approval in the
world. ICH E2C set the period for review of intengaather than cumulative) safety data as 6
months. After it was adopted, practical considerairegarding the content and preparation
of the report were addressed in the CIOMS Workingup V report (17). Many of the
recommendations in that report formed the basaaddendum to ICH E2C (18).

The addendum introduced to the PSUR, new conchptswere not in E2C but that reflect
current Pharmacovigilance practices. These incbadidentiality of proprietary information,
risk management programmes and benefit-risk aralydee PSUR has now been adopted in



many European countries, Japan and the UnitedsStates emerging as a gold standard of
safety evaluation for marketed drugs and an impbR&armacovigilance tool.

However, if PSURs required in the different cowsgrwhere the product is on the market
require a different format, content, period coveradd filing date, MAHs would need to
prepare on an excessively frequent basis differgmdrts for the same product. In addition,
under such conditions, different regulators cowdeive different kinds and amounts of
information at different times. Thus, efforts areeded to harmonize the requirements for
PSURs, which will also improve the efficiency witthich they are produced (7). The current
situation for periodic safety update reports on kegerd drugs is different among the three

ICH regions.

2.2 Overview of PSUR System

2.2.1 Purpose of the PSUR

The PSUR creates the opportunity for a periodical/safety evaluation to show whether a
product’s safety profile has remained the same as tndergone change since it was
authorized and to indicate whether changes shoeldmlade to product information to

optimize the use of a product. The main reasomdaiew is because clinical trials tend to be
of short duration and include a limited number afignts. After a product is launched, it may
be used by patients not studied in clinical tritds,example children, the elderly, pregnant or
breastfeeding women or patients with co-morbidisash as hepatic or renal disease. After
approval, a drug becomes readily available for imhiate use in large populations, so rare
adverse drug reactions (ADRs) can be more easlytitiled. The drugs also become available

for indefinite use and delayed onset ADRs becomseeto identify.



2.2.2 General principles of PSUR

All dosage forms and formulations as well as intilices for a given pharmacologically active
substance should be covered in one PSUR. Withisitisde PSUR, separate presentations of
data for different dosage forms, indications, opydations (e.g., children versus adults) may
be appropriate.

For products authorized to more than one Markehéuization holder (MAH), each MAH is
responsible for submitting PSURs even if differemnpanies market the same product in the
same country. In case companies get involved inraotual relationships, arrangement for
sharing safety information should be clearly sdt ou

2For combinations of substances also marketed ioheily, safety information for the fixed
combination may be reported either in a separatéRP& included as separate presentations
in the report for one of the separate componerdgpending on the circumstances. Cross
referencing all relevant PSURSs is considered ingmbr19).

2.2.3 Scope of information

All relevant clinical and nonclinical safety dathoslld cover only the period of the report
(interval data) with the exception of regulatoryates information on authorization
applications and renewals. The main focus of tpenteshould be ADRs. A listed ADR is one
whose nature, severity, specificity and outcomecargsistent with the company core safety
information (CCSI) (20). A serious ADR is definesl @y untoward medical occurrence that
at any dose results in death, is life threatenirequires in-patient hospitalization or
prolongation of existing hospitalization, resultsn i persistent or significant
disability/incapacity or in a congenital abnormgahirth defect (21).

For spontaneous reports, unless indicated otherwighe reporting health-care professional,
all adverse experiences should be assumed to bes ABIR clinical study and literature cases,
only those ADRs judged not related to the drug bgthbthe reporter and the
manufacturer/sponsor should be excluded. Reportacif of efficacy specifically for drugs

8



used in the treatment of life threatening condgiomay represent a significant hazard and, in
that sense, be a safety issue.

Although these types of cases should not be irdwdth the usual ADR presentations, (line
listings and summary tabulations), such findingeusth be discussed within the PSUR if
deemed medically relevant. Increase in the freqguesfcreports for known ADRs have
traditionally been considered as relevant new métdron. Although attention should be given
in the PSUR to such increased reporting, no sgeqtiiantitative criteria or other rules are
recommended. Judgment should be used in suchigitaaio determine whether the data
reflect a meaningful change in ADR occurrence detgaprofile and whether an explanation
can be proposed for such a change for example, lgtogru exposed and duration of

exposure) (19).

2.2.4 International birth date (IBD) and frequencyof reporting

Each medicinal product should have as an intematibirth date (IBD) the date of the first
marketing authorization for the product grantedmy company in any country in the world.
For administrative convenience, if desired by thaHithe IBD can be designated as the last

day of the same month.

When a report contains information on differentsalge forms, formulations, or uses
(indications, routes, and populations), the datéheffirst marketing authorization for any of
the various authorizations should be regarded @dBb and, therefore, determines the data
lock point for purposes of the unified PSUR. Théadack point is the date designated as the
cutoff for data to be included in a PSUR. The nida report and the frequency of report
submission to regulatory authorities are subjedbtal regulatory requirements. The age of a
drug on the market may influence this process. dditeon, during the initial years of
marketing, a drug will ordinarily receive authotibas at different times in different
countries; it is during this early period that hamzation of reporting is particularly

important.



However, independent of the required reporting deey, regulatory authorities should
accept PSURs prepared at 6-month intervals or PSh#Red on multiples of 6 months.
Therefore, it is recommended that the preparatibP®URs for all regulatory authorities
should be based on data sets of 6 months or nedtthereof. Once a drug has been marketed
for several years, the need for a comprehensiveRP&dl the frequency of reporting may be
reviewed, depending on local regulations or reqeshile maintaining one IBD for all

regulatory authorities.

In addition, approvals beyond the initial one foe tactive substance may be granted for new
indications, dosage forms, populations, or presiomnpstatus for example, children versus
adults, prescription to nonprescription status. paential consequences on the safety profile
raised by such new types and extent of populatiggogures should be discussed between
regulatory authorities and MAHs since they mayuefice the requirements for periodic
reporting. The MAH should submit a PSUR within &/8l of the data lock point (19).

