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roprort ADRS £ the plarmacovigilasce eatity in Kawait Sourcer ol AEFT duin 7
1 is o simcere beliel that these guidelines will be « useful guide R e 17
to HCPy, regulators and pharmacestical conspanies, allowing Cymton e ol eyt bovmds i
th e conmmit snd coopriate ilcunsly sl allctvely in vrdur TR e W
Pracou of dars sty i
to safeguard the health of the people of Kuwait Active Y i
and effective Terwesn tse rel v ek,
sinkehalders will certalnly’ enable promnpt regulatory scriom to. Moniaring and Eralusing the perfarmance of the AEFL survedllance
prosect the people fram prevestable ATVES that might ocrur doe ystem 17
1o msedication use. firief Crverview of AEF Cality Asssmment 1
Finally, the phanmacovigilance team will shvays be ready 1o Case sebection for causaliny siesssment 173
receive comments, cnquiries and suggestions  for farther Prapurnsion fior cauinlity seenmment i
P 2 AR T Gautalsy svessent o 1
Kawalt Ofice for Pharmscovigilance Surveillance PV, nmwnl ﬂ::',::::ﬁ::“" Folimg wvm-mm::]umon
WAL, (Aot 18
This docwment i intended 1o provide genersl guidance, Commmusnicatian and Media Mansgrenent 1
ugh we have tried 1o enre i o comtained Risk Commnsmication 12
[ , however, i 2 Need for lopr 1
and develaprments sccording to the local regulatory and elisical Chalbsnges b Effecsive Conmunloation 18
snvironmene s required  Kewsit Drug snd Food Contrsl : d B m'
‘:‘Dm"' I"."m'd m"’ the: Kupewt | Ofe.  fc Tohe of Heabheare Weekers in Comurunicating AEF] 183
Commvenication with Csher Healivears Srail 184
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vacrines e i s i SATR Serioms Advere Reactios
pharmacovigilance team, there are. bowever. somie differences in SSAR Suspected Serinas Adverse Reartion
theis guldeline due v differences in their nature and the way SUSAR Suspected Unexpected Sertous Adverse Drag
they are used For thow conducting chinicsl trish of locally Reaction
registared products, it i mandatery 1o report all adverie sveats ™ Therapeutic Produet MP
encountered 1o the KPVE Medicinal Product
All sdverse events should be considerad reportable accarding o " Investigational Producs
the requirements autined in thess guidelines snd key player in AP Ausifisry Product
i wctivity ate oll i i SOF Standard Chperating Procedure
and HOPs, preferably those disectly associated with the care of SUSAR Suspected  Unexpected  Serlous  Adverse
patients consamens Renction
The curremt Buwaiti systemn of AE mowmitaring refies on the TBA To Be Annoanced
World Health Oganization (WHO) maodel This system b well HTA Health Technology Assesmsent
known of being cost-effective and It urilizes internationally HCP Healthcare Professionals
recognized methods for detecting signali and Identifying KuGVP Kuwait Good Pharmacovigilance Practice
previoudy unknown AEs to medicinal products or changes in the RS1 Reference Safety Informasion
pasterns of known AEs o ensure that pakenn sbealn safe and cons Core Company Dats Sheet
elloctive treatments. Where necessary, epidemislogical studies TSP Country Speeific Prescribing Information
‘may be conduceed in collaboration with research ins EL Enrope
substantiste grarrated gl us United States
In addition, the itari i im detecting A Food snd Drag Administration
lack of efficacy, sdidreniing quality comcerm which may be m Iavestigutars Broehure
welated to harm, and i and

products Therefore, knowledge and awareness of HCPy aboas

the AE mositorng program i necessry o snesre the safety of

smedical and pharssaceutical products

The Impact of not reporting AEs may result |n compromising
= T i lefi umnoticed fon i if

an sssociation betweee o product and an evest becomes clear

worldwide cp. Aspirin I the  Gasre-lntestisal  tracr,
i with

Fore the samie tesson it may take tos long befure itis recognized

that prolonged abuse of & medicinal prodect can produce

deliberate health eflects ¢ g, phemncetin in renal papillary

necTasis

Therrfore, proper implementation of these guidelines will help

reduce the harmbl effects renlting fram the use of drags or

medicinal products by early detection of sfery concerns,
Cbgnals, of the henedi

individusl snd the populstion, spplication of effective rids

mdudmizstion mesures welection of optimal therspies in

1 Pharmacovigilance Practice (GVP) for Arah Comniries for
Mudicinal Products for Hutran Use [Version I
] -onfersnce for H
3 Earogean Medicine Agency (EMA; guidelines
4 Sandi Pharmacavigilance Guidelines
5 Jordan Phusmseovigilusce Guidelines
& Egypt Pharmacovigilance Galdelines.
7 Oman Pharmacovigitance Gubidelines
B Heslth Seience Authority (HSA|- Singapors Regulatory
‘Guidance (Clinical Trial Regulstions) 2017
% 1CH Eo (R
19. Unmited States (US) Food and Dvag Adminisration (FDA,
MODULE ONE
INTRODUCTION TO PHARMACOVIGILANCE
MODULE ONE: INTRODUCTION TO
PHARMACOVIGILANCE
Crverview af | i Addvern
Adverse Event (AE; Mositering i the process of continsouly

ecooperation with  Health HTA)
programmes, and spplication of rational use of drugs or
mudicinnl products by developing sffective commanication
‘methods with HCPs The guidelines provide brief definiti

4 e effiects smipected o be associated with
the use of medical and pharmacestieal products Tt facilitastes
cullectivn of ushissed wfety datu ohuered hoth during clisical

relared 1o d based on etlology It

highlights the imporance of monitoring snd  reporting

procedures Principles of efficient reporting by HCPs, data

liamiling and aiatysis have alss been covered

Phanmacanvigilanee Dicfine
PVl € reporting,

detecting evalsating, usdestanding asd monitostng adverse

elfects of drugs or medicinal products or sny other related

problens associated with such products

KFVC Core Values

trials and during ‘real- Efe"
delines hava'h o o et

the of AEs It Is necessary the

Als pillars of a valid AE case

report. Sach pillars incbade Informarion shout the pathat,
description of the adverse event, the suspected nudical or
product anid | soarce of the repart
The AE reparting system in Kewsit is centralized. whereby
HCP: ond petients are sensltized to submnalt cese reports of
suspected AFs o (be Buwsil Office for Pharmacovigilance
(KPVC spani

Shared

cally rupiater

Responsiveness and Reactiveness- Integrity- High gquality- products and report sality concerns to KPVC This is the
Reliahility departnvent that operates under the sutonomy of Kuweit Drug
KPVO Vision and Food Control (KDFC) sector. Ministry of Health

New healthcare and regulatory ysberis espowered with the
roquired pharmacovigilance resources and toals to make an

AE reporting covers all medical and pharmiaceusical products,
biologicals, s Sical e i
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ducusnented previauly

12 Unexpected adverse drug resction. An advorss reaction, the
autuse of sevesity of which is nat mentioned in the sismary of
product characteristics or market suthockestion nr expeced
froam characieritics

13 Shall  term msed o express sirong obligstion, legal
sequiements, oe formal rules, olbus fnnd in officisl documents
(laws, executlve regularlons, decrees, ... stcy, in “Shall* implies a
requisement

14 Should a soft term wsed for advic, recommendstions,
expuctations, oe moral duties, ie should” suggests guidunce ar

lings ar i of iom from
thix docuwment. If you necd specific logal ar professinnal advice.
you should comwlt relevans legal, clinical pharssceusicsl or
regulntary advisers
CONTACT INFORMATION
Ruwait Office for Pharmscovigilance Survelllaace (REVC)
Barwait Dirag and Food Contral
Ministry of Healsh
Al-Sabah Meslical Town
[Seate of Kuawuit
Email. pv-i i gove Jow_ ade_ i ke
Tek: 19065 260611676 (WhatiApp)
GLOSSARY OF TERMINOLOGY
1 Adverss Drug Reactions (ATRs: A response to o medicinal
product that is moxions ar potensially harmdal and unintended
and which occurs at dases oormally wsed in buman for
peaphylaxiy, disgnosin ar therapy of a disease or for the
modification of physiotogical function o which individual
factors sy play s ismparsent ol
1 Adverse Evest or Experience (AE; Any unfavorable medical

that s iy presemt during treabment
with & pharmaceatical product, bt which does sat aecesarity
have & causal ralationsbip with the treatment
3 An Adverse Drug Reaction (ADR) Case Report. & case repont
In AV monitoring peogramme i 8 sotfication relating  a
patient with un adverse effect ar laboratory test abaarmality
suspected ta be induced by s medicinal product

4 Benefin ik e !
s u apeite f

5 A drag or @ mesdicinal product: Any substance of misiure of

substances manufaciured, sold or presensed for use in | the

dingmonis, srwatment misigation or prevention of & disease,
disorder, sbnarmal physical o mental state, or the symptams
thereof, i b L ik restoring. correcting i

be or im hwman or snimal

probakiliry

ACRONYMS

MOH Misistry af Health

wHO Warld Health Organization

uMC Uppials Mosltoring Center

KDFC Kawait Dirag and Food Conrol

PHILA Pharmsceatical Impection and Licensing
Adrinistration

PVE Ruwait Pharmacovigilance Crnter
KuPRAC Rouwait igilam, Risk
Assassersent Comenitioe

EMA European Medicine Agency

GO Gulf Cooperation Casncil

GVP Goad Pharmacovigilance Practice

KH for

ICSR Individisal Case Safety Report

MAH Marketing Authoesation Halder

MAA Market Authorisatien Applicant

Ma Market Authorisation

NDA Mew Drug Application

Mp Medical Device

HP Health Product

PASS Fust-Authorization Safery Study

PAES Fost- Authorlzation Eficacy Study

noe Dinailed of Pl

PBRER Periodic Beneflt Risk Evaluation Report

" Package Loaflet

PEMF Pharnsscovipilines System Mastar Fils
FESMF Pharmscovipianes Sub-Systeen Master File
FEUT Fesiudic Safety Update Report

v Pharmscovigilanes

QPEV Quatified  Person  Respomsible  for
Pharmacovigilance

150 Larsl Safety Respansible Person

Qms Quality Management Systein

MM Wisk Mimimization Muasires

RMP Risk Minimization Plan

—MS Fisk Managemest Syreem

SmPC Summary of Product Charscteristics

ADR Adverso Drug Reaction | Advers Reaction
AR Adverse Event

AER Adverss Event Report

€A Campetent Authority

CAPA Carrective Action Preventive Action

CSR Clinkcal Study Repart

1CsR Tndividusal Cane Safory Report

" Inspection HReport

Qs Quality Assaraiice

RA Regulatory Aatharity

SAE Serious Adverse Event

o Tor the purposes of Teparting
suspeciad ATHRs, thess include specisfists, mudical pracitionee,
patlsalogists, destists, pharmscists, narses, medicsl assistants,
i iams, o i
7 Herbal drugs Any Iabeled preparation in pharmaceutical
dosage form that contaims ere or more substanees of aatural
urigin thas are derived plants s active
¥ Life i i which the pa.
# risk of death ar the time of the event and does nat refer to
event, which hypothetically might have camsed death if it was
more severe
9. Seriows adverss drug resction A noxiows and unintended
respanse s drag that ar any dose, rewlt in deach, is e
(sach a S Juh d requires
patient  hospitizstion o prolengaten  of  existing
‘hospétalization, causes a congenial anomaly or birth defect.
rowubis in persisteat of skgulficantly disabiliry or incapaciy, ar
require o prevent or
damage
10 Side effect Any ssintemded effect of » pharmaceurical
product accursing at doses used in man which is related to the
pharmacalogicsl properties of the product and in which there is
ne deliberate overdase
11 Signal Reported mfermaton (at least 3 spomtansous case
reparts) on & posdble cumsal relatiossldp between an adverse
vemi w drug. the pelatlonship heing nknows ar sconspleely




S2026/1/11 - 1447 = 22 241

29 gamally 2 Lt 1TT3 2all pdt gyt

1o ko the drugs and ——
involved

Prodisposing fctors of AT and the mechanisms of drug
interaction

Many reactions sceus easly in the course of treatiment (uch s
amagihylais afber penicillin injection; soime ather resction may
develop aver » prolonged pericd of trestment (sach =

reactioms Th
pharmaceutical produces g vaccines, but we will describe
ADHs in the contexts of medications (of drugs). The fact that an
adverse reaction hay occurred dos oot afect inoany way the
credibility of the healthcare profesional who prescribed,
dispemsed or sold the drsg o long as sificient knowledge and
awasenens of the medicine, ity adverse sffects, wafery monitoring

ostweperasis with oral steroiday the appoar
Tomg after the drog B dscontmied ek Ay vaginad
ademiocurcinoma due to diethylaibestrol gven w the mother)
The follawing are predispasing factors of AT Age

The incidence of ADRs appears ta be highsst in the very young

and very old In thess fwa Pt oflife, theee is
poordy  developed  and  aliered  physiological  function,
Therefare, and elimi of some
drags may be delayed
Pathophysiologscal conditions
alter the inetic handling of

@ drug its tissue sensitivity or the response 1 & drug. That is,
dineases can alter drug absorption metabolism. eliminatian and
the body's respanse to drugs

Amount of deuy sdminisered

An sxcessive response to drug ar prolonged therapy may be
peedisposing factars for AIVRs Over dosage b ofien relative
rathor than abuwlote beesus the individusl response 0 8 drug
varies

sl ritk
Chaasilication of ATVRS (etiobogical hasis)
In many cases o specific reason ean be ghven as wo why &
particular putient develops o . while
anothor patient dogs noe. With som relatively toxic drugs,
addvirse renctlons are the rude rather thas the exception. Four
special etlological factors can, bowever. be defined They
camprise of isherent ancmmalies in the patient respanse (allergic
or idiosyneratic), scquired patient snomalies, snomalies of drug.
and and
Inherent anommalies in patient respomse (allergic ar idiownceratic)
(@) Dirug allergy (hypersensitivity, Reactions are due i genetic
factars and physislogical varisbles wch an age sex and
pregoancy. Drug allergy is mediated by immuonolagical
mechasiins. The followings are churacteristies of allergic

rraction;

i effoce
B can be precipitated by wiall smounts of drag
il pepented ]

Sex Iv.often Inclade dkin rash, angloneuratic aedema, serum sbokness

Suverad undi shawn that wiimien ars marn asl anaphiylasis ar asthens

likely 1o suffer from ADRs than men This b dee 10 imci of allesgic the drag,
and ar pl d. lased fhetars h i i the di for which the drug Iy ghven

Previous history of allergy I ADRs The msjor

Patiennn who have previsuly siffered an sllengic drug reaction
appear to be mare smceptible than others to allergic ADRs in
eneral Heredity niay make same people moee wsceptible ta the
tacic effects of cortsin drags.

Racial or Genetic Factars

Thers may he racial differences in the incidence of wame types of’

wenetically determsined ADES s be Sivided into rwo types
i Reactioms dae o altered pharmacokinetic handling of the drog
i the body
i Reactions due to aliered fivse responsivamess .
Acquired patient anomalies
These reactivns are dus to the presence of intercarrent illnsss,

ADRs, anid some mmay have a geoetically
response to the development of ADHs  For sxamplesn
wthinopharmucalogical Eference such sy glucow G-phosphate
debiydrorgenase deBeioncy, whish predispows to s dnsg
Induced hemolytie anermin, Is more common amang Africans.
Kurds, Irsql Jews. souse Mediterraean people and Fillplnos, and
s relativaly infrequent snmongse other races
Maultiple Drug Therapy (Palypharmacy)
The Incidence . dber of deugs gives
dwe 1o the risk of interactions. Interaction berween prescribed
s 5 hich i af ¥
profesiona)  The [ollowings are wischsnlmns of drug
interactions: -
ia) Direct physical ar chemical interactions of mare than one

which may thiat are mat apparens
i narmal individuals. For exsmple, hemorrhage or perforation
of the peptic ulcers dus to sspirin or corticosteraids, In sddition,
iver disease may impais drug detoxification, and rensl Sssw

exncretion
PR

of drugs that undergo rea

These reactions may be o consequence of excessive response
alterations fn bloovadability o an insppropeiate method of
administration There are three main potential soarces of AR
in this class They include decompasition of active comstituents,
effecrs of by-products of the wetive constitents desived froe
chemical synthesis and effects of additives, solubiliring.
stabilizing, coloring  agents and exclpients  commanly

drag given concomitantly. in . Therefore.
1) Altered gasmointestinel absorprion, competition for protein alterntion ln productlon methods muy huve marked sdverse
bindbng sives oF receplors. ellects and consequences
ic} Incromsed or decressed metsbolism of » drug by induction Dirag interactions

vt i ixing enzymes These are ADRs rosulting from interactions of mare than ane
1) Alseratian of acid-by thereby inflencing drug drig given af the 2 are likely to b ional 1o
distribution and rensl destance the susber of drags given, Hewsver, soms drug Interactioni
(o) Aberasian of | i renal fanction that influe may have bath im bensfits v

the rates of renal excretian
Evalustion of Adverse Drsg Reactions

potentiation) The frequency of adverse drug Interactions in
lipdeal practice makes it mandatory fof healtheare profeiond
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iftem exchaded from studies, mch s patients bn certain age
Froups, preguant women, patbenis with diseases other than the
ume belng treared, sind patients wing other drugs concomisanty
This aften prevenes

intersction of mere than one product given o the same Hme
Seatistically, reactions with an incidence of less than 1% are
frequently not identifled

1 The duration of clinical trials is too shart. Such wudies do not
sllow the detection of ad Afeces that wpp prodanged
use or exposare, especially with chraic smedications (o5 orsl
comtracepives;

3. There are differences between countrie, including varistions
in  patiest fectors product  comsemption  levels, and
manfactring proceses, which may influence the qualicy of the
locally peodiced products compured with the imponed
counterpasts

The pharmscovigilance and AE monitoring ls carrbed owr in
Phase IV, whese monitoring of safety and effectiveness i
comsidered a lifetie process to ensure & comtinaous positive
berufii-risk rtia

Pust Marheting Surveillince

Tt is mot possible to identify all wfety -related problenys thar may
exist with drugs or medicinal products during pre-marketing
vests anid evalmations. For this reason, it is abvious that safety
monitoring is carsied oat through the life cvcle of each produce
imedicine. vaccine. health product. cosmetic produc, medical
device and biological product) The KPVC team, regulntors
leapectors, dosiler reviewsen, and HCPy play & vital robe ln the

past-market of these peoducts. Cue of the st
comman  methods of pest-murketing swrvelllance s AE
menitoring

Puspruse ol Good Pharmscovigilenee Praciics Guidelioes i
Kuwait

The imakn puspose of having a Good Pharmacovigilinee Practice
Guidelime (GVE} in Bawat §s to sddress the requirensents, taiks,
respamalbifities, acrivities, procedures, and rales necessary for
Iiplementing an efective and oflckent pl i

Informed segalstory and clinical decistons abeat safe and

elfoctive use of drugs o wedicieal products in Kuwalt.

KPVC Mixdon Satement

Ohur mimion is to wppornt patient salety by spplying ail slements

and facilition to warrant an effective pharmacovigilance system

sl 1o ensure the svailabifity of high quality, safe snd eilective

drugs or myedicinal products in Kuwsit

Gasle

1 Ty ing high-standard ph. i amil risk.

nEgsment phas

2 Seadardizing the qualicy of Euwait’s pharmacovigilsnce

wuen @ be i fine with imternationally  eocoguized

pharmacavigilance sytems.

3. Lenpraving patient vafery chrowgh stimulating safe. effective

and rtionl wse of drugs or medicinal produces

4. Asmessing the benefit-risk balance of drags or medicinal

products and enhancing the availability of safe and effective

‘miedicines

5. Promoting awareness and wnderstanding of
lance snd ATV HCPy and the

public.

Objectives

1 Tis sicnitw early detection of aew or existing ATV

1. To demanstrate the safety and efficacy of the nowly reglstorad
wnd marketed phasmaceutical products by monitoring their

¥

3 To ensare proper
thuse with

4 To identify risk fhctoes and possible mechnisms undestying

aslverse reactions.