2.2.5 Reference safety information

The objective of a PSUR is to establish whetheormftion recorded during the reporting
period is in accord with previous knowledge on tiiag’s safety, and to indicate whether
changes should be made to product information.Beée information is needed to perform
this comparison. Having one reference source arimétion in common for the three ICH
regions would facilitate a practical, efficient,daconsistent approach to the safety evaluation

and make the PSUR a unique report accepted imeglsg17).

It is a common practice for MAHSs to prepare tteim Company Core Data Sheet (CCDS)
which covers material relating to safety, indicatip dosing, pharmacology, and other
information concerning the product. The practigatian for the purpose of periodic reporting
is for each MAH to use, as a reference, the safdtymation contained within its central
document (CCDS), which would be referred to as CamypCore Safety Information (CCSI).
For purposes of periodic safety reporting, CCSim®rthe basis for determining whether an

ADR is already listed or is still unlisted. Thisteyms introduced to distinguish them from
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the usual terminology of expectedness or labeledtiest is used in association with official
labeling. Thus, the local approved product inforigratontinues to be the reference document
upon which labeledness/expectedness is based &rptinpose of local expediteplost
marketing safety reporting (19).

2.2.6 Description of the reaction

Until an internationally agreed coding terminologgcomes available and its use broadly
implemented, the event terms used in the PSUR geillerally be derived from whatever
standard terminology ("controlled vocabulary" ooding dictionary") is used by the reporting
company. Whenever possible, the notifying repostevent terms should be used to describe
the ADR. However, when the notifying reporter'sntasr are not medically appropriate or
meaningful, MAHs should use the best alternativegatible event terms from their ADR

dictionaries to ensure the most accurate represamigossible of the original terms.

In many cases, this will be the Medical Dictiondoy Regulatory Activities (MedDRA).
MedDRA was developed in the early 1990s under tispiaes of the ICH and is an important
step towards the standardization of terminologyardmg the registering, documenting and
safety monitoring of medical products. Its use porganeous reporting systems is now a
regulatory requirement in some countries and widely used in the preparation of PSURSs.
MedDRA is also a key part of the electronic datetmstems used by European and Japanese
authorities (13)

2.2.7 Role of organizational theory in understandig safety reporting systems

PSURs are submitted to regulatory authority orga#tiom which consists of a group of
individuals working towards specific goals, whosehavior is modified by rules and
structure. This is a simple and well-accepted dsdim of an organization that is useful for
introducing organizational theory to pharmacy pcactresearch. The components of an
organization can be described as participants,akastructure, goals, technology and

environmen{22).As shown in figure 1 below.
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Figure 1 Scott’'s adapted version of Leavitt’'s Diamond Mode

Participantsare the people in the organization such as phastsacheir culture, and their
roles. The knowledge and skills of participantgasticularly important and has been raised
on many occasions as a key factor in the succesailore of interventions in community
pharmacy23).

Goals are the outcomes that the participants or actagsastempting to achieve, such as
improving patient health outcomes or increasingamsr satisfaction.

They are especially important in the understanddhgorganizations. If the goals of the
different participants are not in some way alignedh each other, success may be
compromised?24). In Leavitt’s original diamond, this component waswn as ‘tasks’, and
therefore Cognitive Pharmaceutical Services(CP8ldcalso be incorporated hgi2b).

Social structureefers to the relationships existing between pigditts in an organization,
particularly those that involve regular or consistenteraction. In a community pharmacy,

this could encompass interactions between pharisaaisl other pharmacy staff, and the way
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they organize themselves in the pharmacy. If trefindion is expanded, structure could
describe not only the human interactions, but #tinfluence of external factors such as

financial resources, and physical structures ssdhepharmacy layo(25).

Technologyis used in all organizations. It refers not onlyrachines or computers, but also
the procedures in the organization, such as prtdamoguidelines for quality contr@R6).
The environmentin which an organization exists is important asaffects the types of
relationships the organization will need to es&blin order to survive such as community
pharmacists’ working relationships. Conversely, tihganization can affect its environment.
One notable example of this in pharmacy is the gidedion of pharmaceutical®7).
Organizational theory provides a useful perspecfive recognizing and describing the
important components of an organization, and haay thay affect each other and the whole

organization.
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CHAPTER THREE

3.0 METHODOLOGY

3.1 Study design

The study methodology employed was qualitative ssgectional analysis of documentary
materials. A comparison of International ConfereaneHarmonization (ICH) guidelines and
Kenya’s reporting requirements was done. To idgrdgimilarities and differences across the
standards and regulation, the text of each documastexamined line by line. After aligning

the relevant terms and text in each document, thguirements were compared.

3.2 Study site

The study site was the Pharmacy and Poisons B&&B)(Kenya. This is the drug regulatory
authority established under the Pharmacy and Psiaon chapter 244 of laws of Kenya. The
board regulates the practice of pharmacy and theufaeture and trade in drugs and poisons.
The board aims to implement appropriate regulatoeasures to achieve the highest standard

of safety, efficacy and quality for all drugs.

3.3 Study subjects
PSURSSs submitted by Marketing Authorization Holder®PB and the Key informants at
PPB.

3.4 Sample size
All PSURs submitted for the period between Janu20®§3 and January 2014.

3.5 Inclusion Criteria and Exclusion Criteria
All PSURs submitted to Pharmacy and poisons Boatwden January, 2013 and January,
2014 were included. Incomplete, physically damageatherwise illegible Periodic Safety

Update Reports s were excluded
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3.6 Sampling Method

All documents labeled as PSURs dated between Jg2@t3 to January, 2014 were eligible
for inclusion in the study. A total 120 documenterg identified for review. However, 31
documents were excluded because of being in suehpoor physical condition; it was not
possible to analyze them. A further 57 documergsevexcluded because, though they had
been filed as PSURs, they did meet the minimumeraitfor PSURs but were other
documents as listed in table 1 below.

Table 1: Submitted documents marked as PSURs

Type of document submitted Total
Periodic safety update reports(PSURS) 32
Safety update 2
Global data sheet 2
Amendment package insert update 2
Package insert update 8
Prescribing information update 23
Amendment for prescribing information 9
Core safety risk management plan 2
Worldwide pharmaceutical operation 1

Periodic benefit risk evaluation
Application to spc

Package leaflet

Summary bridging report

Core data sheet

PSUR assessment

P PR WR R

A sampling frame for all submitted PSURSs for tleeipd January, 2013 to January, 2014 was

done and the eligible PSURs were isolated for mevie

3.8 Data Collection

The data collection tool was designed, piloted aaddiated. The tool was used to abstract
data on overall safety studies; update of reguadathority, marketing authorization holders
.Key informant interviews were carried out and edoted information on the organizational

structure at the PPB and the processes involvedhmission of PSURSs.
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3.9 Data Management

Confidentiality was maintained by not recording FRShlumber in the data collections forms.
All the raw data collected was and kept under lackl key by the researcher. The data
identifying each PSUR by name was kept confiderdiad was only be accessible to the
principal investigator.

All data generated was directly entered in the data recording forms (Appendix V). All the
data were examined for inconsistencies and anyrsem@re duly corrected. The PSURs
submitted were revisited for verification of anyssing information. The data was entered in
an excel spreadsheet and later copied to statadHiabases. The data was cleaned and any
changes made to the original were recorded. Acgudcthe data entry was checked
randomly by sampling at least 16 submitted PSURkcamparing with the hard copies and

the data entered into the spread sheet.

All the data and documents were backed up at tdeoérach day in a CD (Compact disc)
and flash disk, a second copy was stored by theipal supervisor under lock and key in his

office. This was done regularly to avoid loss anpeering. All data were password protected.

3.9.0 Data analysis
Data that was collected was coded and enteredpne-formed Microsoft excel data sheet. It

was then exported to stata version 10.0 which heahge and consistency checks embedded

in the software for analysis.

Descriptive data was analysed quantitatively usiegcriptive statistics and presented in form

of proportions, percentages pie charts and talsleppropriate.

3.9.1 Key informant selection

Key informants were identified and a list of potahkey informants was made to gather
information from the target population. The listsnaviewed and two persons were identified
and provided the needed information.
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A face to face interview was scheduled and it pfedia free exchange of ideas. A convenient

place and time was scheduled for the interview.

3.9.2 Key informant tool

An interview tool to guide the discussion was depel. It contained an outlined script and a
list of open ended questions. It began with mostiufal and easy to answer questions and then
followed by those questions that asked informapteion. Probing questions were asked as it

helped get detailed information. Note taking wasdu® record the interview responses.

3.9.3 Ethical Considerations

Ethical approval for this study was sought from KINIDN ethics and Research Committee,
Ref No. KNH-ERC/A/280. Written informed consent wabtained from Pharmacy and
Poisons and Board and (Appendix IlI). Informationsvedbstracted from the PSURs and did
not involve direct contact.

Pharmacy and Poisons Board was informed about tih@y sthrough oral presentation
regarding the purpose and procedures to be caed

There were no direct benefits to the Pharmaceutmaipanies submitting the PSURs neither
were there any risks involved. However, the figdinwere communicated to PPB
Pharmacovigilance department to contribute to imjmgp the quality of services offered
there.

Confidentiality of PSURs was assured by reviewimg submitted PSURs at the Department
of Pharmacovigilance. PSURs numbers were not iecdud data collected instead a unique

identification number was assigned. The extractdd Were stored securely.
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CHAPTER FOUR

4.0: RESULTS

4.1 Periodic Safety Update Report Content.

Cover letter

Out of the 32 PSURs submitted (n), 31.3% had therctetter included and 68.8% did not
include the cover letter. The cover letter contdiak information as per the guidelines in only
21.9% of the reviewed PSURs and 78.1% did not aordf the information as per ICH

guidelines. At least 68.8% of the reviewed PSURS their cover letter signed by the MAH
while 31.3% did not. Summary of the findings issaswn in Table 2 below.

Table 2 Components of the cover letter

Component Yes; n (%) No; n (%) Total
Cover letter included 10 (31.3) 22 (68.8) 32
Cover letter contains require information 7 (21.9) 25 (78.1) 32
Cover letter signed by MAH 22 (68.8) 10 (31.3) 32

Executive summary

The executive summary contains worldwide marketnghorization status in all the 32
reviewed PSURs (100%), while 90.6% had regulatofygrmation included during the PSUR
period and only 9.4% lacked the regulatory infolioratduring the period. Patient exposure
was reported in 96.9% of the reviewed PSURs rapgpniatient exposure. The numbers of
new case reports received during the period covbredhe PSUR were 21.9%. Safety
concerns investigated were recorded in 81.3% ofPBE/Rs reviewed. Overall finding and
companies’ conclusion were all contained in exeeusummaries of all PSURs submitted for

that period. Summary of the findings are as shawable 3 below.
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Table 3: Executive summary of PSURs

Component Yes; n (%) No; n (%)
Worldwide marketing authorization status 32 (100) (op
Regulatory action taken 29 (90.6) 3(9.4)
Patient exposure 31 (96.9) 1(3.1)
Number of new case reports received during theoderi 7 (21.9) 25 (78.1)
Safety concerns investigated 26 (81.3) 6 (18.8)
Overall findings of the PSUR 32 (100) 0 (0)
The Company's conclusion 32 (100) 0 (0)

Introduction and Worldwide Market Authorization Sta tus

All 32 reviewed PSURs had authorized indication tleeir products. In the component of
worldwide marketing authorization status for the URS period, all the products had
worldwide market approval and none of the MAHSs tfwe period had withdrawn application
for the authorization. A large percentage 93.8%hefreviewed PSURs had not experienced
any change to the marketing authorization statishas/n in table 4 below.