5. o apply ris measares

6 To easblish  effective  collaborative  efforts asmeng  all

¥
7 To promste wndersunding and education relared 1o
regulatory and clinical HCPs i
i 2

ety ofdrags

svstem Thes geidelines sre & wet of elersents to be spplied in
‘oedor to facilicare thi performance of pharmacovigilance in the
Seate of Kuwsit Hewsit Good Phamacorigilunce Bractice
(RuGVP guidedines are iunusd o o guide for the practice of
pharmacovigilanes for phasmacentical companies, marketing
suthorization holdess the regulatory autharity, and HCPy to
ppide them to the best practicss fior menitaring the safery of

Rationale gl and AE

Once o medical or phanmsceutical prodact §s mstketed,
information on s safety and efficacy is primarily based on pre—
marketing svaluations. clinical trials (Phase T 1T ard 1T, anienal
studies and, other data from the prodact developraent process,
1. Phase T trinl = Single-doss studics ln bealthy volanteers uring
low doses of the medicinal product. The phanmscalogical sal

drugs or madicina] products suthorized st i
KuGVP geidelines are bawd on the Guideline On Good
Pharmacovigiance Practics For Arab Cousteles, which s

Earapean Goad Ph vigilanes Practicics
guidlies The gubdelines shall be reviewsd and apdated svery twa
yeurs. The version number will he updated amd appraved by the
Assistant Undervocrotary for Drag and Food Control

l kinstic propertios of the product are evaluased in this
phase

2 Phase 11 trisd = Efficacy bs the peinsary objective of this phase,
but safety is
3. Phase [1T trisl — Evaluation of vafety in @ grosp of patients with
the rarget diseass.

Each phase imvalves an fncreaning natber of participmts, and by

MODULE TWO the end of the full pre-markecing climical trial. abour 5060

THE PHARMACOLOGICAL BASIS OF PRUG 0 wonld it prod: However, there Is.
REACTIONS AND INTERACTIONS a problem of whethee s climical trial involving 5000 peaple

THE PHARMACOLOGICAL BASIS OF ADVERSE DRUG ovid i g the safety of s new

REACTIONS and INTERACTIONS
use of medications These are called Adverse Drug Reactions
(ADRs An ADR is an anexpected consequence of drig usage
end ita risk of nccurrince cannot be predetermined Almost all
elfective drigs, no mmatter bow safely aved, may e adveese

product o millions of people
Therefore, pre-marketing safery evaluation of pharmacentical
products s the thne of registration iv inherestly limited due 10
the following three reasons.

1. The popabarion in Plase 17 cinicsl trabs §s very selective and
lismitesd May rypes of patients with differerat chasactesistics are
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+ Expretodnem can go huyand just the listed side offrts to
inchude clinicnl judgrent based on svailable vafety data anl

iy reslt in desth  requites impatient howdtalizasion o
profonged hospitaBestion, resalts in persistest or umm

B " - Aliabilinyincapuciay, el
» Example. IF raeh after snking n medicati ar in  madically i i
and rash is commenty observed In patients treated with that € Severity

chunn of drugs, this event may ba clanifled as sxpoctad even i
i ot specifically listed om the label.

Sumunary of Differences;
»Li an

b AE is uxplicitly 4
in the praduct’s afficial docomentation
 Expectediess takes into account the broader context of the

Severiy descrilses the extent 1o which the ADRs inflacsce the
everyday e of patients There are seven levels of severity from
which ADRs can be categorized

 Lewel 1-2: Mild

= Lavel 34 Moderste

# Levehs 8-t Severe

drag's knawn safiry profile, which ey inclisde unlisted side = Lavel T Lethal
AFrcts that are sill expected dus ta th Karch s wverity ssesment method that classifies
claas wverity into mild, moderate_severs and lethal En mrinar severity,

I rugulatary neposting jnich ms fur Serious Adverse Fronis),
these teems are lenpastant for determislig low adverse events
shoardd be handied, particularly for dited i health
suthorities,

E Preventability

There are & differsmt gemeral approsches t  defining
preventabiliry:

1) Preventabillcy linked co pacient ani relatives or caregivers

2) Preventability inked eo standard of care

HF v ioms-related factars

HF !

5t Eaked ro

5 ity Timkoeel to mathads inm, and
prataral

7 wnd

) Preventabilicy Bnked to workplace

Preventabiliry requires a proper root cause analysis. The must
commanly used method for ADR sool couse amsdysis i the
Fishhoms tanmI methad which evaluates the factors that

there is no need for an antidote, teeapy o prolomgation of
uspirallintion. Modarats seveeity requires o change i the drug
therapy. specific trestment or an increass in haspstalisation by at
lemst one day The severe class includes all potencially Efe-
firyatislng rassioms ciming permnyel dnmngs o tapdstag
Lethal reactis h that directly

or indirectly contribute to 3 paient's death
D FxpeciednrsLisednes

f the ADIRs dy ks an thei an with the
rain pharemscologicsl setion of the drug The amesment of
expectediess is deciding whether the adverse svent presented is
listed (expected) or not lised junexpected) b the appropeiate
wection af the reference sfety information (RS1) The types of
RS incude
1 Carnpany Core Duta Sheet (CCDS) - Global Document
2 Summary of Product Charsctesistics (SmPC)- Reglonal or
Country Specific Document.
3 Countey Specific Preseeibing Infarmation (CSPI)- o g United
States (UUS), Japan, Cansds. Furops(ELl, Gulf Cooperstion

atrib Fan AR, The resubls of this nsthod
wiidst in the determination of the possihle soarce(s) of the ADR
The method uses 3 diagram as a vissal representation (Figure 2;
of the putential roat conens) of sn AR or any drog relatml
probilems This disgram i sot only uselul 1 usdeesasd the
causal selatiomship but alia for detecting areas where the oot
canes cars he prevented ar resalved

Figare (2; Fishbane (Ishikawa) diagram

2\
g

il coustries
4 Brochure (IH)- ! Chinieal
Trials)
Listednens is expectedness sssesned aguinst Global Reference
Documsat (which CCDS), 5o, in ampum, all listedisess are
bt ot all

 lintwdneny amd e e forims
sased] to descrite the rebationship berween an ABand the use af a
particular drug Thes concepts ure particululy relevant for

regulatory
AL in clinical rheting

™ the distince " in detadl
1 Lintednoss:

» Listudnens rufees 1o whether an AE i alrendy inchuded in the
prroduct’s label or SmPC et @ known potential vide silect

= ifan AF is fisted_ it means that it is s known. docmmented, and
recognised patential uffect of the drsg, amd it is inclailed = the
wlficial product docisrestation

« Examaple: I deug's label nsentions “headsche” s & possible
sddo effort and a patlent experiences s headachs sfter tnking the
drug, this would be comsidered a listed AE

1. Expectedness
« Exp hether the naturs or sevarity of the AE
MODULE THREE. % hat I expocied based on the k =
REPOITING OF ADVERSE EVENTS oo of s dowg.

REPORTING OF ADVERSE EVENTS
An wdverse svent (AE) b harm caused by appropriste or
Insppropeiate use of o medical o phasssceutical product On
the other hand  adverse drug reactions (ADRs) are & ssbat of

= It invobves smensing whether the AR is within the mnge of
wvents that can ressomaldy he sxpected from the drag. given it
elass, phasmacological propertiss, snd previous dats

+2026/1/11 - » 1447 2, 22 441 30 Spmdly 20 Rt 1TT3 sl il gy
senult of ather factors. Probability i sslgaed via & score | The Woeld i WHO, defines
catsgosiied u deliaite, probable. posible ar doubaful Tt isone of | Reacth

the miost comonly wwd methods of causality

Maranjo & wed by the phamarovigilanes team n Kawait to
conflrn the results abtained from the WHO-UMC probability
wrale as necessary

Figgare (1) Maranjo Scale

There are other methods such ax Yale algorithm, snd Jones'
slgorithm. However, causality methods ssed showld fulfill the
above causality ceiterla.

3 Bradford Hill criteria for Causation

“The Bradford HIll Criteris are a set of nine pelnciples that hq‘

“These were fint proposed by Sic Austin Bradford Hilin 1965,

...a-e-»p.mmm;ymm

ATIRs can be nd their

sy be wnder-wvwhassnd. Therefore, ADMs shoutd b
ity seveity,

expectediess, and preventability

A Cusaliy

Comsality is the relationship between causs anel afoct with the
drug or the medical product bring the suspected camse of the
adverse event
A1 Causality Assessmment (relutedmens ssssssrment]|
Comsality assesment lnvolves: diteemising whether thers is &
reassmable possibility that the pmdue( ™ m..u,u related to the
adverse svent. It includes evaluat

h h inbi lwlwt
af wiocistion| of 3 more fikely cause, I'n‘ldwund.l.(lllﬂﬂ
pharmscological plasibility
AZ Causality Asseisment Mythods
There is no wniversally accepied method Many researchers
doveloped msthods of causality asesment by wsing the
fullowing criteria
=" ! g betwevn the i ion of the
drug and the ocearrence of the event,
« Screening for drsg and drug related outcomes

» Confirmation of the reaction by in—vive or in-vitro tests.
« Previous Inforiation on shmilar events
w Eather that might benefi th

primarily
susearch The criteria ure-
1. Serength. A stranges ssocistion berween the couse and sffect
15 more likely 1o auggest causation
2. Consi ‘The observed i I
found scrass different studies, populations. and methads.
3 Specificity. A caime shoald lead 10 2 specific effect, though
this eriterion i nat slwa or applicable, parsi
in comple diseases
4 Temporality: The cause must procede ﬂ:loﬂ'anmuml This
s the itical Bactor i
5 gical : i ! o
tus crlork B
i gl M Incrensed stk af the et
& Plausibility. The ol-efli
biological, logical, of sclentific sense.
7 Goharsnce. The sbnervie assosiation should not conflct with

W fit
withirs the broader body of evidence.

8 W possible. i h
rmndomized controlled telals) shoubd support the cansl
relationship.

9. Anadogy. Simdlar fctars or exposures known to cause sinilas
wifecss can sirengthen the srgaoment far causation.
These criteris help reviewsrs sseis whether o observed
wwsaciation between variahles can reasonably be asoribwted 1o 8
camsal relationship although they do not guarsntes camsation oo
their own,
B Serimsmes

ofan ADR i

The most ity used methods for camsality assessment are
L Workd Heshh Osganization-Uppails Mositarisg  Cester
(WHO-UMC) Probabiliey Scale

Casulity assessment of ADRs obtained with the WHO-UMC
criteria (Tahle 1)is the most cammaonly ssed matbod worldwids
and is mostly used in Kuwaic It classifies the cawsal relstionship
brtween » drug and the effect ay cortain, probably, possible,
unlikely, conditional unclaifiod, and
masnssable unclasifishle

Table (1} WHO-UME Prabability seale

L e epond b b s
fom
. kb i o e w
prlieher Refuen v b ol i
B Ll :
Proci (g vtinby ez v
etrenchon cu g skl o b gk
rent i borvty e sy, it b g mistut i
1y istonlipinprivbl 1 1 e

2 Narano Scoring

it defimed ax any wntoward reaction to a medicinsd product thas

g (Figure 1)is 2
kelibood of whethwr =n ADR it dus to the drag rather than &
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thair v stbariey, Eadverss
reactions are reported dircctly by patients o the KPVE, the
i d the

dispensing pharmacist for additional informatian and data
verification
When o Repors
In peneral, any saspecsed ADR should be reported as soom as
possible Delay in reporting will make reporting Inaccurste and
umrsliable I pasible, repor whils the patient i ol i the healih
taedliry this gives o chasee for the Feporter to cleas any ambiguiry
by re-questioning se examinlng the patieat

i the reporting

sl d e el lid ICSR: dred )

‘bt in no case later them 15 calendar days after initial receips of
the Informatien by any peronmel of the marketing suthorisation
halder, inchuding midicsl rep and “This

umexpreted pattersa of adverss svest reporting that nsght
indicate & possihle safety problem with a vaccine This way.
VAER can provide the regubscoes and public bealth oficials with
valuable information that adeitionsl work and svaluation i
necessary to fisrther assess a possible safity concern

Global Adverse Event Dutabase

VigiFlow

Vigiflow & a web-based ICSR munagement sysrem thar is
availuble for use by the Phassacovigilance Team st the KEVC
and their Focal Points Kawsit becanse o fall meesber (#145) of
ithe WHO Progr 5 ing (WHO
PIDM} on April 2021 It supparts the collection, procesing snd
sharing of dats of ICSRs to facilitate data amalysia

Munual data ety from the collected IC5Rs i peefarmed with
suppert from integrated internationsl terminalogies (latest

sppliss 1o initial and follow-wp information. Where 3 caw
initially reported as serious becomes non-verious. hased on new
liadbow -up imfirmation, this inforrmation should seill be reporied
withla 15 days; the reporting thue frame for non-serlou reports
shauld then be appl fulow—sap rey
Repurting of all damestic nan-serisus valid ICSRs Iy required
withls 90 cabendar days from the dato of recelpt of the reports by
the marketing authorisadon holders

EPVE has in place o syssem for the collection and recording of
wmnalicited and solicited reporn of smspected adverse reactions
‘that eccur in its territory and which are brought to its attention
by healthcare professionals, consumens, or MAH:

How 1o Reportt

In this context, the reporting of suspected adverse drug reactions
it powible by all healthenss profenionsh, commmen and
markeiing MAH: by means of

+ Stralghtforward paper-bised reporting forvs,

¥ Weh-—hweed forimass
(https:eservices mob gov kw SPCMS HSDrugComplaints aspx
)

# Orber je.g. telephone, or mobile apps — Sahel- as and when
wvailable)

2 WHODmg and MedDRA,
TCSH dara. L
in o harmosiied formst (s ICH E2B XML—files) with external
el wech as i amd public
hiealth programmes, and with the WHO global dutasbuse of
TCSRs VigiBh
Vigiflow i compliant with the international 1CH 2B standard
and walntdued by Uppuls Moaktorlng Centre (UMC) in
Uppsals, Sweden.
VigiFlow is available ta all members of WHO PIDM. Due ro the
facilities provided by VigiFlow o member countries, Kuwait
agreed to wee it a1 an officially approved web-based 1CSE
mansgement systens for medicines and vaccimes.
UMC charges 3 ficonse for for VigiFlow, determined by the
‘World Bank Atlas method The subscription fee is annual and the
cuntract is sutomatically renevwed every year
VigiBase
Vigithase I the WHO global case safety report dutabuse which I
i 4 ol W ¥ UMC VigiBase
1 thie th gl Durgese g snfity dats eupaalosry In the workd, nisd
to obeals the lnformation sbout & wifety protlle of & medicinal
produce Such data ls wied by pharmaceutical industries,
seademnie Inutitutlans asd regulatary sutharlties for statistical

Reporters should send accorate information o achieve high signal detection, updating perindic reports. ICSR comparisons
ABs gace quality defeces with conupary datals d reporting patterns
eificiently. Vigil.yze

The reporting process (s as follows.

1 Fill i the AE standardised reporting forem jor quality defect

farsn) (RuGVP s 1, KuGVE Annes 2) when encountering aa

AE or quality defect

I Use o soparate AF form for sach patient and « soparate qualicy
for vach

3 Traditenally, & completed AE case (or quality defect) separt
form should immediately be sealed and mailed preferably
directly to KPVC within three days or through other reporting
healtheare  profesionals for enwerd  tanunislen o the
department, This is acceptable if otber methods of submission
are not avallable and iy usually done s 4 back-up whes the
#lpctronic reparting syveem faced technical prablems.

4 Teports cant also be submitted asline by going to the MOH
webite

hieps.evervicesmoh gov kw SPC MSHSEgComplaints asps
nd “yes® i you are a healtls

and ne” i

you are & patient, u consumer oF a cargi

~
5, Rupons snay be st by s—mall through the llowlag s-rasd]
wddress; adr_reportdngi@moh gov kw

VigiLyze is available to WHO PIDM member cauntries 1t s used
4 provide  glabal, regionsl or natioms] view of the wapecied
adverse effects of o medicine, Tt i abo wied 10 find wpportiog

countey posts.

Access ta safety information on medicines and vaccines that are
bewedin

The use of VigiFlow pravides the adventage of uing Vigilyae
services ree of charge,

Whes should repart?

Professionsls working in hesltheare (private and government
sectoes)  are  the  preferred  source of nformaton i
pharmacorigilance. These include family practitioners, medical
specialists, nurses. pharmacists and pharmacy techaiclans,
Other health workers. L
robe In the simwlation of reporting and in the provislon of
sdidichonal infarmation (e, on vaccine sfety, co-medication
wnd previous drag use)

Pharmsceutical manufacturers applicants wnd  rwssarch
wegaizations have (o enre that wapected advers resctions t
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lhect the ICSH, d.
d inssaes of medicines Il effici

sdverse evanss, whare harm b disectly coused by » drog @

profesiomaliomn and conlidentialiy

The reporting form costaing formstion on the fallawing
ehemnents [see KuGVE Amnex 1p3d), Est does not comply exsetly
with the form

1 The patient: age. sex, welght, sthnic origin and brief nsedical
histnry

T Adverse event: deseripthon (mature, location, severity
characteristics), results of investigations and fosts, wtart date.
comrse, and autcome

3 Suspected drugis) name (brand o ingrediens name and
manufacture), daily dows route of administration, start'stop
dates, indicatian for use (with particalar drugs, o . vaecises, o
bateh nisnher b lmpeariant)

4 Alloch i  doses
routes of adminkration, sturustop date
5 Risk F

product) under e i e, at nomal
doses) An advesse reuction (AR} s an umexpected negative
teaction to 8 medication or trestrnent that is used in sn approved.
mamner However, when an AR is expected or known, the term
shde effiect is imeel Therefore. AR and side effects may be used
interchangeably. but side effects are often expectad and refer 10
ARts that are i or confer less harm,

¥ e oy
10t e kmown ar expected bus is suspected to be direcely relaed
10 the use of & medication or reatment. Spostancous reporting
of smspected sdverse dray reactions i the major soarce of safety
Information in ph ig This can be
obesined from the local reporing systss,

Mandioring of Adverss Tirug Reactions (ADRs)

An adverse drug reaction (ADR) is an enwanted or harmful
reaction experienced following the administration of @ drog or

suspected dnsg, previcus allergies, social drug a).
. Name and address of reporter If the reportor Is @ heslthear

tahe wsed anky for
data verification. completion and case fllow -ug), In the case of
reperting an adverss svent by the patiens. the e and address
uf the physician whe presceibed the medicie. or the pharmacist
wiho dispensed it ahall be sested Otherwise, the hospital or the

of drugs under normal condition of uw which is
— b drug Th "

wide ffect of the drug or it may be o sew and previously
unrecopnized adverse resction (AR; Rapid detection amd
tecording of ADRy is vital 1o that hazards are identified and
approgpriste regulatory action is taken to ensure that medicises
sve ured safoly. Suspected ADRs to any therapeutic agens shoald
be reportsd, inclading dregs el-medication as well a0

phisuty hlch i btatnad chall ba soated
necesary

AR arw reported by telephone. fix and slectronic mail or asfine
subrminion of slectromic forms
Qunlity Diefoct Farmy

wny defect in the pharmaceatical quality of the medicine &2
chusgs i color, suspectid cousterfein, etc (e BuGVE Annes 2
P

moh.gov kw/ SPCM
Quality defects may waggest filire in the fnished product
spacifications due o mmnefsctsring deficts ar supply el
wmalpeactices. These defects can alier the safety profile of the
medicine which may sxpase the patient Lo harmful eflects

. hlood products, vaccines, complementary and
herhal produces

Healtheare professionals (HCPy; are anged 1o report suspecied
ADRs directly to the KPVC team svailable as PDF and elactronic

forms st E-Servi the website of the Miniasry of Health,
Iitpa | femervices enoh gov kw/ SECMS HSDrugConplaines asps
L list of formes and nat one asis with

the rest of the lisks ks this section

The sloctramic reporting i alo avsilsble in Sshel application
wnder Ministry af Huslth services

ADRs muy be catugorized bta

» Sido elfocts

= Secondery effects

» Toke effects and poisoning

Therefore, quall e PV =
ol the mecessary investigmtions amd analyses amid ke the o Idiosyncrasy
sppropriate sctions, » Drug Safety
Vaccimes Adverse Event Reporting Form (VAER) * Photosensizivity
VAER s the Pabli flicinly and *» Divay

e Pharmacovigilimes tmam st the KEVE at the Deug and Food
Cotierol Sector The co-management is achieved by the vacrine
sadverse event monitoring (VAEM| consmittee of experts in
imultidiscilinary areas in the medical fiald VAER sysem
receives and evalustes supares of sdverse evenss (possible side
effects) after a person has received n vacciation Aayose can

+ Drag withdrawal renctivas
+ Teratageniciey

+ Mistagnisity and carcinogesicityDrug induced diseases
Reporiing form

Indivichul Case Safety Report (1CSR Format (081

TCSR is am adverse event report fot individusd patients and is an

repart an & lise VAER form.
peofosdonabs are required to report certain adverse svents and
vareine manafacturess are requised w repon all sdverse wvent
that euns to thelr attention See Annex 3 pil) KuGVE meeds 10
be mintionsd? AR snnex relseances should be the same

The reporting form for vaccine sdverse svents is

: o gow kw SPCMS HEDrogComplaints sy
VAER |s a yoluntary i which

ta yend in reports of their experiences 1o the VAER Committes
VAER is it disiggroed £ determlme if 5 vaceine comsed  health
problem but i especially usefal for detecting umususl or

nervic

s data in i The

ICSR chall be sswd fior the puspose of obraining the same farist
for the reparts on individual cases of suspected advere drg

o i diwcin Tin also
expected to inchade syaful information on medicines tha might
o asocisted whth an sdvene drag resction and on the
theraprutic mwa of those wedicines In addition, patient
confidentislity shall be enwred by spplying perosd dua
prosection in the records of all collected 1C5Ts
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your supicien or wem io sxchide the reaction, pleave wad in s
supplementary note immedistely wsing AT reporting form
with the pattent Identificrs.
5. All reparts mast have the follwwing four dats dlements
i An identifisble patient

il A suspected advere effect

i A pussed wsspected drug)

v An identifisbile reparter
6. Abwayi welts la glily.