Table 4:Introduction and Worldwide Market Authorization Sta tus

Component Yes; n (%)) No;n (%)
Authorized indication 32 (100) 0 (0)
Authorized but not marketed 2 (6.3) 30 (93.8)
Products approval 0 (0) 32 (100)
Withdrawal of applicatiotior authorization 0 (0) 32 (100)
Change to the marketing authorization status 2 (6.3) 30 (93.8)

Updates —Regulatory actions on Market Authorization

Out of 32 PSURs sampled, none had any actions také¢hem for any safety reasons and a
very small percentage of between 3.1- 6.3 percatitnhissing data as shown in table 5 below.
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Table 5: Updates —Regulatory actions on Market Authrization

Component Yes, n (%) No;n (%) Missing, n (%)
Marketing authorization withdrawal, 0 (0) 31(96.9) 1(3.1)
revocation or suspension

Renewal of Market Authorization 0 (0) 31(96.9) 1(3.1)
Restrictions on distribution 0 (0) 31(96.9) 1(3.1)
Clinical trial suspension 0 (0) 31(96.9) 1(3.1)
Dosage modification 0 (0) 30(93.6) 2(6.3)
Changes in target population or indication (0) 30(93.6) 2(6.3)
Formulation changes 0 (0) 30(93.8) 2(6.3)
Urgent safety restrictions 0 (0) 30(93.6) 2(6.3)

Changes to Reference Safety Information

All the reviewed PSURs used CCDS a there referelumaiment. There were changes to
reference safety information in Posology and metbbddministration to about 6.3 percent
and high percentage of 43.8 and 37.5 was obsenvetianges to reference safety information
on special warnings and interaction with other roedil products. Other parameters ranged
from 3.1% to 21.9% with sections of the referenatety having been changed during the

period covered by the PSUR as shown in table 6abelo
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Table 6: Changes to Reference Safety Information

Component Yes; n (%) No;n (%) Total

Is the CCDS the reference document 31 (96.9) 3.1 32
Changes on document covered by PSUR

Posology and method of administration 3)6 30 (93.8) 32
Contraindications 1(3.1) 31 (96.9) 32
Special warnings and precautions for use 14 (43.8)118 (56.3) 32
Drug Interaction 12 (37.5) 20 (62.5) 32
Pregnancy and lactation 7 (21.9) 25 (78.1) 32
Effects on ability to drive and use machines 2)(6.3 30(93.8) 32
Undesirable effects 8 (25) 24 (75) 32
Overdose 5 (15.6) 27 (84.4) 32

Patient Exposure

Out of the 32 PSURSs reviewed, 90.6% PSURs hadmatieposure in clinical trials and a
similar percentage of products had market expeeienthere was neither change in

methodology used for calculation or patient expess illustrated in the table 7 below.

Table 7: Patient Exposure and post marketing expeence

Component Yes; n (%) No; n (%) Total
Exposure in clinical trials 29 (90.6) 3(94) 32
Market experience 29 (90.6) 3(9.4) 32
Change in methodology used for calculation 0 (0) (13) 32
Overall change in patient exposure 0 (0) 32 (100)32
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Methodology for exposure number calculations

Defined Daily Doses was the most commonly used adetlogy for patient exposure
calculations standing at 50%. Patients per daythadowest methodology for exposure at
3.1%. Number of doses stood at 21.9% and othershwiiad a total percent of 25 had units,
bottles as their methodology for exposure, as showrable 8 and Figure 3 respectively.

Table 8 Methodology for exposure number calculations

Parameter Frequency n=32 %
Defined Daily Dose 16 50.0
Patients/day 1 3.1
Number of doses 7 21.9
Units/bottles 8 25.0

e - 22 s

= Defined Daily Dose — Patients/day

» Number of doses = Other

Figure 2: Methodology for exposure number calculations
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Studies and other information

Among the sampled PSURSs, 21.8% had targeted neliestwith a large number having no
study during the PSUR period. At least 71.9% ofrdh@ewed PSURs had published studies
and a big percentage about 87.5 did not have amlyraalyzed company sponsored studies,
only a few of the reviewed PSURSs concentrated berattudies standing at 25%.

In “other information”, most of the reviewed PSURscounting to 87.5% did not have risk
Management plan neither did 71.9% have risk bereidlysis report. About 12.5% of
reviewed PSURs had late breaking news, as showtmenTable 9 and Figure 3 below

respectively.

Table 9 Studies and other information

Component Yes; n=(%) No; n (%) Missing; n (%)
Newly-Analyzed company 3(9.49) 28 (87.5) 1(3.1)
sponsored Studies

Targeted New Safety Studies 7 (21.8) 25 (78.1) 0 (0)
Published Studies 23 (71.9) 8 (25) 1(3.1)

Other studies 8 (25) 22 (68.8) 2 (6.3)
Efficacy-related Information 8 (25) 23 (71.8) 11(B.

Late Breaking Information 4 (12.5) 26 (81.3) 2 (6.3

Risk Management Plan 2 (6.3) 28 (87.5) 2 (6.3)
Risk-Benefit Analysis Report 6 (18.8) 23 (71.9) 934
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Figure 3: Studies and other information

Drug interactions

Of the 32 PSURSs reviewed 59.4% reported drug intenas while 15.3% reported no cases of

drug interaction and 25% did not report whethematrdrug interaction took place.
Pregnancy and lactation

Out of 32 PSUR reviewed, 37.5 % reported casesunf dse in pregnancy and lactation and a
similar percentage reported no cases of pregnandylactation. In addition, 25 % did not
mention cases of pregnancy and lactation. A cunvelaeporting rate of 75% was achieved.
This is an area we expected a very high reportatg because of the risks associated with

medicine use in pregnancy.
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Overdosage

Overdosage was reported in 53.1% of the submit®&dR% and 25% did not report cases of
overdosage. In addition, 21.9% did not report weetbr not overdosage took place.
Reporting rate for this parameter stood at 78.1%hvis slightly above the set threshold for

good reporting.
Drug abuse or misuse

Of the 32 PSURs reviewed, 62.5%% reported drug seisor abuse, where as 21.9%%
reported no misuse or abuse. However 15.6% fade@port whether or not drug misuse or
abuse took place. The reporting rate for this patamstood at 83.4% which was above the

set threshold for good reporting.
Special population

Cumulative reporting rate of the special populates 75% which just met the set criteria.
Of the 32 PSURs sampled, 53.1% reported drug usspétial population while21.9%
reported no cases in special population. In addi@®% did not mention whether or not cases
in special populations were reported.

Long term treatment

The reporting rate for this parameter stood at %1.9f the 32 PSURs sampled, 34.4%
reported long term treatment, where 37.5% reporniedcases of long term treatment.
However, 28.1% did not mention whether or not thesxe cases on long term treatment.