Doctors, Nurses A wiher bualthear s

5, Should educate patiests and patiest’s care praviders (o report

the sifverse experiences (side effects AEx ATVR )

& Should familiarize the paticnts and patient's care providers

mbout voluntary reporting of adverse experiences to the

megulatory suthority.

7 Shewld repart sdverse experiences ta the regulatory satharity

at the earliest possibilicy

What should patients snd patiens's care providers need o do

with eespect to volutary ADR reporting?

1. Should be aware of the existence of platforms for reperting
v (e effects/ AE ADR:)

should report any suspecied advorse drig reactions, drag
i f
ADR et

&) o quality dela 3 hall
b filbedd anad handid aver o the FV Focal Poing in the Pharmacy
Unit of the health institotion andor mailed directy o KPVC
Thae FV testm st KEVC will then provide feedback to the health

2 Shawld be cautious while administering (self and patient care
provider| the product with complete awareness of expected
safiaty concemns

3 Shosld be fumiliar with the availible reporing channeds for
submisting information ahoat the adverse experience 1o the
repgulatiry autboriny

inntitution sbaut the reported cane snd whetber ey wctions o be 4 Shoald eake i repart the silverse R
taken 1o emsure safe wse of the medicine (see  safety the regulatory authority or to the respective healthoare
communication, Module 11 ) Once the health lnstiution professhonal

receiven fandback from the KPVE team via the appainted focal Sarinusmen Determsiantion

paint, the health institation shall promate rtional s of drog) The Follawing set of criteria within pharmacavigilance that are
by ADR healthcare professionsts amd wsed 1o distingulsh & serious adverse event from & nen-serious

shall smumre all the ADR report be kept confidential Focal poinis.
must enssre that all bealthears profesionals recelved the
fegdback  Therefore the role and responsibilities af the
Fhurmocovigilasce teans in the KEVC are:

. Promiete reporting.

1

1, Callect and collate repart.

3. Give feedback.

4 Heview the reparted ADRs

§. Compile and analyze data collected

. Pr { ADR and rational T drugs.

7 Search Berstare, collect, collate and analyze information on

ATYRS and distribate o healibeare profesionals

B G i with the i ADR enten
inclsding the Uppeala Monhtoring Cener (UMC)

9. Ducicde om the appropriate actisn

The Health Insti shalll retain the

wne. An aslverse svent i comsidered wriow #' # mests ane or

wivore of the fellowlng criserla:

® Hesalts in desth. or is life-threstening.

« Hequires inpatient hoipitalization or prolongation of existing

hospitalization

= Reswlts im persistens or significant dissbilivy or incapacicy.

» Results in a congenitsl anamaly (birth defect|

= O s odlserwise ‘sedically dgniicant’ (i o, that it does ot et

preceding  criteria, but is  considered serivms  because

trostment/intervention would be required to prevent ons of the

Jrecailing crlvesta )

Couling of Adverse Events

Adverve evene coding shall be wsed 1o process infornmation

wheined from & reporter which ks coded using standardized
i i ictiomary, sach i Med[TRA

o il vith the detailed
infurnsution aboat the reported cuse

PLEASE DO NOT HESITATE TO CONTACT THE
FHARMACOVIGILANCE TEAM AT THE DEPARTMENT
OF PHARMACOVIGILANCE und SAFETY SURVEILLANCE
[KPVE] i you have any comment or need darification oa the
guidelines or the ADR. reporting forms

A 1 Suspected ADR roparting farm

i wsed medical coding dictionary; The purpose of
medical coding s to convert adverse event informarion into
terminalogy that can be readily identified anel analyzed

Basic Principles of Efficient Reporting

1 Report the sy o or quall dlstely after
ity encountered

2 W possible, take the docidon to repars whilse the patie
with you_ w0 that the detsils can be filled i at once en the
reporting form.

3 This g i ing
the event such as ather prescribed drugs, seli-medication, herhal
products. food, chemicals ask the patient particalarly abowt
other msedicines taken,

A ¥ data later, #. g

again or i s increases
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reporter apecifically states the catcoms wus die to the
progression of » disease and not related w0 the treatment.
However, il the reparter believes the outcome was nod dise to
dispase progression, this MUST be reported sven if the reporter
disagrees with it Reporter's opinbons shall be included in the
report

When reporing & sepected lack of i fhectl

R itien or MAHY
ar any government or peivate huspital or primary heablicare
centres

7. Reprarts may be faed in cases of percsived urgency

8 Electrumic reporting is available on Sahel

4 Tawasal Platform is alio avadlable on Sahel for repartng

Inddication mast wot be coded for which the uspected medicine

was adriinistored we wn sdvene reaction. Por scamgle,

hypertension should not be coded ai an adverse reaction fo an

anti-hypertensive  medicine  Rather, where the  existing

condition was altered—that in, it progressed. recurred o wos
y the lnck of officacys . this shaild be

soded as sueh is the repon

Reports aflack of efficacy effectivencss may help identify:

= Changes In the manulhctusing quality and compliance with

i . §

* Differvmces in how & parsicular subgroap of patients respand

general From
regulated by the Ministry of Health
10, Any follow -wp Isforsuation for sn A ar a quality defect case
that has alrvsdy been reported can be sent on snothee AE o
quality defiect form, or commuslcated by thephans. fax or —
miil or vis Twwssol platform. To ensble this information be
hed with the orig s very | follow -

o prodacts or services

woid by

the repart;

a_ That it in a follow-ap mfermantion,
b The date of the ariginal repart and
e The i i i i

ta the medicine
*In vaceinm, reduced Emmmnegmicity in 8 sab-groap of
vaccines, waning immaunity end strain replacement

+ For anti-infectives. the £

If the veparter wupects amy of these porential skgnals, thehe
MUST repart them to the KPVC a o« significant safery liue
Additiosally the seporter should comider whether Furtbor
R : 5

Evidence for lack of effectivensss should mot nommally be

Where ta Report!
Report sny wuspected ADRs for pharmacentical products
rrarketed in K h inte channels as follows -

1. Prefershly direcily to KPVC by post or online or by email or
wia Sabel

3. Onward transssisshon 1o KPVC vis Depury Foeal Points in
govemment  howpitak private bospital health  centres,

wxpedited but thauld Periodic Safoty
Update Roport (PSUR| or Periodic Benefit-Risk Evalustion
Report (PERER). However, in certain circumstances, individsal
teports of lack of ffectivenss sre comidersd subject ta
expedited regordng. Medicine products wsed for the treatmsent
of  Tife-threatening  or  erious  Seeass  vaccing,  and
contraceptives are exsmples of classes of medicinal products
where lack of sffectivenes should be considered for expedited
reponting Clinkeal judginett ibould be wied i reporting, with

treated in Kuwalt
Spontancous Valuntary Reparting

pharm,

3 Onward tranunission to KPVC vin sy other selevant
L drug centres or healih and research
facilities

What to repart

wFor mew medicines and vaccine- report all uspectsl
reactions, incuding minor anes

 For astablished or well-known medicines and vacelnis- report
B P ——_

» Mport i £ " 4
= Report all suspected ARs sssocinted with drug-drug, drag-
food o drug-food supplensents (inchading herbal or
complemsntary products] intersctions This sl applies 10
waccines imteractions

SpontaneosyYaluntary reporting of ARs s the most common  Report ARs in speci of b as b d s
vy ting jiom for medicines, vacei d 1t
ot healths This » Report when sapected AR are amocisted with treatment

halp the eegulatary authority to take proper actians st the

withdrawals

L ¥ Y r
sadery hazards om larger group of population by identifying snd
utilizing the meost effective risk misimizaion nesures

What should bealthcare professionabs need to do with respect 1o
voluntary AR reporting?

1, Should be sware and knowledgeable about platforras fiae
reporting adverse experienced (sde effeces, AFs nnd ARy

2 Should be cautious whil s d
dispensing (pharmacists) and adminstering jmuries) medical or
pharmaceutical products with complete awarenen of the
wxpected safety concerns and the respective risk minimization
[em—

3 Should be vigiant in the idencification of vigna and symprons
of AEs snd reporc proactively whemever the safety imcldent
oecur

4 i i thent's care pravi

and imowitor for any possible AEs or AT (both expected and
gty

* Repusrt a

» Heport when there s a lack of efficacy or when suspected
pharmaceutical defects

= Report when there is 3 pharmacenticsl guslity defect af’ poar
quality stamdards.

Reporting Lack of Efficacy effectivenen

Efficacy desribes bow o medication is used in an ideabized or
cantrafled seiting- wemely.  clisical trial or 3 bicequivalence
haddy e b i v real—
world setting where the patient populations and other vasishles
cannot be controlled

Therefore, lnck of elficacy ladicotes » problem from the
treatment which & encountered during the wudy performied
undor idealized o comtrolied settings Howsever, ik of
effectiveness Indicates s problem from ke troszment which
ocenrs in real-warlil settings where the patient papulatians ami
ather wariahles camnot be contralled. Incidents of unexpected
Iack of sllicssy or effectiveness may not be reported If the
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Annex 3 Vaccine Adverse Event Ropocting (VAER) Furm

Patient & patient
care provider e
3 e el

P Policymakers e My o i

= " N Drag A Fue Costrel St

= (Reg'l-*k“DTS) s e Pt Sl H0RS)

)

= _I_I healthcare | Vi potng Frm (1EK

S ofessionals kPl

g pr = Wi -

T i e e 5
= _I Pharmaceutical E= N
= = -
Industry o B
r
Media | r“"
EBVE b ible for collecrion, and L
storage of reporis of suspected adverse reaction to medicinal oo
prediscts marketed in the country
dally separated i . All case
repores will be individually assessed and the following shall be [
considersd. - F———
1. Quallsy of 4 In respect 1o of the P —
four elements of & vald case report, bntegrity of dar, quality of ;
dingmosis wnd follow -up. i
2. Analysie: this thall be based on the terporal relsionship e
between the reaction and the drag. whether there was & positive
[rEPE—————— sttty =

fthe reaction, whether
the current labeling listx the reaction and whether the reaction is
reported on the medical liteeuture.
3 Chimieal relevance in respect to detection of new reactian
eapecinlly for mew drags, unknown reactions o serious. I vimilar
caven are found, the report hecomes a manitored adverse deag.
reaction

R o Bt L

4 Cuali 1in respect P Ty,
Cartain charscteristics of 3 case report for example, s dage af
birth or age, masne of the d drgg. dutas of"

wtc. shall be used to ideniify duplicate reporting or fallow op
report

5 Camnality ssvevement s transmision of the susued reports
wa WHO-UMC diat
perfarmid regularly

The camwlity mussment sd ADR coding shall be based an
WHO causality categories The extegorios are bused on foue
camsiderations:

1T clntion in thne b and event
i Pharnsacology (including currenst knowledge of natare and
frequency of sdverss rowctions)

iii Medical or pharmacalogical plausibiliey (signs and symptams,
Inboratary tests, pathalogical fndings, mechanism)

iv Likelibood or exclusion of ather canses
. The Coding: drug nsmes shall be catered ln o spsteenatic way
by using trade name of the suspected pradace. Diseases may bo
clanified Based on International Clasification of Dissases (1CD]
developed by WHO. The sdverse events shall be

PROCESSING OF
COLLECTED ADVERSE EVENT DATA
PROCESSING OF
COLLECTED ADVERSE EVENT DATA

Assessment of Case Reports
Assensrment of case reports aim at identifying safety concerm,
wvalusting the henefie-risk atio, wnd commmnicating the

care providers,
policyruakers  regulators)  heabhesre  profesiossh,
pharmaceutical industry. medis), Communication methods

entered Based an the WHO Adverse Reacdon Terminology
(WHO-ART) and also by MedDRA Dictionary which is widely
wwed for thia purpase.

didfer Figure 3.
Figre (%) Pharmacovigilance commusication with varioas
senkeholders
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Annex 2 Quality Deefect Form
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2. The QPPY can be a pharmacist » dector. & mine, or sty
peran af « medical specialty with s minimumn eaperience of 2
years in Plammacovigilance

3 The QPPV should have the skl for the of PV

» LSH resiidens in Kaawnit while the QPFV risides where the MAH
Teeudyuarter is bocated
® The MAH shall ensare that all information relevat 1o the risk-

systems as well lse or access to expertise i

vich a3 madicing, pharacssticsl scisnces, repulatary ailais,

lamce af imal pracliact is reported fally o KPVE
and on dime in accardance with the guideline
« Foe local MAHs, there should be a dedicated QPP who sbould

i as well as ail o resdident in Kawalt

Quualificackoms of the LSR. - Inl'wmlliol relating to the QPPYV shall be included in the
# The lical agent shall ensare that the LSR has th PSMF, to the LSR should be lnclsded
and experience for the performance of PV activities in the PSSMF

+ The L should
1 Have & minimum of Bachelar in Degree af Pharmacy or
Fharmi and 2 basic training in Pharmacoviglance,

2 The LSR ran he a clinical pharmaciss or @ pharmacis with
mimirmem of 6 months of experience in pharmecovigiance.
Diber avedical professions (Physician, Destlit or 4 nusse) can be
secepted if & pharmacit or & clmicsl pharmacist sre not avaidable
minimum of bachelor's degree in the medical field i

of6 s

3. The LS should have the expertise or access to expertise in
televant arcas such a3 nsedicine, pharmacy, fpidﬂu]dow
regulatory affsin dt

® The MAH should ensure that the QPPY has access 1o the PSMI
as well as mithosiry over it snd b notified of any changes o lr.

@ The MAH and the local agest should specify the submision of
the PEMF to he dese by the LSEL

= The QPFV anl the 5T should be able to trigg p
appeopriate

& The munagerisl stall should provide the QFPY and the LSR
with & copy of the corrective and preventive sctions (CAPA|
follawing sach sudit relevast o the PV systes.
Bespomsibilities of the Local Agent in Relation to LSR

& The Local Agent shall have fll-time qualified LSR thar should

PPV Besponsihilitios

* The QPFY shsll be respomsible fior the eabliskment and
maintenance of the MAH's PY system and therefisre shall have
sufficlent authority to influenes the perfornunce of the quality
syshem and the PV activities and o promate, maistin asd
imprave complisnce with the legal regquirernenss is Kuwsit aaid
atsde Kuwait

= Having an averview of medicing product safety profiles and
any emerging safety concerns

» Having awareness of asy conditivns oe sbBgutions sdopted as
pars of the msrketing . and achar

dircily with the Qualified Pereon  for
Pharmacovigilance (LSR) residing ausvicds Kuwait

= The mamses snd comtact details oF the nominated QFFV and the
LK shoubd be submitied 1o BFVC Changes to this information
should be subnsitted to KPVC for approval

= For maltinational MAHs, LSR is desigmated by the locsl agent
whos s logally representing the MAH spplicant and sy be
employed Lo ane of mors MAH: while 8 QPFV canmot be
employed by psoee than ane smarketing authorization holders

« Bach Pharmacovigance system can have only one QPPY,
However, an LSR can be appointed 1o have moee thas ons

reluting to safety o the safic wse of the products.

. i et mushoricy aver th

of risk managerment plan

» Boing fnvolved in the review and dgn-alf of protocsls of posi-
suthostzstion safery studles conducted of pursuant 1o a sk
wismagerrvnt phon agresd bt Riswalt snd vt tha coinntry whery b/
she resides.

*The QPEV cam reside cotside the countey U the MAH
suthorization holder is not located in Kowait

«Having awareness of post-aushorization  safety  scudies
iy o i wuil

reqmested by Kuwai
« Brmuri duct of i and inwion of all
pharnmcovigilines—relited docusments through e LS in
aceordance with the Kawait bgal tequitements.

-Ewum:h-nu—q quality_ including the corractness and

P L system, but hejshe cannot sxceed 7

d amother LSR rust be asslgned

bandie mote systemi

® L5R resides in Kowait while the QPFV resides where the MAH
Teadsuarter i bocated.

= The MAH shall srsure that all infisrmation relevamt o the rik-
benelit balasce of 4 medicinad product is reported to EPVE in
Kuwsit fully through the QPPY and the LSH and on time in

nccordance with the guidefine
® Information fﬂ.lﬂ~ o the QPPY shall be included in the
PSMF i fing to the LSR

in the PSSMF

« The QPPV should ensare that the TSR has access ta the PSMF
who can review it and aodify the QPFY of any changes 1o be
macde aecarding ta lncal requinemments,

= The MAH and the local agent should specify the submission of
the PSMF by the LSR thraugh the QPP

, ol iyilance dat KPVE = The QPFV and the igzger am audit where
» Enusing o full and prosspt response to sy pequest lrom KEVC appropriste
o shae LSEL fior e provi v T QFPV amd e LSR with

e the bersedls-risk svalustion of  medicinal product

* Providing sny information related to the  henefit-risk
evaluation o the KPVC terough the LSH.

» Braviding input inta the preparation of regulstory sction in
respomse to -muﬂ-g safety concerns (v | g wariations, urgest

y A healthe:
profusdonal

L5R Responsibilities

= The LSR shall be responsible for MAH's

a copy of the corrective and lmvmva actioes (CAPA; Talowing
each audit relevant to the PV system.

Qualitications of the QEFY

= The MAH shall enmure that the QPIY has the knowledge and
experlence for the performance of PV sctlvities

« The QPPV dhoubl.

1 Huve s minimwum of Bachelor degres of Pharmacy or PharmD
&t i 4 wrmclical dugrms, sl busic trnining in phermacovigience,

Ligtatics (KuG VP Anae )

ghar T
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oo iiore of the Folkewing:
I Fusther fvestigation of signals. For exnmple, demifying at
sisk' group, 4 doss range which might be more suspectsd,
suggesting 4 pharmaceatical gromp effect  pharmacological
smiechanisiss, lack of effect by « prticular drug oe

b G o or the id ofsignals. This

activity ahall be srngthened by o search from e cummlative

data in e ghobal WHO database for siimilar reports

7 Prewentafion of snalyzed case reports vequires the
of Kuwait i Risk

into the use of  medication in the country

Committes (RaFRAC, This committes of experts ahall be

2. Medicines regulation and ol ion of
current imporsance
3. Educati & " i

for evaluation and interprecation of the compiled
coded case sepoets and provide sdvice on appropriate

medication and ather heslth promotion Interveations s the
stuation misy warrant including hangs in wupply satus or
withdrawal

Report om treavment problems from HCPs can provent

of thowsands of patients
MODULE FIVE:
RESPONSIBILITIES OF THE MARKETING
AUTHORIZATION HOLDER (MAH), THE
PHARMACEUTICAL COMPANY, THE QUALIFIED
PERSON RESPONSIBLE FOR PHARMACOVIGILANCE
(QPPV) and THE LOCAL SAFETY
RESPONSIBLE PERSON (LSR)
Pharmscovigilance Responsibilities of the MAH
«The MAH is responsible for the respective PV asks and
responsibilities 1 MAH shall sperate o PV system and o qualiy
systems that s adequste andl efiective for performing i PV
activides
+A deseription of the IV sysess dhall be developed by the
applicant for & MAH in the format of PSMF and shall be
malntalned by the MAH for all suthosized medicinad products

L3 i

L o reparts, fram UMC oth L
mutional  Enstitutions o centers, regulstary agencies and
fteransre
Handling of Safecy Data
An acknawledgement letter or mote will e went to the reporier
fior every additional case or quality defect reparted to the KEVC
The reports shall be stored i & database st KPVC with top
confidentiality. Such reports are snalyzed and semi to the WHO
database wring VigiFlow where all collectod exse reports by the
departient ase sent
Th willl be removed before
any. dotalls shioit pmﬁa: A sdrag reactions are used ar
communicated to others PubBcations will pot disclose trade
mamne of products wnles regulatary sciions heve been taken In
tils regard Informstion oblained fom spomianeos ADER
monltoring system will not be aed fsr eommercial parposss.

b
sa el tidicsl and ph i I . S

mssocisted with drug peescelbing and adeiniaration and o
ultimately improve puhm care, safery and restment oulcome

* MAH is also for and
pranduics specific rivk imanageenent systems.
= MAH are required to sbrit the following PV docements an
pree the Araly guideBnes foe PV 10 KPVE in Kuwair:
1 Risk Managensont Plans (F-MPsy when applicable
2. tedividual Case Safery Reports (1CSHs)
3 Periodic Benefie-Risk Evaluation Report (PBRER; or Periodic
Safery Update Reports (PSURs) or Periodic Adverse Drug
Experience Report (PADER) dlong with the waiver.
4, Ruportad pew signala
3. Diear Heahhcare Professional Commanication (DHPC)
& Post-Authorization Safsty Studies (PASS)
Mote  Pharmscovigilince system master file (PSMF) and
Pharmscovigilanes Sub-System Mater File (PSSMF) 1o be
subimitted for New Dvug Application (NDA| to the Registration
Departiment ot the Medicimes and Medical Product Regiveration
and Regulstory Adminlsration
Rnpemsibilitios af the MAH in relation to the QPEV
» The MAH shall have fall-tisne qualified persan responsible for
pharmacovigiince (QPFV) that sheold communicate directly
with the pomsible B L8R in Kuwait

b QPPV and the
l.sn.hmuhnbm-d to KPVE Changes to this informstion
ahisuld b s bimiined to KEVE for approval
« Fach Pharmacovigilance systerm can have only one QPPV
» For mulinsbonsl MAHs LSR is desigmated by the bocal ageat
wha i Iegally represssting the MAH applicant and may be
wmployed for one or more MAHs throogh the bocal

I e e used in a cownt
af law wisdur wiy circumstanees

KPVC is responiible for providing reporting forms, callcting,
analyzing snd cousuleating the fndings and evabuntion
reports

KPVC shall use the finding from the reporter for making
regulatory decisians on haw to prevest or nsinimize the risk of
AEs from the we of medical and pharmaceutical prodicts
circulating in the coustsy

KPVC may the findings, faticns and
dirwctives to appropriste oeganizatioms or individusls. Thess
inclade, healthrare profecionsls, phrmacestiol mamslacoasers,
public health programmes within the country, other public and
privats hulth instinutions, the nsedls and the public,

Provisdon of Fecdback to Reporters

The outcome of the report, togsther with sy important or
relevant Information relating to the reporied evest, shall be
eommunicated to the reporters and other parties sy appropriste.
After a significant AE s devected and 3 decision on the cosre of
action is the ion shall be i d
Fuplidly ad systematically to HCPs, public and sedis,

tn addition, healthcars profesional will kave o mereased
advantage of sccess o fredhack an information sbour the AR
related to the supected treatment repored locally amd
internartonally, snd the svailability of addiriceal danbase for
Firther investi gation.

Utilisation of AE Data

Daga collected will be used for provision of timely advics to
healihrare and g S S——

representative, while s PPV beemp
antharizstion bolder and comsmunicates diroctly with the locally

asigned LSR

Beahbcare fucilty, autional and international fevel, A well-
AE relased
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Fhartssco - epldemiology |
Bioutatistics T 1

# Use of national pharmacovigilance reporting taols

The B Focal Palnt rode shall be restricted 1o
st vy amd shall st b wasi R —

Phatimsiutiglai
Narlonal pharmacovigilence
reulstion

or other healtheare profesionl
sk of tha B 1P
The BVFP shall be responsible for the following
1 Acting as the si
‘paint with KPVC
2

3 Coordinaring the collection, validarion, and timely
shemission of Individaal Case Safery Reports (ICSHS) tn KPVE

PHARMACOVIGILANCE SYSTEM MASTER FILE
[PSMFIPHARMACOVIGILANCE SUB-SYSTEM FILE
(PSSMF)
FHARMACOVIGILANCE SYSTEM MASTER FILE
(PSMFPHARMACOVIGILANCE SUB-SYSTEM FILE
{PSSMF;

Pharmacovigilance System Master File (PSME)
» PSMF i & comgrehensive document that provides o global
overview of a MAH'S entire PV system_ It a detniled descripel

4 ing thet erinas, wnd
ate reported mmedistely in accordance with KPVE
reguisements

2 i i 2
apatinns including slactranic reparting tock

6 Dheur Healthears

¢ DHPCy ind sty sl d by KEVE
withis the instirution

E] iniing imternal recards,

A i il i o, wisdits, and data

of the pharmacovigilance sysem used by the MAH with respect
10 ome ar mare autharized medicinal products

» It applies ta all products far which 3 MAH holds marksting
muthorizstion in Kuowait

* Tt is recognized that a PSMF may be  global or FUJ docoment
I the case of Kuwaii wheneve theres an LSK there should be o
mational PSSMF which needs to inclade informstion and
docisments describing the pharnsacovigifince sub-yster at the
nationad level in Kuwair

Pharmacovigilance Sub-Sysiem Mastes File (PSSME)

« PSSME is o subses of the PSME that focuses an specific PV
activities in Rinwait

« PSSMF is typically i e with
Tocal PV guidelines or specific d
im Kawveait.

» PSSMF helps MAH to maintain detailed operational control
wver their local PV systemn in Kuwsit

« The MAH shall maintain a local PY file, that capures the
follewing:

o Lol PV processes ju.g AE roporting chamnels, Jocal S0P
o Roles and responsibilities of any Kowait-based PV persoanel
o bocal safiety comtact

highlighting counsry—specific diferences

« Enput from MAH

o MAHs shiall provide the relevant data for any local fle-

i activiiies canducred by KPVE.
Hegalatory Clarifications
1 The PYFF dars mot replace the MAH"s Qualified Perian for
il } or Loeal Salety

(LSR,)
2 The BVER does mot bold regulatary respoasibility for
pharmscovigilince ohligations assigaed o MAH:
3 The PVFF role is institutional snd operstions] snd is Emived
to healthears service providers
Tinapacl e
During pharmacaovigilance inspections, KPVC may verify
« Farrnal designation of the PVFP
P i inm an ey
® Evidencs af pharmarevigilance training
® Timeliness and quality of sabmitsnd 1CSHs
- i rifity

® Dispemimation of sfery commmunications

Fallure to design elfective P

Fueal Point v i deficir (L =
pharmscovigilence pract

Annex Refrence

is Chapter shall be rea in vith RnGVE Anmex §
and Annex 4, including the QPPY | LSE | PVEP Practical
Experience and Traiming Checklis
Annex 4 QPPY LSRPVEP practieal experience traising
checklisn

o il SOPs fior AE roportiaig ad fullow—isp, asd sk THple Feurtical Tranng
experience
manageinent
iz — Flarmscarigianee weihods
CAppE MEeADVLA cading
P e TGl processing scsviies
Kuwsir, r e
o Ay J with local par that deflese the How 1o coniuce ierature
local PV hfigations semrch

« Content of the PSSME.
© Laorcal AE separtiag requirerents and tirebiies.
& Local PV stracture, including key personnel and
respoasibilities.

Cuumiiy et

Cawe Masralive Weiling fur

Beposting Adverse Eveats
Fharrnacovigiance  quality
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s QFFV/LSR st be sehmmicted

4 Degres qualifications, proaf of training courses om PV and
expersence curificates mut be incladed

5 A full job description and the roles witkin the MAH as QPPY
o bocal ngent s LSE nust ba statnd

. A copy of the official IT) of the QPFV/LSE st be subrmirtedd
7 RPVC will vaBidate all the submiried docusients.

& Dhecisin will be mads by KPVC for QFEV LS approval, snd
aletter is issued sccordingly.

MOTHILE SIX.
PHARMACOVIGILANCE FOCAL FOINTS IN
HEALTHCARE INSTITUTIONS
PHARMACOVIGILANCE FOCAL POINTS IN
HEALTHCARE INSTITUTIONS

phanmscovigilnce system [PSMF) and where applicable the
bt s i of the Jocal ph

wystem (PSSMF) He' She should have sulflclent authority to

influeace the performance of the quality systern and the PV

activities particalarly at th bocal level and o promote, maintain

o with the in Buwait

 Haviig an overview of medicina] produce safety prodiles amd

any emeeging safity comeermns

» Having swarsnss of sny conditlons or obligitions adopted as

part of the marketiag authorizations snd other commitments

relating 1o safity or the safe sve of the produces

« Having awareness of risk minimization measares

 Bieing sware of atd buvieg sulficiemt sutharity aver the content

of risk managenest plans

Scope and Applicability « Bring involved in the review and siggn-o(l of peutiscols of st~

This Chapeer appliss exclasively 1o the foBowing healthease wuthorization safery sadies conducted o purisast to 4 risk

intitations operating in the priv i d in Kt

Kuwait * LSR shall reside in Kewait sppointed by the local agent and

« Gavernment hospirals nd health centers their roles and respousibilites alag with the QPP

» Private hospitals i iy i

 Private medleal elinkes and polycBnies which msst b sgreed by the Jocal agent and the MAFL

This Chapeer does not apply to Huving awarenens of post-suthorization safery  ssudies

« Marketing Autharization Holders (MAHs) requested by Kuwait including the revlts of sach seudies

el o pl igilance and wubmimion of sll

i . - n callal with the

Diefinition QPeY in Sshins

S svigilamee Facal Paint (FYFP)is a Boensd » Envuring the necesary guality. mchuling the correctness and

a hospital, medical clinic, ar health anasiom, of Aaan smburitad 1o KPVC

i f « Enuurtng a full and B

center andl

Appoistment of the Pharmsacovigllence Focal Palat

L Bachs bl reusdical cBndo; e ielth Sall desd
atleast one Pharmacovigilince Focal Polnt
2 The il i shall he made by inatitution's

muanagement snd shall be formally documented.

for the peovision of sddidonal nformstion necessary for the

benefir-risk evaluation of s medicinal product

 Providing the KFVC with any thee inforsution relevant i the

bematit-rick svaluntion after it b been sppraved by the QPTY

« Providing lnpat lnto the preparstion of regalatory action in
3 i of 4

spon;
In Kowait (e varistions, urgems saley resrictions. and
isation to parients md i

¥ el
KPVC upon request or during pharmuscovigilance lnspections.
of the B

Cusiis

instivarios shall hat the PYFP meets all
of the fallowing requirerments:
o Professional Background
The PVFP must be a Brened pharmacise, linsited 1o ose of the
following catagari
® Pharmciat holding s Bacheloe Degree n Pharmacy ar an
MPharm
= Clinical Pharmacise
* PharmD
© Minimim Prolesional Experbence

= ixt (Bachelor Dej

A mimiy o v {2 donal s
bwalthcars setting.

* Clinieal Phassacist or Plasmi)

A mindmum of six 6 menths of profeoi snal experience in o
healthcare setting

= Pharmacovigilance Training

The FVFP shall have completed basic phamacovigilance
Training, covering a mimimun:

- d i drug resctiom

The QFPY or the LSI shall act x » single pharmacoviglance
comtact paint fur the national cegulatery suthority on o 24- hour
basis and also w8 contict peint for phammacavigilanes

inpeetion
Hequirements to Register s QFFV and LSH ls Kuwais
ARPVO ified of the QPEV and the LSR

ch MAH wnnd the local agent respectively
» I chunge to the QFFV or LSR sccurs within the respective
MAH o lacal agent, KPVC must be natified

« QPEV and LSR i Ve

authorization letter from the of Pharmsceuticsl Tnspecthon and
o HEER = R

by the PV teain st KPVC (see KuGVP Anmex 3 for QPPV and
LSR peactical experience and training check )

= A leaving QPPVLSK will need 10 be removed from KFVO's
recard

The new QPPVLSH will seed to request 1o be regiviared in
HPVC's records s fallows.

L. A cover letter from the local agens parmar of the MAH to be
subemairted to KPYC requesting the spproval of the QPPYLSR in
Kuwalt

2. The bottur shauld state the name and posicion of the current
QPPY/LSR and, whese posible, the previos ane ss secesary.
3, Credentials, gualifications and complete costect detalls of the




12026

11 — 2 1447 ry 22 0%

43

&gty 280 el 1T T3 2l et gy

recommmended
« Dhocuments such as coples af signed or
shauld be incladed as annexes and describod in the index

» The i particulars of the PSMF shall be p

with the follawing hesdings and, i hardcopy, in the order
oatlined

i PPV
» Diewcription af the responsébilition gusrsntssing that the
qualified person has sufficient authority aver the FY system in
order to promote. maintain and improve compliance.
* A summary curricalum vitae with the key infarmation on the
ruls uf the QFFY.
s Comtact desails
& Detalls of back- ap arrangeiments 1o apply in the absence of the
QPPV; and
» Clecklist om the required practical experbence/training upon
requast by KEVC,
N1 Taking into conslderation that PV practice and regulations
are relatively nuw in Kuwsit s havieg an experisneed QPP
or LSK may by i i it KPVC
that for ouly a transitionad period, the QPEV or LSR
qualifications may be expresssd in torms of histher PV training

pr P -

of the i fnatinn holder

» Thees in fie requisement for varistion for dusges in te
content of the PSMP or PSSME
= The FSMF and PSSME will be kept up to dase by the MAH,
without the meed for whmitting vasistion spplications. Only +
i tha updates isoald i
= It is anticipated shat shers will be ci here n vinghe
MAH nuy estabfish more than one PV system eg, specific
apstmma fior particular types of products (vaccines, consasmses
Iealsh, etc |, ar that the PV system may inclade prodaces from
e than one MAH. ln sither case, o single snd specific PSMF
abuall be in place to describe sich system.
A QPPV shall be appoinied 1o be tesponsible for the
A mai afthe PV system described in b
PSME. Om the other hand, theLSR | responsible for the
establishrvent and maintenance of the PV system described in the
PESMF
= The PEME and PSSME shall be ad by
avallable to the QPPV and LSR reectively. |t shall alio be
permanently available for fnspection st the site wheee 1t s kept
(the stated Jocation), irmespective of whether the inspection has
been notifled in advance or is unamnoanced
« The MAH shall maintain and make availsble apon request a
copy of the PSMF snd PSSMF

* The organizational seructure of the MATs), showing the

postion of the QPPY in the organization

» The siteis) where the PV functions are undertaken covering

Individusl case safety report collection, evalustion, safety

database case emiry. periodic bemefit risk evaluation report

(PERER; production, sigmal detection and amalysia, risk

mumagement plen,  pre-  and  post-suiborization  susly

management. and management of sifery variations.

* Disgramy may be particularly awefal; the
i party i

» Delegated netivities

Sources of Safety Data

» The description of the waln units for safecy data collection

shoslld Enclude all pasties responiible, on o global buils, foe

allcbied and 4 hoetzed

e of the

= The MAH it the copy within 14 days after recest ol
the request from EPVC (unless otherwise stased in the request)

» The content of the PSMF should reflect the gobal availability
of safesy information far medicinal prodocts autharized for the
MAH, with i on the PV b local or regional
activities

» PV wctivities on the natioss] level as described in the PSSMF
iy nat be applied to the same extent by all the MAH's national
offices;  affiliates;  furthermare,  ome  sddional  national
reguirements and details may ale apply

. A hould provide
cloar fllussration of the key slememts of hoth global PV system
andlocal PV sub-systenn, highlighting the role sl QPPY and LSR
respectively, the PV activities sre carried out in Kuwait, the

lobaly and haw they

In Kuswals

* Flow diagrams indicaring the main stages timeframes and
parties ismvolved may be used.

» The description of the process for ICSRs from callection to
reporting 1o KPVC should indicare the deparcments and o third
partion invobred

» For the parposes of inspection and andic of the PV systesn
soterces lischde dats urisig from sy sources, including say
wrudies.  registries, or  sepport
sponsored by the MAH through which IC5Rs could be reported
* MAHs shauld be able 0 producy and make available o list of
mch sources to support inspection, sndit snd QPPYV aversight

» I the inberests of izati ] ehat the

Integrate wogether

«For the multinationsl MANWApplicant the following wo
ducistents sre coguired for subimisiaon

1 The ing to Enropean Good BV Practics) and

2 Locul PSSMF. which describes the key elements of BV
activities in Knwait

“The information ta be contabied is the BSME

= The PSMF content wnd farimst shall be according o the Intest
wersion of Arab GVP

= The PSMF may be in electronic form and o printed copy may
be mnde availsble to KV upoa request

« PSME shauld be legible, complete. ensures accessibillny of all

list shosibd be i product red in Kawait
Ievespective of lndication, product presentativn of route af
dmimistration

* The Bt should deseeibe, on o ghobsal basis, the st of sach
the maln objective It should lsh between '
and non-interventional studies snd shoubd be argenized per
nctive substance

« T fist should be foe all studi

and allows full ¥ of changes.
» It may be appropriste to restrict acces to the PSME in order t0
4 " ife

responsihilities for the management of PSMF in terms of change
contral and archiving.

= The PSMF should be written in Engiish, indexsel in o marmer
consistent with the hesdings desesibed in this Moduls, and sl
wary mavigation to the comtents.

» Embredded documents are discouraged

# The use of slectronic ook -smueking and searchable text is

#2026/1/11 - 2 1447 (5, 22 4t 42 Sptadly Bt B 1773 2l pdl
for ssesment and fesdback during marketlng izat © How dats is i i it thve global BV spsem
spplication(s; or pesi-authaeizstion. S o polleles b
» Thraugh the prodoction and nusintensnce of the PSMF and Table (2 Key Differences Berween PSMF anid PSSME
PSSMF. the MAH shoald be able u [ Featmen T FRAMF
1. G that 2 PV systeen s gl Seape Globsal PV Sysmemn | Speciiic subiysten in
wish the requirenents K
2 Obtabi | den whoul svstem enches, OF BoB- Tergulatary Beguiired fos NDAs | Mot explicitly required bue |
skt th oy L Toquirements | snd peoduet uned fior nperstiseal
)r' s Sl ” registrasion renwsl | wsansperment Sabrirted
¢ ot
ofsapects sl GFY. Comnet [e— ::::_.puas..._
4G o e in relation to th activitien, including  (o.g signal devection, risk
Location

» The PSMF and PSSMF shall be located sithar st the site where

the snsin PV activities are performed or at the site where the

QPPY snd the LR operate, imespective of the format paper—

baved or slectronic formas file)

* Where the PSME is held in electronic fonm. the location sated

rusat be & it where the sored dats can be divectly sod euslly

wccewed

& An exception is applied in situations where the main activities

take place outside Kuwait (¢ g mulinstional MAHs spglicasts),

the location should default to the site where the QPPY operates

or where tha main pharmacovigllance sctivities are performed

0. located in the conntry of headsquarter) provided thar.

 The PSMF i imads avallabls to KPVC st iy tie; xnd

© The local offbce aifiliavejagens of the MAHMAA has o detailed
of the ph i o the

Toca level
+ Dotails ahout the bncution of the PSMF should be natified 10
KPVC. and amy change to the location shall be notified
immedintaly to them

Submission of PSME/PSSME

#The full PSMF jalong with its sammary) swd the natsonal
PSSMF (alang with ity umnssry) are requested 1o be whisitted
ta KPVC in the following situstions

L The applicen bas ot previoudy beld o marketing
snthorization in Kuwait.

2 The appbcanst has not previowsly submitied the PSMF or
PSSME in Kuwalt or s in the process of extablishing s new PV
systom

3 The applicant had major changes in ity organizatian, wch a
muerges and scyuisitions or in i PV systen

4 The applicunt has major i ings in the previoas PV
syt asssnsment (global and'or local) by KPVC

5 The applicant lus o bistary or calture of PY noncomplisnce;
previous imformation {eg. impection kisory asd non-

N B In sddition ta the wshenission of the full PSMF and national
PSSMF, If the MAH has a history of serions and or peristent PV
apr {om P inepection may b

system before a new suthorization i grasted
& Whete specific concerss about the PV system (phobel snd or
ol andar the product sfity profils exisc

7 Any other situation deemed apprapriate by KFVC.

« Ouly & sussmary of the MAH' PV rystem is required 1o be
Inclisded Ia the MAA

& Changes e the PSMF or PSSMF should be secorded. soch that
» history - b Ing

ofthe change), deseriptive changes to the PSMF or PSSMF mas
e pecarded in o loghook.

governsnce, quality. | trsngement lacal 19V
wad eisk

nansgeniem

All prodh T

PSMI Requiremeats
. i 1 PSMF glodal PV spveem
* The PSMF should be svailable upon request by KPVC and
st be kept up—to-dats.