This fell below the threshold for reporting.
Medication errors

Of the 32 PSURs sampled, 65.6%% reported medicatioors, where 18.8% reported no
cases of medication error, in addition, 15.6% datl mention cases of medication errors. A
cumulative reporting rate of 84.4% was achieveds Was above the set criteria for good

reporting.
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Off label use

Of the 32 PSURs sampled, 56.3% reported cased tdbefl use whereas 18.8% reported no
off label use. Overall reporting rate for this icatior was 75.1%. Therefore from this study,

the prevalence of off-label use was 56.3%.

Table 10 Overall safety Evaluation

Component Yes; n (%) No; n (%)  Missing; n (%)
Drug interaction 19(59.4) 5(15.3) 8(25.0)
Overdose 17(53.1) 8(25.0) 7(21.9)
Abuse or misuse 20(62.5) 7(21.9) 5(15.6)
Pregnancy/ lactation 12(37.5) 12(37.5) 8(25.0)
Special populations 17(53.1) 7(21.9) 8(25.0)
Long-term treatment 11(34.4) 12(37.5) 9(28.1)
Medication errors 21(65.6) 6(18.8) 5(15.6)

Off label use 18(56.3) 6(18.8) 8(25.0)
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Figure 4: Overall safety information




Conclusion and appendices

All the reviewed PSURs had MAH conclusions. Theeaqjices were attached to 68.8% of
the reviewed PSURSs. See table 11 below.

Table 11 Conclusion and appendices

Component Yes; n (%) No; n (%)
MAH conclusion 32(100) 0
Appendices attached 22(68.8) 10(31.3)

PSURs pages

The characteristics of PSURs varied considerabtytlie different products. The median
length of the PSURs was 154.5(range 73-226.5) paghshe least number of pages being 6
and the largest 412.

4.2 Organization of the reporting systems: Kenya

Participants: The PSUR committee was formed to help in evaluatibpotential signals,
evaluate change in products and make recommendatidmpurpose solution regarding better
reporting and submission of PSUR. The PSUR revi@mmittee is composed of 4
pharmacists, 2 pharmaceutical technologist ance@cell staff. Handling of PSURS is purely
by personnel in the Medicine information and Phamowagilance department who have

already been trained.

Goals and Tasks:The Medicines Information and Pharmacovigilanceadpent receives
PSURs and professional staff reviews them when aéeds, there is no definite set date. The
committee reviews the PSURs and other reports wiwgl serious reactions or recently
marketed medicines. Drug safety monitoring of miegis include assessment of ADR reports
and Periodic safety Update Reports for the MAHsKémyan system, there are no budgeted
resources for evaluation of PSURs but the interwiewealed that plans are underway for

allocation of funds to support the review activiity financial year 2014-2015.
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Social structure: Entering the submitted PSURs into excel sheet reeduy trained clerical
personnel. The whole directorates of Medicine Imfation and Pharmacovigilance in

collaboration with other directorates are involwecdssessment and review of PSURSs.

Discussion between the pharmacovigilance team ath@uPSURSs takes place though it is
irregular. Signal detection and new indications drscussed and communicated to the
relevant MAHs The Pharmacists, Pharmaceutical Technologistsckmital staff are placed

in an open plan office or a boardroom where thékaboratively do reviews.

Technology: The whole unit of Medicine information and Pharmagtance is fully
computerized and adequately connected to the ette@ritical information by any submitting
MAH is sent within 48hours to PPB. An e-mail is senadvance awaiting the hardcopies.

PSURs are coded and keyed into the excel sheetiagveaview.

In Kenya, the pharmacovigilance team does not lyseathange data electronically with the

MAHSs and other EU companies.

Environment:. The Kenya system is a standalone and all PSURsreaiewed by the

Pharmacovigilance team.
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4.3 Process of periodic safety updates reporting stem

CABINET SECRETARY FOR HEALTH

A\ 4

BOARD OF DIRECTORS

\ 4

PRODUCT EVALUATION OTHER DIRECTORATES
AND REGISTRATION

|

v \ 4

v

Evaluation and Medicine
Registration Information

| !

Medicine Information Pharmacovigilance

Figure 5: Pharmacy and Poisons Board organizationatructure
Marketing authorization holders (MAHSs), submit Zdhaopies alongside soft copy
A cover letter is signed and a copy is retaineth@tPharmacovigilance department.

They are coded and entered in an excel sheet agaisisessment and review
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CHAPTER FIVE

5.0 DISCUSSION

In this study we sought to assess the structurégenband processes of periodic safety update

reporting in Kenya.

The study’s findings demonstrate that 68.8% of PSS&bmitted lacked cover letter. PSURs
are written by MAH and submitted to regulatory awities for assessment at predetermined
time (30). However, this study revealed submissib®SURs is not mandatory and review

and assessment are not done at a predeterminegdaints.

The concept for PSUR reporting stems from 1992. (t'Had been noted, including ICH and

EU, that PSUR reporting had not kept pace with tgraents in Pharmacovigilance such as
electronic adverse event reporting and risk managéeplanning (31). However in Kenya this

study revealed there is continued effort by therfPbaovigilance department to train and
promote electronic reporting from various faciktiand MAHSs. In this study, 87.5% of

submitted PSURs did not have any form of risk managnt plan. About 71.9% of the

reviewed PSURs, the MAHSs did not incorporate Rigk&fit Management Plan.

This reveals most MAHs do not have adequate riskagament plans just in case a product
causes harm in the market. In a related study ¢erméeants of safety related regulatory
action for biopharmaceuticals, it was found out B8URs evaluation contributed to 38% of

post authorization regulatory actions in a samplei@pharmaceuticals (9).