PESMF Requirensents:

* The PSSMF mmst be submitted as part of the marketing
authorisation applicarion (MAA ) and shall be available for PV
inspections

Hey Considerations

« Local Safery Responsible Person (LSR): A Kuwalt based PV
responsible person, registered with KPVC, is required 1o averses
PV activities.

* Documentation. The PSSMF should detail losal PV
procedures, inchsding AL reporting systems, risk mansgement
plans. and training programs,

Seope of Infrrmation.

 Foscma om lacal PV aystem Detuils The fils should reflect the
Kuwalt-Specific PV stracture — reporiing timelines. local
comtact details, and bow Jocal data feed into the global safeey
database

* A susnnary PSSMF should be sufficiens, but full PSSMF is
recommented for compliance

* A summary of PSSMF shall he swhmitted upon for remewal of
pradisct marksting appraval

« The MAH shall maintain a full PSSMF for inspections.

The PSMF Graeral Consideration

« PSMF and PSSME are the regalsiory requinsments in Kewait
&0 be submitted far New Drug Applications (NDAs| and for
renpwal of product marketisg sppeovel as and when required

« MAH« shall suaintain and make available upon reqaest PSMF
and PSSME to serengthen the condact of phamsacovigilines
aceivities in Kuwakt

« KPVE astbonl

practical h e p-to-ds
aboat

| MAH' o costractual parcmer) PSMF. and PSSMF at the
matinnal lrvel whenever there b LSH.

2 Tixstatus

3. B location,

4 The QPP Vand ar LER contact information and

5 The products relovent to the pharmacovighance wystem
described im the PSMF

Objectives

«The PSMF and PSSMF provide an overview aof the
pharmacovipilance system. which may be sobmibited 10 KPVC

which provides a
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werified Th itinn, remaval af the

therefure be recorded in the logbook.

© At s rsens of smamaging the BV, and providieg s bais fo audit
of tnspection, the PSME should alio deseribe the process for
recording, managing and resalving deviations fram the qualicy
spstesn The master (e shall alse ducusent deviations froem PV
proceduses, their impact and minagenent wwil resobved This
sy be documented in the form of a list referencing  devistion
repar, and jts date and procedure concemed.

Anmex o the PSMF

*An amnex 1o the PV system smaster file shall contain the

Fallawing documents

o A Bt of ick the PSMF i

masne of the medicinal produce, the mame of the acrive
i T i

is valid

o (The list should be organkzed per active substance snd, where
applicable. should indicare what type of product specific safery
manitoring requirements exist for example ik minimization

imved i the risk o Taid derwn ax
conditions of the marketing suthorization (MA) non-standard

ok of the archiving fior electrosic
andoe hardeopy versions of the PEMF should be provided, s
well as an overview of the procedures applicd o sther quality
eystom sl PV records and documants

B Pracedural docaments

o A general description of the types of docaments used in BV
standard operating procedures. work nstractions etc i, and the
controls that are applied to their accessibility, implementation
and maintenance.

o Infarmation about the documentstion systern appliod o
relevant d d ird i
o Al of speeilic proceduses and proceses related 1o the BV
activitios amd imtarfaces with ather functions, with details of how
the procedures can be accessed must be provided

© Training

CA
of BV activities (an organizational chart showing the number of
peaple involved in PV activities thould be provided These dats
miny he given in the section describing the organizational
stroctare)

o Information shout sites where the personnel are located
whasteby the sites are provided in the PSMF in relation (o the

provided s & weondary Ha For mark
that are inchuded in s different PV system, for example, because

sgresmeats exist to delegate the system. reference o the

lon of spechlle PV actlvities and in the Annoxes which
provide the Hst of site contacts for sources of safety data.
oA description shasld be provided in order 1o explain the
training organization in relation to the personmel and site

hould al tnth
Annexes, such that, for a MAH, th , P can o A summary fthe staff-aining concept, including
e related o the set of IV system master fles ) » reference o the lacation training files

- Whese BV systems are shared, all prodacts ize the PV s b i ing PV related

systesn shoell be cluded, s that the satire lisn ol produc:
covered by she file is aysilable {The list of prodacts may be
presented separately, organteed per MAH Alernatlvely, o single
list rramy b ased, which i supplesmented with the meme of the
MAH(y for each product, or @ separate note can be incladed to
descrilse the productis) and the MAH|s) covered |
o A list of contractual agreemsents covering delegated activities,
including the medicinal products
© ATt of tnsks that have been delagated by the qualified perion
for pharmacovigilance
o A lst of all completed audits, foe o period of flve yesrs, and o
lisx of aisdic schidules.
& Where applicable. a list of performance indicators
o Whers applicable, o list of sther PV system msster files hold by
the exme MAH This list should inchade the PSME memberx), and
the namse of MAH of the QPEY eesponilde for the PV system
wied IF unother purty that s ot the MAH masages the PV
systen. th ice provi be inchided
The MAH shall record in the logbook amy alteration of the
content of the PV system msster file mude within the last five
yours. Also, the MAH shall indicase in the Ioghook the date. the
person respoaible for the abteration and, wheee appropriate, the
remion for  the  slterstion. and  other change  cantral
jon as - changes shall
Include st beast the dats, paeson responsibls for the chasge and
the nature of the change.
Format and layout of PSME
Cover Page
= Murte of the MAH, the MAH af the QPFV respomiibile for the
BV aysten described (i dilforent) as woll & the relevant QPPY
chird parry conpeny same (il applicsble)

sctivities snd this inclades not anly stall within PV departmests
buat also amy individual that may receive ICSFR

- Auditing

© Iisfisrmation whout quality awrancs asdiing of the PV atem
should be included

o & deseription of the sppeoach wed t phan sudits of the BV
system and the reporting mechanisn and timeines shoald be
provided, with & currens list of the schedubed and completed

i PV system mai the 2
© This list should describe the dateiy of andit conduct snd af
: a Z g

specilic PV activities or sites undertaking PV oand their
operational Interfaces rebevant 1o the fulfillment of e
obligativns and cover s rolling 5—year period

= The PSMF shall also contal maer amaciated with any sudit
where slgnificant fadings are ralsed, This meens thar tse
presence of fndings thet Fulfill Kewsits criterin for major or
critical findings must be indicared

© The udit report must be documented wiihin the guality

systems in the PEMF i funt to provid
£ih by . " it
sigmificant fuding, the date it was identified and the snticipated
ki with the mmdi e
cotive and Heom planis),

o ik thi wimex, s the ol sudits conducted thosw assciatol
with dved i in the PSMF should be identified.

o The note and associated corrective and preventative sctbons)
shall be documented in the PSMI' unil the corrective and/or
preventative action|s) have been filly implemented, thas s, the
rion snd or sufficiest
can by or has been i

note i only mmeved aace carmective
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risks of asedicinal praducts;

- The subersiuion af accurate and verifiable data an veriour and
1o serbous aiverse rusctions within the time lisits pravided in
the local gaideline;

- The quality, integrity snd completeness of the fsrmation
subsitted on the risks of medicinal products. inchuding processes
0 avaid duplicate sahmisdons and to validate siguals;

- Effective commmnication by the MAH to the regulatary
withority (RA) | inclading communication on new riks o
changed risks. the PSMF, risk managensent s
minimization measres, periodic whaty  update  ruports,
corrective amd preventive actions, amd post-amthorizatien
studies;

- The updute of product nforsmation lry the MAH in the light of
scientific knowledge, and on the bssk of & comtinuous

ters, risk

and should inclade ongeing studiespragramme s well s
stadies pragrammes completed In the last two years anl may be
Tocated b en Asnex ar provided separarely.

Compaterived Systemis and Databases

*The lacasion, fu und i for
computeriond yystems and dasabases used 1o receive, collste,
recordd and repart snfety information and an sssessment of dule

purpase in the PSME
* Where nuultiple computericed syytemy databases are wied, the
iy of these to BV activi i ihed in such

@ way that & clear averview of the extent of computerization
withi the PV systemn can be anderstood.
+The valldation ststes of key sspects of computer system

of testing, back-up procedures and electranic dats repositories

by the MAH i Y vital to PV
regulatory suthorities;
- Appropriste communication by the MAH of relevast safity
i iom ta i d patients

» Thewe imterfaces with other fanctions inclade (b are mos

shoubd be incladed in summary, and the
naturs of the docamentation wrailable dhould be described.

« For paur—based systermy (where an electranic system may oaily
b usid far exp issian of ICSR). the of
the dats, and mechanisms used v smur the integrity and

limmitud ta} i Q _resp g af the safery dats, snd B particuler the collation of
o eequaen rada by o i i % b . sboutd

safery ang I ty PSMF section on

safery duta archiving, PV sndting, quabity control and training. A sption of the d avallable
« The list, which may the Annexes, should i (Standard opersthing proceduces, iansals, ut 3 global sndor

lis crous sntchbng with each e of the toples bighlighted sbove
in this section the topic name, procedural document reference
mamher, title, effective date and document rype (for all standard
operating  procedures, work  instractions.  mamosh et

Natiomal bevel wic |, the mature of the datn held (¢ g., the type of
wase dara revained for PCSRs) and an indication of how records
e beld (e ., safoty duabase, paper le at site of recelpt should
be pravided in the PSMF

should bo dearly identified Docsments relating to spocific
Incalicountry procedures need not be listed, but a list may be

of PV, covering the fullawing spects shall be included (bae not
Timmited oy

¥ I
specific local procedures, this shoald be indicated and the names
of the applicalile countries provided)
PSMF sect il Treem
» The PSMF should contain svid F ik i sl

- - s proflleis), resuht
of evaluatian, decivian making proces for aking ppropriste
weasares; signsl generation, its detection and evaluation This
ssiny alho faclads seversl weiiten procedures snd |sstructions

g safety datsbase outpots, interactions with clinical

of performance of the PV syystem including compliance of the

departusents ete.;

resin outpts of PV Tha PEME should include o d of
the manitoring metheds sppled smd comain o s minbsus
- An sxplamation of haw the coerect reportisg of 1CSRs Iy
amessed Tn the annex, figures graphs should be provided t shaw
the tissalimess uf 15-day and 90 - day reporting over the past yrar;
- A description of sny matrics weed 1o moniter tse qualiy of
Ip il This shauld
imchude information provided by KPVE regardissg the quality of
HCSK reparting, PSURs PRRER or ocher submisdoo;

- Risk 15} amid ing oF the af

risk minimization messares: several departments may e

involved i this srea, and Enteractives should be defined in

written procedures or agreements;

-ICSR collection, colluies, follow-up, ssessment  and

reportiing; the procedures applied to this nres should clarify what

are lowcal s what are ghohal activities

- PREER schedufing. proiuction sl submibsion, if applicabe.

- Comunusication of safety concerns to commmser, healthiire
B snedicines sutharltics

- An overview of the tmalines of reporting to
KPVC (the ausex shoald seflect the Intest figuros wed by the
MAH 1o asen compliance): An overview of the methods used to

- Implementation of efery variations o the summary of prodwect
characteetitics (SPC) and patient information leaflees (PILy;
” should  cover both [mternal wnd  external

enwure timeliness of sfety yarition i campared to
EPVC denllines, includisg the tracking of required wnfety
variations that have been identified bt sot yet bees submited;
~Where applicable, an overview of adherence 1o risk

plan . o other —_—
ditinoms of soa muth \evant to PV
PSMF saction an quality syatens
QM) shaukd

+ A deveription af the qality

sppplication of the quality o PV, This shall include
A Documet and Recard Cantrol

commiumications.

= The MAH should be able to provide svidence of 2 systerm that
o thiaely decislon muakh il wction,

+The description mmsi be sccompuaied by the Lt of the

following processes for complisnce mansgenent. as well as

interfaces with ocher functians

«The continuous manitoeing of PV data, the sxamination of

aptians far ritk miaimization and prevention snd approgrisie

rssmevs are taken by the MAH:

- The scientific evaluation by the MAH of all infornsation on the
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o The scientific evalustion by the MAH of all mformation an the
risks of medicinal products.

walsty dats sourices inelude datn arising from study sousces,
inclading any studies, reglitrles, surveillnce ar  suppory

o The subminion of sccurute and vesifiable datn om seriows and d by the MAH agh ICSRs could
mon—serious adverse reactions to KPVC within the timelines b reparied

provided in the local guidelines; * MAHs shoald be able to pradoce and make svailable a list of
o The quality, integrity und al e sudit qEey
suhmmitied on the ri a and QPPY aversight

to avaid duplicate submissions and to validate signals;
o Effective commanication by the MAH with KPVC, incuding

« It is recommended that the should he comprehemsive for
products authorized In Kuwal lerespecive of lndication,

commmmication on new risks or changed ritks, the PSMF and T T st of
local PSSME. sisk systens, sk & The list shoald describe, on the local basls, the status f each
measures, PIRER:, i preventive sctions, and post- dy peags the o maim shjective.

sushorization wadies;
o T spdate of product informatian by the MAH in the light of
seientific knowledge, sad on the bamiv of & continnous

i MAH ol ! by EPVE;
o Apprapriste commumication by the MAH of sebevant safety
: health, d pat

#» These Evierfaces with other fumctions include, but are not
limited to. the roles and responsihiities of the LSR. respanding
o KPVC requests fioe informatios, Brersture searching, safity

darabuse chi 1, safery o safinty
daea archiving, pharmacovigilince suditing, quality contral and
Ermining

= The lise, which may Annexes, shoul o

of 4 crous-relerence. marching with cach one of the tophcs

mentioned above inchading the topic name. the procedusal

dacument reference sumber, tite, efectin date anid docurs

type (e all SO, lestrucsions, manals ete |

= Procedures helanging (o service providers snd ather thind

parties should be clearly [dentified

* Any specific local (fn Kuwaity procedures should abe be

indicated

» Matlonal PSSMI section on Pharmacovigilance Sub-System

Performance

®Local PSSMF shoald contain svidemes of the ongeing
it the local PV sub-sy 2

eomnpilianee with tse smais sutpats of PV, uch as

o o th SHs

alt showld distinguish betwaen imterventionsl and non-
interventinnal studien and should be organised per sctive
e —

« The Kt should be for all stud

and shoald inchede orgoing sadies programmes s well s
ssudies piragranumes completed in the last fwe years and may be
locuted ls an Annex of provided separately.

MNatinal PSSMF sectian an computerised systerms nnid
dutabases

« QUPPY and LSE must have anline access i lacal safiy cares and

all locad PY L fehe local
data shoall shways be kept in the local offics
& The Jocation. i and i) far

computerized systenns and dutabusen sed o the Local Level) ta
receive. callate, record anid report safeey information and an
avsarniast of theic Gines for purposs shall be describec in the
locd PSSME

= Whare multlple computerized sysiermsdaahases are used on
local level, the applicabilicy of these to PV activities should be
desesibid B soch & wity that & ehise ovirviow of the wosnt of

putarization within the PV b

= The validwtion status of Key spects of computer aystem
Functionality lso be described; the change i matirs
of testing, back-up procedures snd electromic data reposicories
wital t PV complinnce should he inchaded in summary, and the
nasture af the ducusventation avsilable should be described.

s waessed. I the anmer, Bgares graphs should be provided to
shaw the simeliness of 15-day and #0-day reporting 10 KPVC
over the paat yea.

o A description of miy metrics wsed t mositor the quality of
whmisdons and performance of PV This should include
imfarmiation provided by KPVC regarding the quality of ICSR
roparting, PSUR PBRERs v other sbmissions

o Ais overview of the thuelines of PSURPHBRER sparting o
KEVC (the annex should reflect the Tavest figures msed by the
MAH t0 assrss campliance on the lacal level)

» For i e systeins (whero an electronie system may
only be mwd for expedited whmision of 105Ry  the
managensent of the data, the mechanksms wsed to assure the
Lnregrity and secessilbility of the safety dats. and in particolar the
collstion of information ahowt adverse drug reactions. should be
described

Local PSSMF section om Pharmacovigilance Processes.

=A iption of the ian avilable on
lacal level (standand apersting procedures SOPs | manuals, stc )
the mature of the dats held (¢ g, the type of case data retained for
KCSMs) and an indication of how recards are held (e g . sfety

recards foe the

o An overview o b ensure aafirty database. puper file at site of receipt) should be provided in the
vuriation submbsions compared 1o laternal and loeslly applied local PSSMF
deadlines, kg lred sadoty -A o the process, data

have boen identified but mot yer boen submised
o Where applicable. am overview of adherence to Narional

perlarmance of PV on the loesl lovel and s sppropriate in
integrarion with MAN's headquarter;

isplay of BME is o aothee ok os « The desceiprion s be ied by the st of the
disi g antharinats o PV following processes for complisncs management, s well as

» Targees for the performance of the PV sub-systemn shall be interfaces with other fumctlons (en the local level and m

described and axplained pprepriat in ion with

- indi ided in the Annex o The of PV data, the of

w the mational PSSMF  alengide the reslts of (metual) aptiang for ridk minimiration and Hon and

performince measurcments.

siveasiaren e takan by the MAH
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BB Taking into consideration that PV i
are relatively new in Kawait, thus having an experienced SR

¥ ingly, it i that fiar
only @ tramsitional period the ISR gushifications may be
expreised in terma of hishee PV training rather than hisber
practical experience in PV

Locyl L i Fthe MAH's
Tocal office
“A of th i d MAN local

alfice rulivant to the local PV yb—systern must be provided

«The description should provide & clear overview of the

comgpanyfies] involved, the main PY dopartmont and the
berween and g uminn

relevant i the falfillment of PV obligations This should include

chird parties

* The local PSSMF shall describe

> The orgamizational stractuse of the MAH's local office,

shewing the pasition of the QPPV in the organization

o The Y thy el ISR
within the structure s well ay hisher method of contact and
relationship with the MAH's QPPV

The sites) where the pharmacovigilce fimctlons oo the

national Tevel are undertsken covering Individual case safoty

repart collection, svabuation. safety darabase case entry, periodic

up i i i .

dgmal deeection snd i (i it glohal system), rigk
plan pre- and p

* The maine oF otber concerned MAH) dhsing the PV system)
# Ll of PSMFs for the MAH (concerning product with o
diffesent BV system

# Diste of preparation last update

PSME section of GEEV respansible for pharmarovigilance:

The infisrmation relsting to the QPEY provided ia the PSMF
ahall inchudde:

® The Hsr of tasks that have been delogated by the QPFV, or the
applicabls e inchaded

& The curriculum vitae of the QPPV snd associsted docaments
 Comtact dutaily

 Dietails of back-up arestgements to apply in the shsence of the
QPPY

PSMI section of The Orgaslistionsl Structure of the MAH.
 The lists of comracts snd sgressonts

PSMF section of Sources of safery data

o Lists sssociated with the description of ssurces of sfsty data
w5 wifilistes and third party comtacrs

PSME section of computeelsed spsive and Databissi:

» Lists of procedural ducurments

PSMF section of Pharmacovigilance Sywem Performance:

» Lists of perfirmance mdicaton

* Curtent resulty of’ parformance assssmest in relation w0 the
Indicatoss

PSME section of Chuality Syvtess

* Auiit sehedules

dy 4 of safeey

o Diagrams may be pardcalarly wseful; the mame of the

department or third party should be indicated

« Diclegated activities

= The local PSSMF. wheee applicable. shall contsin s deseription

of the delegated activities sndjor services refating 1o the

flfillsene of PV obligations

oLinks with other orgasizaions sach @ co-sarketing
a celisg of BV activities on the netionsl level

should be oudined
oA desription of the locadon nature of contraces and
Sath b PV abligati

provided

o This may be in the form of 3 Bet'table to show the partios
involved. the roles undertakon, the concerned products) and
territories

o The Est should he organized according top service providers
(e sedical laformation. auditors, patient sapport progransme
peoviders  wudy  dats o), '

Lt of audi tucted and completed
PEME sectiva of Prodacts
® Listjs) of products covered by the PV systeen
* Amy notes concerning the MAH per product
PSMF section of Document and Record Control.
» Lisghouk

3 A Pl
o The PSSMF contents and formar shall be sccording to the
current version of Arab GV
* Local PSSMF shall include infarmation snd documents to
describe the PV sab—rystem at the local level
= The content of the local PSSMF shall be indexsd o allow for
fficient navigution stound the docunwent asd follow the
maodular system described in the following sections snd the
ansen.
» The local PSSMF shall be maintained in it cureent state and be
permanently avallable to the LSR
* The
tocal BV sub-system
L F sectiom on Local Safety Responsible Pervon [LSR):

asrangements (dlatriburors, Boemsing partmory, co-sarketing
wte ) wndd other technical providers (hosting of compater systems
e )

= Inibividusl contractual sgreements should be annexed 10 the
tocal PSSME and shall b available upon requess at sny time or
daeisg inspection and audic

Local PESMF section on Soarces of Safety Data

= A descelption supported by fow disgrams shall be used to
the main stages of wfity Hection for solicited and
sponsaneous case collecton for products autharized in Kuwait,
timeframes and parties involved

» The description of the process for ICSRs from collection to

ponting sutharity

dupurtments and o thied parties invobved
a Far the purposes of imepection and andit of the PV system,

= Contsct  defalls shall be  provided s the marketing
suthurization application

» The infarmatbon relatlag to the LSR provided in the national
PSSMF shall include.

A Jobs descripthon of the LSR, guarmnecing that the LR has
sisfflelent antharity aver the pharmacovigilance activity on the
mationsd lovel in order to promote. malstoin and lmprove
compliance with national regulations

B Summary curricaliom vitss with the key information on the
rely of the LSR.

©. Contacr details

D). Dietails of back applyi b el
LSR.

. CheckBst on the required practical experience andtrsinlag
requested by KPVC,
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renamed to Annex D in crcemstances where oo Annex
systenn and databases is used Annex

i a “anssed i e dnd s arder

that recipionts o the PV systemn master file are mware thas miming

eomtunt in interded

Cover Fage to inchudle

* The unique number assigned by KIFVC to the lacal PSSMF if

applicabile;

= Nimraw of the MAH, the MAH of the LSR reponsible fus the PV

sub—system described (if different), as well us the relevant LSR

third parey conipauy name (f applicable)

» The namse of other concerned MAHs) isharing the local PV

subi—systen) (if applicable)

» List of local PSSMF for the MAH (concerning products with s

different PV sub-system) (if applicable;

* Date of preparation | last update

The L5R for national pharmascovigilance sub—systemn, Amnex A

= The list of tasks that have been delegated ta the LSR, or the

applicable procedural docament

Endividial contractial agevements shall bo included).

@ Alist of tasks that have been delegated by the QFFY to the LSRR
o A list of all completed audits on the national level, for & period

o five years, and & list of amdit schedubes am the nationd level

o Where appllcable, a list of performance ladicatars

o Whire applieabls. a lst of sther natioual PSSME(s) held by the

i Feation halder

mational PSSMF number(s), the mame of MAH and the name of

the QPPY seaponsible for the pharmacovigilunce sub-syststs

wsed I amother party that I mst = MAH mansges the
pharmacovigilance system, the name of the service provider
should also be inchided

o Abogbook of uny change to the content of the st oual PSSME
rrsade within the last live yuars, sxept fior the chanjes in saneses
wnd the following QPPY or LSR information: CV, comtact
details, back-up arrangements snd  contace  peron  for
pharmacovigilance an the nationad level Tn addition, ather
change control docursestation should be included  as
ppropri ohs hall include at lesst the date.

- the LSR d ! d

» Contact details

The Organisational Stracturs of the MAH, Amnex B

» Tilie lints of contrects and agroetments,

& copy of the lndividual contractual sgreements relevant to
Kuwalt.

Sources of safity dats, Annex C

o & list of soueces wsed for obtaining the safety data related 1o the
medicine

Compurerised sssems and Databares, Amne [

« Al ] d wsed

e, ancl wri , Anmes E:
» Lists of procedural documents, palicies, mamials and S0Py
¥ I h-3: . Amnex F-

# Lists of perfarmancs indicatars
 Current tesults of perlosmence assessmment i relation to tho
Indicatoes
Qualicy System, Annex G
 Audit schudistes (for nutfansd pharmacoigiance sob-vystem)
sList of sudinn conducted and complessd (for national
pharmacovigiance sab-system) Produces, Annex H
= Lists) of products covered by the national pharmacovigilince
suh—system described im this natianal PSSF
# Atry ot concerning the MAH per produ
Document and Recotd Contral. Annex [
+ Loglook
» Ducamentation of history of changes for Amnex contents,
indexed according to the Anmexes A-H and their content if not
provided within the selevant snnes itself,

MODULE FIGHT

ANCE AUDIT AND
FHARMACOVIGILANCE AUDIT AND INSPECTION

Marketing ization Halders (MAH; quired to Fulfill
the bocal p gilance (V) ticable in th

person for the change and the narure of che change.
Liseal PSSMF Presentation

# The National PSSMF shall be continuously accessible 1o the
QPFY and LSH and to KEVC at any e on request

« The information shall be succiner, accurate and reflec the
curremt system in place, which means thar whatever format is
msed, it mmse be possible to keep the information up o date and,
b b revise It to tak P gadned
technical and sclentific progress and smendmsents to the
Ieginlative requirsmenss.

+ Although provision of the docmment within 7 days of request
by KPVEC is required, MAH shoubd be aware that immediate
access to the National PSSMF may also be required by the
departrment

Forrmat and layout of Local PSSMF

# The sationsl PSSMF smay be in slectronic frm, sn condition
that & clearly arranged peinted copy cam be msde available w
KDV il requested

#ln any formar, national PSSMF should be legible, comsplets

andl aliow full traceability of changes

« Tt may be apprapriate to restrict access to the national PSSMF

in arder to ensure approgriate control aver the content and 1o
i i it Fihe PSSME

in termm of change control and archiving.

* The National PSSMF should be written in English, indexed in o

manner comsistent with the hradings described in the current

version of Arab GV, and allow easy navigation to the contents,

» Embedded docunisents sre disconraged

« The wse of slectronic bookmarking and

recommended

rchable vext is

» Docarments ssch ax copies of signed statrments or sgreements
should be included us appendices and deseribed in the indes.

State of Kewsit To support regulatary oversight and facilitare
comgliance, the Pharmacovigilance Team at the Kawait
Pharmacovigilince Conter (RPVC) may conduct
pharmacovigitance audits and inspections of MAHs, as well as.
any local, regional, or [atermations entisles eagaged by the
MAH i ivitien om its behalf.

* The & and particulers of the local PSSME shall be
presented with the following beadings, ln the wrder outllned
below:

o ta supper
concening the local PSSME, as required.
o Where there is no content for an Amnex, there i no need to

vids lank ok besiing

i md  signamres

1 and

regulatory tools serving distinct purposes

2 Th P i accordi

s e firmrsat encribwed For example, Anmex E should NOT be
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nusociated with the significant finding, the date it was identified
4 ith ol

Locul PSSMF section om quaity system

and the antici i h » deveri of ihe QM5 should be provided, in ternw of the
it repoet und th camective and i gamization and th of the gusliey to
action planiy) Y
* In the annex, in the st of andits conductad far the nationsl » This shall inchade.

b s A\ i A

motes bn pationsl FS5F dhould be identified

*Th d

inted carrective and actionis)
bl be documented in thse mational PSSMF antil the comective
andior preventative sctions) hive bes fully fmplemented, that
b, the note Is anly removed omce corrective action andior
sufficient improvemen: can be demanstrated or hay been
indegrendenly verified

 The addition, mmendment or sesioval of the sotes st
theretiore be recarded in the lnghank

i A a means of ssnaging the sational ph i sl

 Provide a description of the archiving serampements (st the

local level) for ebeceromic andjer hardcopy verslens of the

diffiervt typos of records and docements for BV and the quality

syt

B Procedural documents

# A generul description of the types of documents wed
h i {SOPs. wark , manmusls ste ), the

crgusisation, and the controls that are applied o their

systen, and providing a busis for wudit or inepection,

PEEME should alio describe the process s recording, managing

and resalving devistions from the qualiry system

# The national PSSMF shall alse document deviatiom from

i at i . their imp

and resolved This may be i the

form of 2 sl referencing & deviation repart, ity date and the

procedire coneeened

Amnes to the natisnal FSSME

% An amnex shall contaln the foflowing documests A Bst of

mmedicinal preducts covered by this national PSSMF in Kuwalt;

the following should be pravided for sach medicinal product in

the liat

© The name of the medicinal produact

© The e of the sctive sbstances)

© The authorization number in Kuwait.

o The presence on the market in the Kwwait (e, marketing

statay)

o Other commery fies) in which this product is asthorized

o The presence on the market in these other country (fes) (i e

wsarketing sintus|

# The list should be organized per active substance and, whers

applicable, shosld indicaty what type of produet-specitle safety
exist e ., risk minimization meavares

contakned in the RMP;. The moniioring infarmation may be

provided as s secondary lit

= Far marketing suthorizations that are inchuded in o dillerent

pharmscovigilance system, for example, hecaise the MAH has

> about the syvma wpplied to
relevant ‘ it the contral of third

# Previde a lisr of specthic procedures and processes related to
the 4

activithes (ut the Jocal level) and inturfaces wis
with details of bow the procedures can be accessed must b
provided.

€ Tesining

# Stalf shoukd be appropriately trained for performing PY
ruluted activition and this inchides not anly saff within PY
deparrments hut sleo any individuad that auy recelve safery
reporis such as sales persommel or clinical rescarch staff Provide a

asther functions,

of the resource for the of
PV activities on the local level

= Thu arganisational chart dhowing the mumber of peogly (ull
e imvolved in p i activities  This
may be provided in the section deeribing the arganizational
structurs|

# Information shout sites whers the personsel are located,
whereby the sites are provided bn the natbonsl PSSMF in relation

# A summary description of the sruining concept, including o
eeference tu the Incation of training files, records, s well s the
Eruindmps raaterials

D Auditing

» Information shout quality ssurance asditing of the national

PSSME
- A of the apprasch used to plas sudits of the

‘mare
third-pasty agreceneats exist to delegate the system. reference o
the additinnal national PSSMF)s) should also be provided = s
separate list in the Annexes, such that for « MAH, the eniire
product prrfolie can be relsted 1o the set of nationsl PSSME

 Wh i -5y wte shared, all
should ks incuded, so that the entlre st of products covered by
the file @ svailable, The products lists may be presested

mitionsl pharmiscovigllance sab-system | the  reparting
mechanism and timelines shousld be provided, with a curment list
of the scheduled and completed aadits concersing the natonal
pharracovigilance sub-sysem. This i shonld describe the
dates) jof conduct and of report), scope and conpletion status of
audles of service providers, specific pharmacovigilance activities
ot e und it L gl and dheir i

Interfaces relevaat to the fulfillnsat of the pharmacovigilance

saparataly, dppor BLAH b
waned, which is sipplermented with the sumse of the MAH) for
cach product or o separate note cm be included 1 describe the
product(s) anil the MAH) cavered

alling e
& The natiomal PESMF shall stio contain 3 note associated with
any mudis where significant findings are raised This means thas
the presence of findings that fulfill the national criteria for majar
or critical be indicated

oA list of written policies and for
AL
oA i dtiesi

Kuwait including the medicinal products (s copy of the

» The audit report st be documented within the quality
systenn: o th sarional PSSME it i uafficient to provide o briel
description of the corrective andior prevestative s
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Product-related inspections

Product-related PV inspections primarily focus on product-

eolated PV fsse ncluding prodict-specifie sctivities and

dacumentstion, rather than reviewing the sysem aversll They

arn lkely to be for cause’ imspections te investigate & ipecific

produd e Seme aspects of the wider aystem sy be
amvined inm (that ix, the sysbern

wied for that product)

Annaunced and ummsnounced inspections

The PV tearn in Huwalt asticlpates that the majoelty of

imspections will be smnowced—ihas b they will nodfy the

Inspectee’s of them in advance 1o ensure the rebevant perssmnel

will b availabile fise the inspection.

However, it may somwtimes he spproprists o coadect

wnannounced Inspections or 1o perform an inspection st shors

i quaslicy -
focused sctivities
Intpection natification
The imgpection team kas the right 1o perform o PV impection st
Aty time In oxceptional circumstances, inspectars can perform
an inspection withour notice. However, the |mspectoe would
aormally receive an sdvance notice from the KEVE stating theis
intention o selected
members of the lmipection teams compelsing of o mspecrion
pharnachs, o regulatory reviewer, and a quality control
laboratory Pharmacise, and a pharmacist from the PV team_ The
notice period served shawld b sificiest for the inspectes
nsake loglste arrangeonents, and ensure key personnel ase
availshle snd have scces o redevant dats A @ guide, the
inspecon consider wix w0 sight weeks' natice sfficient for

natice (far example, when i 8
the abiectives of the inspection oe when prompt inspection it
required dise to urgent public health concermg

Re—inspections

The BV teans b Buwsdt re-bspects the lispectee’s BV systcm as
part of the rowtine inpection program

Re-inspections are priaritized by assesing risk factors. If a

Motice of the fnspection could inchade, for example, the
Enspector’s mameis), the spection’s objectives and nature, the
Enspection date and, I known, the addees (#3) 10 be inspected
Imspectors will slso request information about che inspectee’s BV
sywtemn 0o sid in plasning for the inpection. The inspectars will
oty rhetupeﬂ:e‘! nmu PV inspection in writing, unless an

previous Enipection Identified o high lvel of 1 the
tleme berween re-inspectlons may Increase

Maore frequent re-inspections may occur

-Whuﬂwﬁﬂn nancamplisnce huhun M-d

= To verilfy acdd i

+ T evaluate ongolng compliance with obligations

 To amew changes to the nspectes’s PV system

 To emsisre proper corrective and preventive actions [CAPA
syvtemy) mte in plice o addrem previous inspection fuilures
Remose mspections.

These are IV inspections of the inspectes’s prewdies (or the
prestises af a fiem they bave contracted (o help Bl theis PV
activities) perfosmed by the lmpection tem remotedy wdng
eosmmunication technology such s the intermet or video tele-
(omd'"!ndng

Ny alis Toe BV activits L A ousiid

iple.
Kuwait or » third-) wf‘!’ service provider is not svailable at the
Inspection site, it way be fealble to Interview redevant stafl and
review documentation via remote access. I the remote
mypection reveals fwues that require on—site inspection, or the
Epection objectives coubl nut be met remotely, an inspection

Mmaybrp«fwm—d«mﬁ-

Bk Based i

Tnapectors taks » risk-bawed apprasch to scheduling PV
ions and prieritize routine ioms based om the risk

nssiged to the lnspectee’s PV aystem Systems with lower tiak
products o gaod compliance history are b Kikely to be
inspected regabarty. However, random inspections as well as “for
cnisie’ inspections ay ubso secur

The ehemments considered when sssigning risks 10 the isspectes
and comsequentdy determining whethes and when to lnspect
them inclide, but are not Bmited to

Product-related factors such as.

& Uncortainty aboul & msdicine’s risk profile {inclading new
clasen ich registered i

» Whether the product has sdditional PV or rlsk

d The ingpection notification
shuall be bssaed to the enail ad dress of the inspeciee’s local safery
responsible (LSR) peron. A confirmation of the inspeciee’s
availabilicy shall be recoived from the LSR's email address The
inspectee shall be requested to cosure the coaperstion of all

g g P

of all relevant sites and will make all required docomenss and

dutabases directly accessible to the inspectory

Tha LSR sbould infarm the QFPV of the notification. Tnspector

may also request supporting dats demonstrating how the

Imspecies's PV system operates. for u:mml- the global PV

System Max

5 . it s

Types of Pharmacovigilance Tupection

Roatine Inspections

Rcaidion BV frispoctions nr schwdidod a5 pust of the fapection

program Thare is na specific trigger for thess inspoctions.

dllmagﬁ we take a slak-bused approach te prisritizlsg theen

Thi i suslly systemi-related i ioms, bat one

ar mare products may be velected s examples o verify the

implementation of the system and previde practical evidence of

its fanctioming and compliance

“For catise’ iapection

“For camse’ inspections are andertaken in response 1o specific

wiggers wheee a PV inspection is tse appropriate way to examine

e dnsuies

“For cae’ inspections generally fcms on specific aspeces of the

PV syutem or exnming [dentified conpllance bass snd thole

fmpact om & specific product

Hawever, the entire PV system niay be inspected ot o roslt of 3

wigger Slguificant publle bealth eomcerns or identified
are exp be th i

Systom—rolated inspections

PV system-related inspections review the procedures. syvrma

personnel and fucilities In place snd determing whether the

activities
+ Whiether the nscdicine had specific condition(s) of registration
applied die 1o safety concerns

the regalatery PV
Ax part of this review. product-specific examples may be ased 10
dutermine hiw the PV system operates and whether it complies
with requiremnts
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Spacion i and on the of the
Enspection request

Py i i a Fihe
PV tram st KPVC with the Phasmacewtical Inspection and
Licensing Admministration (PHILA; defegazed to conduct the PV
imspection process The prepuration may abo imvolve the
revbewers of 4 partleular product or ather specialists experts s
necrsury, o, rrq-«-um amm.mmwurﬁ
Inspection An i o i fime with the
scope and objectives o(dul.wlm: process and should cover
all the relevant aspects of the lnspection procedurs. MAHs may
distribate PV and safery evaluation tsks fo maore than ome
countey. It i important o ascersain (from the DDP or by
obeining  additional information, organizationsl charts
contrsens agrecments und SOPY) how PV responsibilities are
divided within the compasy and  with marketing
parmerycontractors. Tt 1s alio u...,.....k tm ancwrnin whare the
inspection in
arder o obain o complete ploture of the PY activities of the
MAH and thelr locally registersd agents
Accens to the globul PV databasw, and providon of MAH
resources to conduct searches om ihe detbase, should be
arraciged with the MAH prior 1o the inipection. The DDP
provided at the pelne of reglitering = new Iecal sget and their
MAH will provide the inspecton)s) with infarmmion relating w
the MAH However prioe to the inspection, it shold be

Phasmacovigiancs audits ate conducted 1o aiess the

competency, lficiency, usd uanlity of the pharmacovigilance

o s ability o et effcrlvly and seuminably.
sre conducted b

bk -l
hligativas, und o prevent viokstions or misconduct
The ficus of E i
the MAH" i yusem foe the
A wad s
e ' By o bocally

authorlzed mummﬂmh the GOC reghon, s past
of the sverall safety assessrment performed by KPYC
Thia swexsmannt may include, but bs met limited co.
L F
* Adverse drug events arising from cinicsl sudies subject fo
expadited reporting
# Perlodic Safury Update Reports (PSURs) and Prriodic
Ienefit-Risk Evaliation R eports (PERERs)
I addition. the MAH's ahility to identify, evaluate, m.mpm
all ¥ lm from o
P saary products

horized i it may be subject to ph gl
udit ot inspection. s sppropriate
Pharmacovigilance aodics and inspections auy be cosducted at
a single site or at maltigile sites, depending an the mature, scepe,
and ahjectives of the activity. Sites may be determined based on

confirmed that there bave been no significamt changes in the wctiviry b d it of as an inspection,
sywtem that will have -u-mwm wummvhm Mmu-.upnwmmrwumn imitiated.
The data = i dncted on » may he
mvl"be PV inspection (general sampling or with respect to w,.,,dm,,wmw."& comemrm,

i Pr ot urea ) shall be prive activitien, udits o inspections may verify tha

ln\telmpﬂ:ﬂml and should sddress the scope and objectives of
the imspection Additional dats mﬂ docurmentation fior review
ay also be idemtified dur pe il
of data and documentation o undergo l-vi-w shall be

the Detalled Description of Pharmscovigilance (DDP}
submitted to KPVC accurately reflects the pharmscavigilance
system in place. Targried activitios may faces an secific
systmmE, processes, of product, a-r-dmr'- regulstary meed

i review by the

ax part of th i i e

sy depend on the following faetons

* The arganization of the MAH sid the dissibusion of the PV

and safery evaluathon tasks,

« The number of producis registered and marketed,

« The types of products and therapeatic areas,

« The specific questions raised by the Pharmacoviglasee T

which need to be addressed during the inspection.

«The clinical seudies snd post-suthorieation adsty sudies

conducted by the MAH, The differenst possible origing of the

reports  f(ie, local other GOC mn-ﬁ(:l:_ licensed
reports. clini

whuse of mon-complisnce  identified dllrlng previnue

Inspections.