In addition, Al varez et al found that 64% of séi@c of adverse drug reactions originated
from PSURS (10).Both the studies examined the tmrton of PSURSs in identification of
safety signal. This study revealed considerably mgedication error reported by the MAHs
which stood at 65.6%.Drug abuse and misuse at §283¢ interaction occurring in 59.4%
of submitted PSURs. There was a high prevalenceugf overdose and off label use. Related
studies have reported a prevalence of between @T78%b (29). A study by shadt al found
that 78.9% of children discharged from pediatrisgitals were taking at least one off-label

30



medication. Therefore, there should be emphasredpylatory authority to make it mandatory
to timely submit the PSURs by the concerned MAHG segular reviews by the regulatory
authority to timely identify any kind of signals wanting regulatory actions.

The study revealed, however much there are stan@idguidelines, PSURs considerably
differ in structure, content and presentation détyadata which may complicate assessment
procedure. These differences may originate fromfdloe that different MAHs have different
working methods. Therefore, there should be ddditeeeffort to have a harmonized format for

easy review and assessment.

PSURSs are intended to be summaries to facilitateodle Safety evaluation. Many PSURs
are long and complicated documents. A more cordseiment that includes a discussion of
both benefits and risks with emphasis on identgyainanges in overall benefit-risk balance

may be considered. Similar proposal has been elefas consultation by ICH (32).

Potential safety concerns were present in 16 (56#4he PSURs. In one case, 2 PSURs
required risk management update and another 2reshupdate and change in the CCDS. One
was added in the reference safety information. Wtigly also revealed there were no
submission time lines required by the regulatopharty on MAHs and no local MAHs were
submitting PSURSs.

The Multinational MAHs submit them as an obligatioom their parent countries’
regulations. Submission process is in conformitshwiternational standards. Review of
submitted PSURS to generate safety signals is quade. The reporting rates for overall

safety evaluation data items were low.

Though Pharmacy and Poisons Board uses the ICHelgwed to inform the procedure for
submission of the PSURs, there lacks a checklidtoarstandard operating procedures. The
clerical personnel that receive these documentefitre have no way of enforcing that a
proper cover letter be submitted. A cover lettenésessary to authenticate the PSURs as
having been submitted by a specified MAH. When 2ecdetter is not submitted, the PSUR

submitted may not be considered authentic.
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As to organizational structure of PSURSs, it is vesltablished and organized, with a staff of 8,
4 pharmacists, 2 pharmaceutical technologists anceflical officers and has a PSUR
committee in place. In Australia, the ADR advismymmittee which is an equivalent of
PSUR committee in Kenya, is composed of independsadical officer with expertise in

areas of importance to evaluation of medicine gatetnprising of 13 staff, 4 senior medical

officer, 1 pharmacist and 6 clerical officers (33).

The government of Kenya needs to allocate budgeturees for the evaluation of PSURS so
as to support the initiative. There is good collaltion in the pharmacovigilance team,
however, main problem is that reviews are not dogularly, this may affect when the
signals are picked and others may be noticed (e of the setbacks in the department is
that they have no set dates when to review the ¢imedi information .They need to have set
dates either monthly or biannually and also to nasesind when need arises. A strong point is
that the whole unit is fully computerized and @ali information by any submitting MAH is
sent within 48hours.An e-mail is sent in advanceitimg the hardcopies. In Australia, the
pharmaceutical industry must report within 72hamg new serious safety problem including
what measures have been taken (27). All the PStHRwell coded and keyed.

With regard to process, the Pharmacy and PoisoasdBmonsists of five directorates which
include Business Support Services, Inspection ano/e8lance, Product Evaluation and
Registration, Quality control Laboratory and Phasyn®ractice and Regulation of Training.
The department of Medicine Information and pharmégance falls under the directorate of
Product Evaluation and Registration. The cabinetetary appoints the Board of directors

and the Board is headed by the Chief Pharmacistaubmmatically becomes the Registrar.

Under the department of Medicine information andaftacovigilance, there exist three
divisions; medicines information, which deals wattivertisement of medicines and provision
of medicine information to the public. The divisiof Pharmacovigilance which deals with
trainings and management of reports and regulaotypns and finally division of clinical
trials, which receives clinical trials applicatioasd their approval. PSURs are submitted to
department of Medicines and Pharmacovigilancena ivith ICH recommendations. When
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received, they are coded and entered into an esbelet awaiting reviews and

recommendations. However, there are no scheduted & review.

A panel from different directorates is usually sdten a time for review comes and usually
gives recommendations. In case of any signal deteappropriate and immediate regulatory

actions are taken.

In Kenya, the MAH submits two hard copies of tH&URs alongside a softy copy, a cover
letter is signed and one is retained at the depmenttiwhile the other goes back to the MAH.
Most countries in the European Union require softycof the PSUR either by email or on
CD-ROM with a PDF and Word versions and a covdetetAll sampled PSURs had their
MAH as multi nationals and no local MAH had submiitttheir PSUR during the time of
study. It was also noted that there was no lawdbatpels the MAHs to submit the PSURSs.

In Europe, the EMA requires PSURSs every 6 month2 fgears, annually for the 3 following
years, and then every 5 years (at the time of rahefwegistration). In Japan, the authorities
require a survey on a cohort of a few thousandepttiestablished by a certain number of
identified institutions during the 6 years followirapproval, with systematic information
reported annually on this cohort. Regarding othestyapproval experience, adverse reactions
that are non-serious, but both mild in severity antisted, must be reported every 6 months

for 3 years and annually thereafter (19)
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CHAPTER SIX

6.0 CONCLUSION AND RECOMMENDATIONS

Conclusion

The Pharmacy and Poisons Board had a well laidctsirel for Periodic Safety Update
reporting, however there was need for a harmoniaedat for capturing information and a
mandatory requirement for MAHSs to timely submit #8URs. PSURs submitted to the PPB
considerably in presentation of overall safety esabn with nearly two thirds reporting
medication errors and abuse/misuse. Nearly halthef reported PSURs reported drug
interactions, off-label use and 50% of the PSURS fatential safety concern. In addition, a
policy to be put in place with additional staff agdvernment to allocate funds to facilitate
regular reviews

Recommendation

There is an urgent need for the regulatory authdoithave policies in place for the regulation
processes of PSURs in the country for this wikaitnline the reporting process. The board to
employ adequate staff to run the pharmacovigilategartment and this will facilitate regular
PSURSs reviews and hence timely detection of anyasignd hence facilitate timely regulatory

actions.

The pharmacovigilance team should develop and im@ite a structured PSUR review tool as
this will enhance uniformity and hence better antety picking up of signals. The board to
develop comprehensive guidelines and standardatpg procedures regarding content
,Structure ,frequency of reporting, regulatory @e$i and processes of submitting PSURs to
the regulatory authority in Kenya. The Board to@damore concise document that includes
discussion of both benefits and risks with emghas identifying change in the overall

benefit -risk balance.
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APPENDICES
Appendix I: Ethics and Research Commit.tee Approval

UNIVERSITY OF NAIROBI KENYATTA NATIONAL HOSPITAL
COLLEGE OF HEALTH SCIENCES P O BOX 20723 Code 00202

P O BOX 19676 Code 00202 KNH/UON-ERC Tel: 726300-9

Telegrams: varsity Email: uonknh_erc@uonbi.ac.ke Fax: 725272

(254-020) 2726300 Ext 44355 ‘Website: www.uonbi.ac.ke Telegrams: MEDSUP, Nairobi

Ref: KNH-ERC/A/280 Link:www.uonbi.ac.ke/activitiessTKNHUON 27" August 2014

Dr. Kiogora Mwiti Gatimbu
Dept.of Pharmacology and Pharmacognosy
School of Pharmacy

University of Nairobi

Dear Dr. Kiogora

RESEARCH PROPOSAL: STRUCTURE AND PROCESS IN PERIODIC SAFETY UPDATE REPORTING SYSTEM
IN KENYA (P428/07/2014)

This is to inform you that the KNH/UoN-Ethics & Research Committee (KNH/UoN-ERC) has reviewed
and approved your above proposal. The approval periods are 27" August 2014 to 26" August 2015.

This approval is subject to compliance with the following requirements:

a)
b)

c)

Only approved documents (informed consents, study instruments, advertising materials etc) will be used.
All changes (amendments, deviations, violations etc) are submitted for review and approval by KNH/UoN
ERC before implementation.

Death and life threatening problems and severe adverse events (SAEs) or unexpected adverse events
whether related or unrelated to the study must be reported to the KNH/UoN ERC within 72 hours of
notification.

Any changes, anticipated or otherwise that may increase the risks or affect safety or welfare of study
participants and others or affect the integrity of the research must be reported to KNH/UoN ERC within 7%
hours. F,
Submission of a request for renewal of approval at least 60 days prior to expiry of the approval period.
(Attach a comprehensive progress report to support the renewal).

Clearance for export of biological specimens must be obtained from KNH/UoN-Ethics & Research
Committee for each batch of shipment.

Submission of an executive summary report within 90 days upon completion of the study

This information will form part of the data base that will be consulted in future when processing related
research studies so as to minimize chances of study duplication and/or plagiarism.

For more details consult the KNH/UoN ERC website www.uonbi.ac.ke/activities/KNHUoN.

Protect to Discover

e,
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c.C.

The Principal, College of Health Sciences, UoN

The Deputy Director CS, KNH

The Chairperson, KNH/UoN-ERC

The Assistant Director, Health Information, KNH

The Dean, School of Pharmacy, UoN

The Chairman, Dept.of Pharmacology and Pharmacognosy, UoN
Supervisors: Dr. George Osanjo, Dr. James Riungu, Dr. Wesley Rono

Protect to Discover
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Appendix II: Declaration of confidentiality form

REPUBLIC OF KENYA
MINISTRY OF HEALTH

PHARMACY AND POISONS BOARD

STUDENT CONFIDENTIALITY AGREEMENT

In the course of evaluation of my study, i will gain access to certain information, which
is proprietary to Pharmacy and Poisons Board and other interested parties.

I shall treat such information (hereinafter referred to as “the Information”) as
confidential and proprietary to PPB or the aforesaid parties. In this connection, i agree:

(@) Not to use the Information for any purpose other than discharging my
obligations under this agreement;

(b) Not to disclose or provide the Information to any person who is not bound by
similar obligations of confidentiality and non-use as contained herein.

I shall not communicate any observations and/or findings as well as any resulting
fecommendations and/ or decisions of your work to any third party, except as explicitly
agreed by PPB.

1 understand that any information (written, verbal or other form) obtained during the

performance of my duties must remain confidential. This includes all information about

Thembers, clients, families, employees and other associate organizations, as well as any
other information otherwise marked or known to be confidential.

I understand that any unauthorized release or carelessness in the handling of this
confidential information is considered a breach of the duty to maintain confidentiality.

I further understand that any breach to maintain confidentiality in my study could be

grounds for immediate suspension of attachment with PPB and/or possible liability in
any legal action arising from such breach.
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I confirm that i have no situation of real, potential or apparent conflict of interest
_including financial or other interests in, and/ or other relationship with, a party, which:

(i)  May have a vested commercial interest in obtaining access to any part of the
Information referred to above; and/or

(ii}y  May have a vested interest in the outcome of evaluation of the application.

I shall promptly notify the Registrar, PPB of any change in the above circumstances,
including if an issue arises during the course of my work.

All documents supplied o me in connection with this application shall be accepted in
strict confidence and shall be held in safe and secure custody at all times.

I hereby accept and agree with the conditions and

Declaration:

I, the undersigned, do hereby agree to adhere to the provisions contained in this
agreement. i

I hereby declare that I have/do not have (delete what ‘is NOT applicable) a Conflict of
Interest with the results of the study (delete what is NOT applicable)

Reference number (s) of application (s) with which I have a conflict of interest

Ki0qork Midiri CATIEL,
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Appendix Ill: Assurance on confidentiality

All information obtained from your records and imiews conducted will be kept
confidential and used for the purpose of this stoialy. Your records will be kept under lock

and key and information will be accessible to atitenl persons only.