The sample should give s good represensation of the conduct af

PV st the maketing suthorization site or the lecal

agentdisteibutor's site. The dat and documentation tequest

should be perfosssed lm a timely manner in arder to sllow

imspectess to provide il the requested docunsents for review by

the laspectlan team prioe ta the inspection

Any party carrying [ i whale or
i prart nnhum‘. orin conjunction with, the MAH nuy slio
e suibject o pharmacovigiance sudit o mpection, in eeder o
conflem thelr capability to support the MAH's compliance with
phermacavigilnace abligations
Respomsibilities
Kuwsit PV Inspecton are required to flill the following
eredentials
1 Shoud hobd » Bhasmacy degree
2 Shoulkd have a1 loast & months of experience in PV practices
3 Should receive the required PV inspection training by the PV
Team in KPVC

P ? i
The otjectives of » phermacovigilenee sadit or ispecrion may
vary depending un the regulatory context under which the
activify i initisted
+ Plumsacovigilnee sudion sre conducted Lo assess system
qualiry, ificimncy, snd ovaral
- Pharmacovigibines inspectioms ure conduceed o verify
complisnce with phanmacovigilance lwgilation and regulstary

The declsion to conduct a pharmacovigilance sadit o inspection

Tegulaary Clarification
Whers the term tnspecrion is used i 1

I lthim ehis it relers

condiscted pnder regulatory suthority and does not spply to

is determined by KEVC based on regulatary peioriries, risk
considerstions, ar specilic triggen

Preparstion for Pharmacovigilance Audit and inspectian

The scope of the Inipection will depend on the nure of the
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relevant comprtent astharities

» Veriflcation that the QFPY has sufficient suthority wirhin the
eompiny to make smendments o the PV oetem i osder
ansure compBsnce

* Ducarmentation for delugation of taks

* Verification of the back-up process when the QFPV is sheent
Resoarces and training of Personmel

« Interview af prrwonnel involved i amy PV sctivity, including
technicnl representatives. regulatory affsirs logal, climics) trial
and product quality personsel il appropeiate

E ion afjob dercriptions, i s braiming
f individusls invalved kn any stage of tha PV and wfety

imchsde review of dueatsented SOPs s instructions covering
ol aspects of PV drug safecy, in order to smes ystem quality
sndl regulatory complinnce, a applicabile

These SOPs and fatructions sthould include, but are ot Bisited
ta, the follewing activicies

s Codlsetion and managemont of FV dama (from healthears

. medical quality
complaial departsivats, regulatery alfsin departsients, legal
I st b -

marketing organizations, ete ), amid when applicable, of serivus
silverse svents [SAEs| in clinical ur post-suthorization safety
stadios.

evalustion proces, which may be ssessed during * Causality assessment

i it dits and verified during N of and wheiher AE reports are
. ' dures for tralning of sepeditably

pervonnel « Coding

+ ABocarien of deputles o key perscanel » Avoidance of duplicate reporting

Facilities and computer sstems « Ementing reporting complunce

« Computer systems in use  (administration, wse  and
hardware software specifications and vafidation)
+ Migration of data and legacy system, where relevant
» Systesn for the aschiving sl retsioval of docasent
* Archiving and filing facilities
= Cantrallad access = the srchives
Coallscting and verifying mformation

i examine A with the
rebevant Kuvwniti begisdation and guidelines The scope of
Enguectioms includes, bt is ns limited o, the following sheenents
a5 appropHars 1o the system being reviewed
A Advarse reacsion repores
= Callection and collation of repors from all soarces and sives,
nchiding but not limited W ceses eeported via medicsl
imformation enquiries. international Btorature, social media and
the lntemct, market research programs, patient spport
Programs, patient registries, post -registration stadies etc
A (walidation, 3 and

+ Emsuring an advquate and complets Follow-up

» Handling of reports to and from other organizations je.g
lenuimg parimers)

. e i  produss or placeba

» Emuring completoness of (he nformstion consined i

dutabaies;

+ Review, validation sad follow-up of uspected AEs

eDhts  Mamagement (accorste  stosge and  reteieval of

Information, teacking af riports and ensurlig thulines,

compliance with local requirements of confidensiatiny)

+ Bxpedited reporting to the national compeient anthoriry far

natioeal and GOC comtralized procedire)

» Monitoring of worldwide scientific literatore

« Collativn und yubmission of Perlodic Safety Update Repore
of requests for

enmulity) coding amd procesing
* Fallow-up and oatcame reconding

= Reporting within the specified timsframes to KIFVC where
rocquired

 Revard kowplig and archiving

B Perindic eafety update reports (PSURy)

. " i daks briciod

- ol decivion
included

= Addresing wafery topics, providing relevant snalyses and
actians

+ Farmatting according to requirements

* Timeliness of submisstons.

€. Ongoing safety evalustion

*Use of relevant infrmation sources for signsl datection
(Encluding relevant ghobal data;

dats that are not

. of 4 type Il variations

+ Updating af core safety information, if maiable

« Signal detection trend analysis activities

. of ications with fhe naticnal

suthority

 Production uf Risk Massgerment Plas, when applicabie

+ Dirganizatianal charts to identify the key peronmel

+ Comtrol of S0Ps and other procedural docamentation,

imclading writing, review, appraval apdating, divribution and
? b uality

spstei subject o audit and spectisn

» Review of Quality Control processes and docurnentation

« Raview of corrective and preventive sction [CAPA) processs

nd Encluting acti e 1

sudlits snd Inspectisy fAndings

o Intarnal suditing of the PV system, including verifiration of
hether b o and bow sadin findis

docamented, communicated, snd addressed w pas of the

up acti quality
the implementation of recormmendations following data review, (i) Qualified Pereon (QPPY)
F 1 i 4 T i : B
= Motification o the Pharmascovigilance toam, in the KPVC, andl training
b safery withuln the . I ol PPV uad cumtact detudls in the PV apsiem
specified Emeframes * Veril the QPPV 0 direcy, timely
. and of the Risk ta all rell PV /ds i i

Phan (1RMP) and othes safory commsitments

* Verification that the seme QPFV hay besn notified to sl
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described in the PV Inmection Plan should e re—eonfirmed and
Imspection lagistics should be discussed, The ead luspectos
shoild re—conlinm thet the resources, docunsents and facilities
required by she inspectors) are svallable Confirm the tine asd
date fior the closing meeting and sy isterim wmeeings

« Appropriate site personnel should provide

#1fa Lurge nurber of patients are expesod 1o the medicine

* Productis)
# Products with known or emerging impartant safoey coneems
* The type of medicine —comiglementary, aver the couster ar
prescription medicines

5 i

Information about the MAH snd'or sapporting contractos)

+ Evidence of filure to comply with other bacal reglasary

Ths would: sl d
links with other commercial organizations relevant o PVdrsg
safety, the systems wsed foe the collsction, collstion, and

ice (GMIY RMP
activities or the submibssion of PRIER
v that il ply with logista
. uch as;

significamt changes since the previous inspection (where

o Bvidence of failure to submit adverse drug reaction reports

f plas

fue the fature

Cal ding

Thee Imspeetion scuvities should be detniled in the PV Inspection

Plan. Neversheless, during the inspeetion, the inspectoris) may

anend the plan 10 enaisre that the imspection ohjectives are

achigved

Sufficient information to fulfill the inspection ohjecive:s; should

be collected through examination of relevant docoments and

comueter systums s well ws through the coniduct of interriews.

IF access to records or copring of decuments i refused for any

reasan of there i any withholding of documents or denial of

accoss i aress to which the inspector has o legal right of sceess,

these refusale should be documented and mcluded in the

imspection sbservations.

Thee followlng ltems should be reviewed a5 part of the PV

Inspection

Lopal and administrativi aspacts

+ Documentation of the responsible parties for PV drug safery

activities

+ Identifiying the QPEY at the MAH's site and the LSR appainted

tocally

+ Avulability of information on all suspected AEs at loast at

single point within the cammunity

+ Contractusl docusentation with respect to any PV/drug safety

responsibilities heing autsaurced by the MAH

« Documentation ragarding the dulegation of respoasibilities for

TV dbrug anlinty with respect o co-masketing agecenens

e for AE roparting to KEVC relation

t0 Centrally Registered Products

 Sprecial tequitements fo reporting of As 10 KPVC or for
ing rafety ie, p iratis and

follow-up messares for cemtrally  registered  peoducts;

compliance with Mgk Mansgement Plas (HMPs), where

applicahls

« Preparation and submission of Periodic Safety Update Reports

- PSURs- (including discussion relating to off-labsl we SFCs

fincluding revishoms)

or
o Erransous sdverse drug resction reports, or informiation fram.
peior inspections in Kowait or oversess

* Volume of supply of prodiscts o the Kuwaiti marker

* Changes to, or saspected lack of, resources for PV activides

+ Any banies sch ns mengers isiti
Pharssicovigilance srsiem-rolated factors such as.

* Whether PV activities have bewn shoonsracted, or multiple
firms bave been emploved to undertake PV activities

« Change of QY or LER

» Changes to the PV anfecy databaseiy) These could inclade
changes to the danbase or susocksted datshasss; the datahass's
validation status and the tranufes aF arigeation of dats

+ Changes to the contractual arrangersionts with BY servics
previdats or ta the sitai whers PV b conducted
Tnspection-rilated Gueties sich o

+ The lnspectee’s conspliance hisory, including peevious PV ar
other inspection findings.

+ Any previoas PV inspections that the inspectes was subjected
1o

+ Whether previous i inspecti
+ How long it has bees since the last PV inspection

Sites to be inspected

The type and nsnber of sites to be inspected are specified to
emmure that the imspection procem mests the abjective
Inspections may be carried out o local, regional or international
sités wi mecessary Inspectors will Fiaise with the rolevant
regulatars in preparation af any inapection, ws appropriste

Amy party izati Ead
wetivities i conjunction with, or an behalf of. the inspectes may
e inspected 1o confinm they are capable of supporting the
imspectes’s complisnce with local PV obligstions Such
inspactions will gemerally be arranped throagh the inspectee 1
part of an averall PV inypection

Candart of s Phansseovigilance laspection

Dipening Meeting

Hefiore the seurs of the invpectin, s peaing meeting nust take
place between the inpectars) and tie nspectesss) for the

. i relation to PV /dnag
af producss indergning clinical stidies

« Callsction ud reportiug of $AEs in clinical stadisy

« Gl . A

+Providon to the competent mwthoritios with any other

" o : A bentfies of

 mudicinal product. pasticulurly isforation conceming pust-
autherization safery studies

Orpganisatinaal structun:

(31 Queality wystems and for BV activities

The pharmacavigilance sudic and inspection process shall

purpase ion and to diveuss the for the
inspection

In particilsr. the following peints dhoukd be covered where
relevane

+* The bend imspectar should describe the parposs and the wope
of th inpeciien.

 The lead imspector should outling the inspection refirences
(o g, regulations and goidelines that provide the basls for the
inspection). amd ustsarize the methods and procedures (o be
wand 15 exaduet the inspection

« The activities and pervonnel tn be interviewed that are
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J seudier:

= AEs observed in clinical trial or spidemiological studie e
which the magmitude of the difference, compared with the
comparator group (placebo or active substance. or snexpesed
group), on o parsmecer of interest ralses 8 suspicion of an
anociation but i sot large weough o suggest s causal
relatiaiship

« A signal arlséug from & spontaneous adverse reaction reporting
spstem

« An svent known to be sssocisted with niber active sbstances
within the same class or which could be expected i oocur hased
an the properies of the medicined product

Missing imformation

Gaps in knowledge aboat 8 medicinel product. selated 1o safeey

H appropriate, @ closing meetig ey be hild af each location
impeeted

Preparstion of nspection report

The Lead Inspector, in agreement with the inspecrion team, shall
prepare an inspection report

MODULE NINE
RISK SYSTEMS ( RISK T
PLANS (RMP)
RISK SYSTEMS | RISK T
FLANS [IMEP)

The Risk munagement systern i s set of PV activities amil
isterventions designed to ldentlfy, characterize. prevem or
mimimize ritks related tn medicinal products incuding the
smewment of the effectiveness of those activithes and

P  which
\§. PIYgNAnt womem or patients with sevece tenal

Innpainsient) os whers there s & high Bkelthood of off-label isse

Tmportant identified risk and important potential risk

An iddenified rick ar potential risk that coald have an impact on

The Risk lam (RMP) is 0 desailed ription of th
rlsk mansgensent system, which are applied to medicinal
prowducts at any paint in their lifecycle

RMP guidelines are based an The Arabh Guidelines for Good

the risk-benefit balance of the product or have & ans for

pubilic health

» What constitates an important sk will depead upos swveral

Ehctors, inchuding

1 The lmpace on the individusl

2 The seriaumness of the i

3. The impact on public health.

« Mormally, any risk that Is likely to be iselided ln the
or wamings and section of the

prodact informatian chould be considersd important.

Target population [treatment):

The patients

v Practice which are adapted from the

Risk muanagesent systeen bas theee stages, which ere butes-
relnzed wnd relerative

« Characterization of the safity profile of the medicinal product.
tnclhading whar b kiigwn s it Keows

» Planning of PV activities to characterize risks and identify new
risks and Increase the knowledge in genersl about the safety
proflle of the medicing product

*Planning snd implementation of risk minimization and

» RMPs can he appliod o Mudical Devices (MI), bisteehnalogy

with the indicationis) and i in the peoducts. and health products (FIPs, as applicable Terminolagy
athorized product isformation Risk Minkmbsation Activicy
Pharmacsutical Prodact Recsll An i o i e pr i i
Medicine recalls critically defective medi the of an adverse reaction assoclated with the
ad snsedicists that pose bealth risks to patients exposare duce th
Recalls occur either vohantarily by manufactarers or mandated Safety Concern:
by the Ministerial Regulatioms which apply the necessary recall An fmp risk, lnportant p sk o misshng
actinns accarding to the ssrionsness and severity of the safry imformation.
fame and the sppropriate risk messures suggeated by the KPVC Identified Risk

Husrough 1 An i i in adequate

i
Classification of Hecalls:
» Cluss | Rocally; rufir to medicinal products that lead 1o the

wn assoctalion with the medicing] prodact of interest. Framples
Imchade

» An adverse reaction adequately demonstrated in non-clinical
radi clinical d

fFects and indicate that sxp
consumptian of the product will lead to seriows adverse healih
wlficcts or duath

« Class 11 Recalls. rofor to medicinal products that indwce
temparary nnd or medically

reversible hushth effects

« Gl 11 Rocalls. Occar when aidverse offects are no< likely to
accur when comsuming the sediclual product or being exposed

wit

i for both MAHs and.
KPve

medicinal pradaces’ RMP.

- dv i b d ks weedl- d elisis or
epidemiological stadinn for which the magnitude of the
difference compared with the comparatar grosp, on a parsnseter
of interest suggests o camsal relatfonship:

»An adverne reaction i vegzested by @ momber of well-
documented spontancous reparts where causality b strongly
supposted by temporsl rebationship and biolagicsl plasibility

wch .
In & clinical trial, the comparator may be a placebo. active

subritance oF pon-ex e

« Applicants MAHs and KPVC are divectly involved in the Potentisl sisk

An unsoward occurrence for which there s some basis for
Marksting Applicant’s rpiciom of producy of interest
+ Enusring that it comstantly munitors the rivks of its medicinal bat where this asocistion has nat been confirmed Examples
products In compliance with eelevant legisdation and reporss the inchade

renln of this. as required, o KPVC;

» Towiculogical findings seen in non-cliical safety stadies which
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sorbous spontanesaly reparted AFis) been discussed ar inchided
in the Tine itings of the PSURPRBRER covering the relovant
tise periad?

* Have qualifylag swrives reports from climical ve ost-
suthorization safety dadies bosn reported in s expedited
mnner and inclisded in PSURs?

* Have specific requests from the MCAs been appropriately
abdrenned?

» Tisuoly identification ani provisien of campless and sccarate
data, kn purtieslsr in respanse 10 specific requests for data from
the Pharmacasigilance tsm at the KPVC

* Implesentation of new updated reference safery formarion,

+ Examninstion of processes, decision-making, communbations
wnd actiens sebating tn & specific trigger and or prodisct
D Pharmacovigilancs sytem

Vi sdvsitifiod tn e it kot At
* Have literature searches been comducted asd reviewsd
ppropriately?

* Can apaci e reerieved froms the datals

= The of PV activities within the inspectee’s yualiry
mmnagement system and proof’ of adhorence o i, incding
quality control and gquablity assurance processes

+ Have new safiecy fsues arising from poss-sisthorization sty
studies, conducted warklwide been reporied pramptly to
competent antharities if appropriset

+ Adequacy of gaality control pracess and fallow-ap messures
taken (corrective setion process)

*Has the correct farmat been used when reporting to the
comprtent andbaritiest

G Hecording inspection ohwrmations

" Ly date and poticks and in
place regarding rodes asd resporibilisies i relation to the
inapectes’s Y system, with appropriate documsent costrol

+ Aecuracy. conpleteness, and ouistenance of rcards s

sustaimability, which may be assessed through sudic and
inapection activities.

All imspection  obsrvations  showld  be L
spprapriste, copies should be nude of recordy containing

At the end of the Inipertion, the inspsciors) shauld review all
‘wherrvations to determine which are (o be reported as not belag
compliant with Kuwaitl legldations asd or guidelines sndor a
PV system deficiencies. The inspector(s) should then eosmre that
these docamented oharreations sre organized in 3 chear, concise
wsanner and are wpported by abjective evidence Al reported
observatioms (findings) should be identified with reference to
specific requiresienty of the tegeitions ot blher tlated
documents againe which the inspection has been conducred The
narris asl titles of persoms inteeviewed oe present dusing the
thee derails of izari
shroudd be docamented
If required by local regulations, the inspection ohasrvations may
be collected in & minute (or smier) to be writes by the
at the end of the i EuGVP annex 4 far
the PV inspection template snd repoet weiting
Closing Mesting with the inapectoss)
At the s of the Snspection, the ispectors) sbould conduct 8
closing meeting with the ingectesss; The QPFV. his depury,

bk | ¥ @l traiming. ificuti il experis
of te PV satl
. d th all fes which caflect

the imspectee’s PV responaibilicles and sctivities to which they ase
adhered

e Deflnid roles and sespiosdbilitles for the PV peeiomiial
including the QPPV, including access to the quality system,
performance metrics. audit and lnspection reports. avellability
smd eheir abiliry 1o exke wction to improve complisnce.

= The QPFPV's involvernent and swareness of product-specific
issues.

E Brovioem phasmacoviglencs imgeection fnding

* Review of the sranas of the system andor CAPA planis;
resltiang Eranis previows PY nspectlona)

* Reaview of amy wigmificant chamges 1o the PV syt since the
last PY Inspection jsuch s a change in the PV database, company
waergens e scquisitions, slgnificast changes b contracted
setlvitien oe change of the QPTV)

* Revlew of process andior product-specific ismes from the
assessment of informstion pravided ar not coversd im » prior
Inspectine

F Data documentation review

The following are examples of testing that may be perforied

L5R or otler PV activities should

the meeting. The purpose of the cloving mesting i

+ To summmarize lnspection findings and chservatians to emsurs
that the results of the mspertion arv deasdy ssdesood and tiat

Horvenver, i b tist asd ch gies used wil
depend an the shiectives of the inspection:
C AEs produst

complaints. product  information  ssquities.  technbeal
Gom studdien, ste | have been

there s ne by either the i or the

inpesteniy)

« To pravide the Inspected party with an oppartsity 1o carrect
i madu by the or to supply

any
sidditional information in response ta the fnding. Howeser, all
effisrts should be made during the inspection in order to
minimize the misconceptioas and discuss them during the
clasing meeting,

* To clarify the procedurss for the distribution of the inspection
rupors, for the prodaction of sesponses t the inspectian repost
o Fie inspoction fillvw-up (a1 appropriate)

» To request copies af sy docunsenss that may be required by
the impector. eg . to aaist with the preparation for other
ctivities sssociated with the lnspection

+ An inspection mary consist of vislts 1o mire than ome locetion

P
processed approprisiely This may inclade o review of

compliance reports

* Detesmlnation of serioumess

* Cowsality smessrmient

. ol coding with i
aml imternal peocedures

* Quality of the i Incladed in case

o Adequacy of follow-up menssres takes

+ Adequacy of follow-up infarssation collection and reporting

+ Ay specific quessions raised in the inspection equest

» Submisdon of expedited snd PSURSPBRER: o the
amthoities, Have sl relevant reports heen submmitted withis the
correct fimefranses?

» Harve all relovant easos (all serious AEs and all applicsble non-



$2026/1/11 — 2 1447 o, 22 &%)

57

Gyt L 2 1TT3 el ppdt g

consecutive and without wdded text The numbering i
independent of whether the RMP was endorsed by the KPVE ar
Bot The tew version af the RMP should be dated
Formats for -RMPy:

mmedicinal prodisets fvcluded in the RMP.

= Each smbmision of the RMP shall have o distinct verion
namber and shall be dated.