Contacts
For any further information about this study youyncantact me, my academic department or
the Kenyatta National Hospital/University of NairdBthics and research Committee using

the contacts provided below:

Kiogora Mwiti Gatimbu,

Department of pharmacology and pharmacognosy
School of Pharmacy,

University of Nairobi

P.O Box 157-00202 KNH. Tel: 0720-790-655

Dr. George Osanjo,
Department of Pharmacology and Pharmacognosy

School of Pharmacy, University of Nairobi
P.O Box 19676- Nairobi. Tel: 0737-434204

The chairperson,
The Kenyatta National Hospital/University of Nairdtesearch and Ethics Committee,
P.O Box 19676- Nairobi. Tel: 020-2726300 Ext 44102
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Appendix IV: PSURs Review Tool.

Cover letter

PSURs components Findings Comments
Included [ Jyes 1 No
Contain all information as the| [ ] Yes 1 No
guidelines
Signed by the MAH [ ]VYes 1 No
1. Executive summary
PSURs components Findings Comments

Worldwide Marketing
authorization status

Regulatory info. During the
PSUR period

Patient exposure

Number of new case reports
received during the period
covered by the PSUR and the
cumulative numbers

Safety concerns investigated

Overall findings of the PSUR

The Company's conclusion
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Introduction

PSURs components Findings Comments
Authorized Indication
. Worldwide Market Authorization Status
PSURs components Findings Comments
Cumulative information
Number of Authorization
countries
Authorized but not marketed| [ ] Yes [ INo
Lack of approval [ 1Yes [ ]No
If yes MAH explanation
Company withdraw the [ 1Yes [ 1No
application for . anati
authorization If yes MAH explanation
Has there been a change td ] Yes [ 1No
the marketing authorizatiop
If yes specify
status
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. Update of Regulatory Authority or Marketing Authori zation Holder Actions
taken for Safety Reasons

PSURs components Findings Comments
Marketing authorization [ ]Yes [ 1No
withdrawal, revocation or _
. [ 1 Not mentioned

suspension

If yes MAH explanation
Failure to obtain a [ ]Yes [ ]No
marketing authorization )

[ ] Not mentioned
renewal

If yes MAH explanation
Restrictions on distribution [ ] Yes [ ]1No

[ ] Not mentioned

If yes MAH explanation
Clinical trial suspension |[ ]Yes [ 1No

[ ] Not mentioned

If yes MAH explanation
Dosage modification [ ]Yes [ 1No

[ ] Not mentioned

If yes MAH explanation
Changes in target [ 1Yes [ 1No
population or indications )

[ ] Not mentioned

If yes MAH explanation
Formulation changes [ ]Yes [ ]1No

[ ] Not mentioned

If yes MAH explanation
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Urgent safety restrictions | [ ] Yes [ 1Ng

[ ] Not mentioned

If yes MAH explanation

. Changes to Reference Safety Information

PSURs component

Findings

Comments

Is the CCDS the reference
document?

Date of the last reference
document

Which sections of the referencge

safety document have been
changed during the period
covered by the PSUR?
1. Posology and method of
administration
2.contraindications
1. special
warnings and
precautions for
use
2. interaction
with other
medicinal
products and
other forms of
interaction
3. pregnancy and
lactation
4. effects on
ability to drive
and use
machines
5. undesirable
effects
6. Overdose

Please specify the safety
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relevant changes

6. Patient Exposure

PSURs component

Findings

Comments

Exposure in clinical trials

Market Experience

Methodology used for the

exposure number calculation:

[ ] Defined Daily Dose

[ ] Patients/day

[ ] Number of prescriptions
[ ] Number of doses

Other (please specify)

Comparison with previous
PSUR, if information is
available:

Change in methodology used f
calculation:

[ ]Yes [ IN

MAMH justification:

Overall change in patient
exposure:

[ 1Yes [ ]
No

If yes,[ ]Increase[ ]
Decrease

MAH comment:
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7. Presentation of Individual Case Histories

PSURs component Findings Comments
Serious cases including | Seriousunlisted=
fatalities Serious Listed=
Number of fatal cases
Non-serious Seriousunlisted=
Serious Listed=
This PSUR with# describe any change in
cumulative incidence of ADR taking
into consideration patient
exposure>
In PSUR period:
Number of cases/ Patient
exposure=
Cumulative:
Number of cases/ Patient
exposure=
8. Studies
PSURs component Findings Comments
Newly-Analyzed company |[ ]Yes [ 1No

sponsored Studies

[ ] Not mentioned

Targeted New Safety Studies[ ] Yes

[ ] Not mentioned

[ 1No

Published Studies (literature)[ ] Yes

[ ] Not mentioned

[ 1No
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Other studies [ 1Yes [ 1No
[ ] Not mentioned
9. Other Information
PSURs component Findings Comments
Efficacy-related Information | [ ] Yes [ 1No
[ ] Not mentioned
Late Breaking Information |[ ]Yes [ 1No

[ ] Not mentioned

Risk Management Plan

IsthereaRMP[ ]Yes [ ]
No

[ ] Not mentioned

Is this RMP submitted
previously or attached with the
PSUR [ ]Yes

[ 1No

Risk-Benefit Analysis Repor

t[ ]Yes
No

[ ]

[ ] Not mentioned
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10.Overall Safety Evaluation

PSURs component Findings Comments
Drug interaction [ ]1Yes
] No

[ ] Not mentioned

Overdose

[ ]Yes
] No

[ ] Not mentioned

Abuse or misuse

[ ]Yes
] No

[ ] Not mentioned

Pregnancy/ lactation

[ ]Yes
] No

[ ] Not mentioned

Special populations

[ ]Yes
] No

[ ] Not mentioned

Long-term treatment

[ ]Yes
] No

[ ] Not mentioned

Medication errors

[ ]Yes
] No

[ ] Not mentioned

Off label use

[ ]Yes
] No

[ ] Not mentioned
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11.Conclusion

PSURs component Findings Comments
MAH conclusion

Appendices

PSURs component Findings Comments
Attached as specified by the |[ ]Yes [ ]

guidelines No
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Appendix V: Key informant interview
1. How many people work in your department.............cooeveiii e vt s

2. What are their responsibilities?

5. Where are they submitted first and who receiliem?
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8. Do local MAH submit PSURs (infusion
AV 1T [0 1= ) P

10. Are there budgeted resources for PSUR review..........

11. Do you have any standard operating proceductexklist to guide during PSUR review?
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