= When technically fussible, cloas and track change versbon
should he submitted along with & cover letter detaifing the
changes since the lust subimitted version

® There are na scheduled "routine update to the RMP

e S i RAMPy
1 Trtwprated RMP- with o modules in one docasaens (g . for
L J baving BU RMP. dmi wee )

2 Abridged bile fior wse for generic

3 Nutional Displey of RMP Esrmat. witable for amy MAHMAL
having EU BMP i plice (whether banovatoss, generles or
lnpostees), submitted altogether with st wpdated version of
A RME

Regquirumsents in specific situations:

« Normally all parcs af a RMP should be sbemitted bt in coreain
clrcumstances certaln parts or modules may he omitted unless
atherwise requested by KPVC

« Amy safieey cancarns idontified in s reference medicizd produc

o moduls generic

inRME o langer
relevant.

* The naming and nambering of the RMEP parts, nsodules and
sectians are standardized thus showld NOT be changed ar
remumbered dise 1o the omission of wn-required seetons

Mew application of generbe medicnsl product jabridged RMP:

« RMP modules S1 1o SVILmay be amitted

« RMP madulbe SV shauld be based on the sfety cancerns of
the reference medicinal product usless the generic product
differs significantly in properties which could refate ta safety, or
anless reqarsted otherwise by KPVG

+ Provided the reference medicinal product does nat have sy

¥
af the MA, RMP parts IIl (PY Plan; and IV (Plan for pos-
fhicacy studies) may be arnicted

= Part VI should be based an an sppropristely modified version
’ dirsial

+ For updates to the RMP, RMP module §V | pest- suthorizstion

experience; should be inchaded

Natisnal Display of the RMP — fior MAH Applicants having EU

TMP im place.

« The purpose of the “National Display of the RME* 1

o To highlight te what extens the risk management activities

proposed to be implemented mationally sdhere to the globally

mplermented plan sl

o T provide justification for sny dilference (apart from what is

implomented In EU) whenever exie including the ueeded

matinal tailaring i any

o In addition, it should include an assessment whether there are

iy sdditiosal national’ reglon-specilic riks oF not, descriliing

the posibly added activities to E i i

sln cases, when justified by risk, KPVC may sill

apecify & date foe submsiion of the next RMP as o condition of

the MA. this condition & communicated with the Medicines snd

Meilical Product and Reg; X

which the respomsible for generacing MA Approvals

= Itls thee respoumdliility of the MAH o tmondtor the safety profile

wof the praduct|s] sl o updste and sbsit the RMP if thers i &

significant change to the Tisk-benefit balance of ane or mere

medicinal products mchided in the M

= A significant changs would in particular, wnslly inchds

extemsion of isdications, clisically Buportast change to the

produdt Information. reaching an hnporiant PV milestane and

I i mew strengths and

A apedated VP shoalid be swbmistad

© At the request of KPVE

 Whenever the ritk-tanagenent sysiee s modifled, especially

aa the resule of new information being recefved that may bead to
i g 1o the risk balance or s a

important PV or risk —myinimization milsstans being reached

» Whes preparing s PDRER. there is  nesd for consequential

changes 1o the RMP a5 3 result of new safiety concerns, ar other

dara, then an updated RMP should be suhmiteed at the ame

time.

= Tai this cue n stanidalatie RVP vuristion is necenary, Shoald

only the timing for submission of both docwments coincide. bat

the changes are not related to each other, the RMF submission

shauls! be handled a1 u standslone varistion

» When the RMP is updated, the risk minimizarion plas should

imclude an evaluation of the impact of routine and 'or additional

sk minimizacion sceivitles as applicable.

» Far MAHIMA subsmistebng EL RMP and f5s Mational Diapley i

when the referemced EU RMP is sshject to spdate the National

Displiay of RMP should be updated s secordance

Wpdates to the RMP sabmiteed during a procedure.

= & medicinal product can anly kave one —carrent version of

BMP

» 1 several updates to the RMP are submitted during the course

of the versian AP aball

T the last one submitted before the Opinion (eg changed

indications, changes In SmPC wording which sffect risk

nbnisniization)

o I provides good evidemce that the LSR has clear
andsruanding and commisment sbowt the sctivities that will be
impleiented on the national level and how they will be
implemented

+ Because of &ifferences in indication and hralthcare systems,
target populations may be different across the world and risk
inisieation sctivities will meed 1o be tailored 10 the yyeem in
place in Kuwait or glohal region

* I adddition, differences in disesse prevalence and severity, for
example, may mean that the benefits of a medicinal product may
also vary between ceglon

« Therefore,  product sy meed diffrent sctivities o

- the final version of

the RMP should be provided is the CTIDNeCTD file

* Thu AMP should reflect the aatcome of the procedare - i s

eemoval of all references and duta which were mibject 0

megative oplsion, the exceptios 1o this requirement i that
dledtin clindeal trials relutsd 0 & megative opinkon

may be included in suleshly annarsted exposure data in RMB

madale ST11

» Unbess requested atherwise, for RMPs updsted during jafter the

wtast) of & procedure, track changes should show changes since

the start of the procedurs whilst the cover letter shoald show

changes vincs the last version was whisted

® Far vetsioning of the RMP the nomhering shosld be
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« Musdile SVIT Tidentified and potential rids

- Mindule SVIIT Sumsnary of the sfeey concerns

+ Part 111 Pharmacovigilance plas

* Part IV Plans for pest-autharization efficacy stadies.

+ Part V. Risk miinimization miessures (including svabustion of
the efectiveness of tisk minimization measares)

+ Part VI Samamary of the risk manageement plan

» Part VIL Ansiexes

Legal basis fior the hplecentation of rivk management within
Kuwat

+ Taking ol appropriste action to minsimize the ks of che
icinal d srsasirnize the b cniuring

the accarscy of all imformation produced by the comspany in

relatine: to ity medicinal products, and sctively updating and

prompily when new i becames

availabile

Respansibilities of KPVE

* Comstantly manitoring the benefits and risks of nsedicinal

products inclading asmesing (he reports  submitted by

e, hesltheare patients
ind, ppropriate, ther saurces of
gy palatary acsians ta minimize the rivks of

* The RMP is a dymamic. d it e
updated througlhout the life—cycle f the products [during botk
the pre- and post-outhorization phases)

» Producing a RMP requires the input of di d

the medicinal produce smil maximize the benefis incuding
ensmring the sccarscy sod completesens of all informstion

departments within and/or outside an arganization such as
anbcolaglsts, ellnical pharmaciua. ehnical ravenrch physicisns
pharmace—spldembologinn snd PV axperts.

#Since a ek mmanagement plan b primarily & PV docwment,
ideally persomnel should msnage the production of it with
sppropeiste PV raining in sither the PV or regulstory
departments, depending upon company structure

» Reyardloss of wha prepares the RMP, the rexponsibifity for the
comtent and sccuracy of the RMP remains with the MAAMAH
who should ensure oversight by sormeons with the 3

pe y the campany in relati.
+ Effectively commanicating with sinkeholders when new
information becoies available (Providing iforimstion in =
appropriste formiat o patients, healthears physicians. patient
groups, bearned societies etc |

+ When secessary. emmuring that the MAH of geseric andior
siiilar bislogical medicinal products make similar changes to
their risk muinknizasion neeasares when changes are made w0
thowe of the reference medicinal producr;

scientific background within the company

& Faue s imdivichsal MAH and MAA, o products containing the

wame active whstance shoald be included in ane RMP anless

separats prevsntstions are requestsd By the KPYC ar agresd by

the same at the request of the MAHMAA

» Wheee 8 RMP concurms mare than ome medicinal produc, &

separase RMP part VI (Plans for posi-suthorization efficacy
e provided for eack il prodict

« Informarion should be provided in smough decail to ensble an

assageor oo understand the ismes being presemted.

Sitwations when a RMP should be sabmitted.

- Far new msdicinad

with an ing RMP

+ Providing i o ather regalstory muthorities, this
includes motification of any afety sctivities in relation to 8
product, including changes to the product informastion of
ariginator andlor reference medicinel products.

Ohjectives of a risk managemens plan and RMP

The RMP must contain the follewing elements which:

# Bdentify or charucterize the safety profile of the medicinal
productis concemed

» Indicate how oo characterize farther the safiry prodile of the
medicinal productiv concermed.

+ Document messires 1o provent ar miinimize the rids

the Iy

st hase or at the request of KPVC, & RMP shall be suhmirted,
tagethor with & suminary thereal

Sitations. in addition, where a RMP ar RMP apdste will
narmally be expected include.

1. An application involving # significant changs o an existing
mnrketing suthorizatien

+ Now dosags form

* New raute af sdministratian

* New process of bi cally derived
product

* Pediatric Indication

= Cther significane change in e indication

2, At the request of KPYC when there s a concern about a rlsk
slfecting the risk-bemelit balance;

3 With & subeission of hsal study results impacting the RMP;

+ Document post-authorization obligations that have boes
inpused as & condition of the marketing astherization.

o i e et thait ta AUl ehese obligaili
RMP shoald sbo

+ Descetbe what bs known and sat knawn shaut the sfety profile
of the concermed medicinal praductive

popalations will be seen when the msedicing i used in the wider
urget populstions seen in sveryday medical prectice and
document the meed for stadies on efficacy in the pos-
amtharization phase aben known as eifectiveness studied;
alnchade o descripthon of how the effectivenss of ritk
‘minimization measares will be ssesed

Stewcture of the Ritk Management Pan

The RMP camsiste of seven part jues KoGVE Annex 5)

4 Witha PERER diclmal i * Part [ Prods
i e of data the PRRER + Part 11 Safery Specificution
5. At the time of the renewal of the MA if the product has an Module SI Epidesiology of the indicationis) amd targes
exlsting RMP popalationi)
» Tan M b previously been subrsitted by the MAAMAH for - Module S Non—clinies] past of the safety specification

the active sbstancs, any following submissioni shall be in che
fisprrs of ast pdute unbess pequested

» An apdated RMP should always be sabmiteed i there bs o
significant change to the benefit-risk balance of ame or meore

= Module $11 Clinkcal trial expouare

- Module SIV Pupulations wot studied in dinical rrialy

- Moduls 5V Pest-suthorization sxperience

- Mudisle 5¥1 Additional requirements fue safety specification in
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« Impartane patential risk polbyimarphisn
» Missing information = Putients af dillerens ractal and'or sthnde orlgin

Part 111 Phanmucovigilance plas
Strncnare plan for

« The ientification of mew safery concems

 Further i af

= The investigation of whether 8 potential safety concern i real
o not

i
« Routite phurmacovigilance activities,

(Pharmacokinetics stabies, drug utiBization dodie, sudies o
measure the effectiveness of risk minimization measures. non-

snudies, plea dies)
Acfion  plams  for safety concerms  with  addifionsl
pharmacovigilance requirements

Surmmary table of sdditianal pharmacavigilance activitie
Tart 1V Plans for pust-sathorization efficacy seudies
(The KPVE may require post-ausharization efficacy stuies for

L wper

® Action taken by Medicines and Medical Produoct Registration
anil Regulntary andior MAH far safsty reasons [a restriction o
the approved lndication, o new coatra-indication. » new or

d warning of amy act d ot revaks 4 MA|
(List should be camulative, and specify the country, action taken
and the date as appropriane;

1. Non-stady post-snthorization expovers (patients sxposed
post-marketing stratified by sge, sex indication, dose and
reginn)

2 Post-autharization oy in populstions not studied in cinical
triah

3 Post-autharization olf-lsbed aie.

4 Epbieendologleal studies which are, or have been, conducted 1o
slavidate snfety or efficacy imses, study drug wilization or

Moduls  SVI Additienal requirenients for the  safety

prods here there firacy which can anky
be rewalved after the produce har been mackeied, or when

« Potential for harm from overdose (whecher imtentional or

bt the diease of the clin
Envestigate elficacy indicare that previoss eflicacy evaluations

= Patential for inis infectious

msay need slgnlficant revislon  Patential fior mizuw for dlegal purposes
1 Sumenary of sxisting elficucy duts a Patential for medication errore (wromgz patient, wremg
L Tables of po ion efficary shsdiey ption of e d

study, miestones, due date)
Mote The requirernent fise efficacy studies past authorization
refers solely 1o the current indications) and net to smudie
investigating addirional indirations
Part V Risk minimization e

I Routine risk minirmization

= Sammary of produet characterizations end pacloape loalber.

« Pack size and Inbeling.

» Legal st of the product (restsicted and specisl seedical
proscription).

2 Additional risk nuinbmlzation sciivities jonky agreed by the
PV

3 Direct healthears profesional commumications

« Educations! materishs {patient alert cards and souitaring
cands)

+ Contralled distribution systems.

4 Evahustion of the afact

5 Summary of risk minimisation mesusres (exhle)

Pare V1 Sunsmary of sctivities bn the RMP by modicinsd
product. (Tables)

1~ Summary of safety concerns. — knportant idenified risks. ~
Inpactant putentisl risks, - Misskog lnformatlen

2 Summary of rick minimization menssres by misty concerm
3 i (ol

4= Summary of changes o the sk mansgemment plan over time
Pars V11 Amnewes to the risk mansgement

G o KuGVP Annex 6

Amien 3 Risk Managenient Plan (RMP) check B

RMP check list

[ —— T
T o ey &

» Patential fir off-lshel use
o i Fallow ap af aslity or elficacy boies in
P - label wie)
Maodule SVII. “Identified and potential risks*
« Newly idenrified safery concems qtables; (Impartant identified
22 5 2

af the RMP

o The source of the safety concern should be stated (clinical
p po perience, identified and

potential interacsions inchading food-drug and drag-drag

i i ical claws il d whether pew

stisdies o risk minimization ctivitie are proposed.

Module SVIE Idestified and potestial riski sdvanced therspy

wedicinal producs’ (ATMP version)

« Newly idenrified safety concerns (tables| (lmportant identificd

and ified simee the bt subanisi

af the RMP

& The source of the safety concers should be stated (clinical
post i Identified and

potential interactions inchading food-drug and drag-drag

i i cal class effacts) and whether mew

wtndies or risk minimization activities are proposed

« The additional risks specific to ATMPs which should be
emnsidered for divcamion inclade

o Risks to Bving danars

& Ridks to patisats eebated Lo the stormge snd distribution of the
product

& Risk " diiind 4 a

o Risks related 10 intersction of the produce snd the patient
(immmanogrsicicy ¢.g anaphylads. graf rejection)
o Dilika relited . . the patbent

o Reieks related to re-administration.
o Specific paremt-child risks.

applicant

| “Summary of the safety concerny” tables
= Important identified risk.
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Some i 10 all med wnd

I activities in the RMP for each region although

bopics, o are
nat mestiond (wee Annes)
Part T Products) overview
1 Active substance information:
~ Active wbsmnees)
- Pharmaco-therapentic groupiy (ATC code)
~ Name af MAH ar MAA.
< Dute and coumtry of fiet wuthorization worldwide (I
applicakle)
- Date and country of flrst lausch worldwide (il applicable;
~Numer of medicinal product|s) to which this RMP refiers.
2. Administrative information oo the BMP:
~Data lock point of the carrent RME
~Date suhmicted and the version number,
~List of all parts and madales of the RMP
3. Brief description of the product iduding.
~ Chermical clan
Sumnmary of naode of scthon
~ Impaortant informasion shout its compesitian (eg origin of
netive suhstnce of bistogical, relevant adjavants of resdues for
waccines)
4. Indications: (swrrent and proposed;
5. Dosage. (current and propossd)
&, Pharmaceaticsl forms and srongths: jcurrent snd proposed)
Part 11 Safety Specification
Module 81 -Epidessiology of the indicatioss snd rarges
pepalation’
« The epidemiology of the indicationrs) includes dncidence,
peevalence. mustality and relevant co-emorhididy. concomitsnt
age, sex. arlgin.
Musdule 511 N i all ¥
« Tonicity for active substance and in impurities (¢.§ Topest-
dow  osicity,  repeoductive/developmental  toxicity,
« Genesal phasmsacobogy (e g canbovasculas incading QT
inerval prolongation, aervous system)
= Dreg interactions.
« Other toxiciry-reluted infarmation or dat
Module ST *Climicad trial exposare” (talsdes. graphsy
« Type of trial and namher of patients
= Age and gender
« Indicarion and dose.
» Hacial orighs,
» Duration of exposure.
«The expossre of special popubitioss (pregaant wamen,

I e which all

* Furtheemare, individeal countries may have differsst health
syeterms and medical practice sisy Silfer betwess them 1o the
wonditiom and restrictions in the MA may be fmplensented n
differvet ways depending upom nathonal custoss

*MAH/ MAAs are required to ssbealt RMP to KPVE in the
situations described above Taking into considerstion that the
cure elements of the product’s RME are commun asd an this
paiduline was based om the Eisropesn Good Phamucovigilance
Practics, s for smplificarion; MAH MA As having EU RMP in
place subanlt both of the fullowing:

1 The mest updated verion of the EU RMP (referenced T

2. The Mational DHspley of the RMP including s annexes)

(twemplate shall commply with the Arah Guidelines for Good

Phannscovigilancs Practics {macemnt vervion]]

I thuse circmmatances (mbmicting the National Display and the

ELU RMP,. the following conditions apply

* When the relienced EUT RMP is subject to update the National

Diisplay of RMP should he updated in accordance.

= Minar differences may exist beewaen this guidance and the L

RMP, in this case i may be asked by the national

edicines suthueity In e Arah Country concerned tn submit

additionsl information, mee Efersnt tables andior provide

clarification.... etc

* The susbanitted ELT RMP shall be the most updated versan

* The EL RMP sball be ssbeisitted with its snsexes and reference

materials

= Giemerally, it is required that all the risk misnagement activities

applied globallyiin the EU to be applied in Kowait as well,

wpecially the ik mimimistion meswres including the
of their i all sctivitios,

sction plans and detalls especially the risk minimization ones

iinchding the measurement of their effectivensss) sinted in the

submivted EU BRMP -ahhosgh unjmstifishly skipped in the

o Karwait and the MAH is requited to sibers 10 them, EXCEFT
otherwise chearly stated and justified by the MAHMAA in the
—Nattonal Disply of the RMPL and agresd by KPVC

= Such requirements shall be submited 1o the Medicises
and Medical Praduct Registration and Regulatory as part of the
pro-marketing appeoval process

Tulsde 33:
s part of the pre-marketing sppraval

breastfeeding wamsen, renal hepstic i
cardiac impairmens, seb-populations with relevant genetic
polyrmnephism inmsne-conmgronsed |

Moduls STV Populations set stadied o clinical triale
(Limitations and exchusion criteria) Populations to be considered
fior discussion sbould inclsde (bt might sot be Bmited ta)

 Pedintric papulation jsnder 18 years)

« Elderly popubition jover 65 years)

 Pregnant or breast-feding watien.

» Pasienss with hepatic/ rens] impairment.

e FEEFFFEFEEERE

OOl o] 6|6 6| o) 00 OO OO0

& Ol 0|6l o) oo ) 6o o) o)

0 ol a]* |0

 Modified requirememt, Ploass note fhar the nansing and
wumbering of the BMP parti, modules and sections are

1d NOT be changed e

|
|m|dl=n-

o Pasints with bidity (e 5

of un-sequired sections.

» Patients with (s severity different from that stdied
elimical erials.
« Sub-populitions carrying ksown and relevant  genetic

the RMP (Detailed description of sach part of the

RMPy
[As per Arab Guidelines for Good Pharmacevigilance Practics,
current veeskom)
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anew il anew . o first wortidide
o ming or sy (i apypic abie)
evoke » marketing suthorizarion) ~Adae wndl country of first launch worldwide 4
(List shald be eunsslaive. amd rpecify the cosiry. applicable;
actios cakien and the date as appropriste; ~ Number of medicinal products; 1o which his AP
- non-study poat-suth o e
wapted ot markiting siratified by age, . | 2 Ademivistrative infursrsstion on the WM
indicarion, dou snd region) ~ Diata lnck paint of the curreat RMP
F= B ~ Diste wabwudriod and the veesion sarber
i climbcal trials [r o the BMP.
- Poxe-ausharization sfl-abel i - Briel descriptiva of the prodect inchuling.
A Epidesniological sudiey whick are, or have heen ~ Cheimical clam
s, acy ‘.mdy - Summary of weads of aetion
o e
T —— urigin of active nshueance of biological, reevant
[T TR e e r— e adrwusss G Fesdises for vaccinesi;
4:&-.._5:::_' ), A~ Indcarions wcurrent wnd propased;
- Putenti 5 Thamge: (ourrest and propesed)
intenisanal or accidental) s i
proposed).
Past il Safiety specification

Ptsntial fur amivas for (el parpoms

~ Puteniial five smedivation errors swresg patieat,

“Modale §1 “Epidemiology af the indications ssd
Awrget populssion”

wromg dose.

- Potential for off lsbel use

~ Sepwcific pediniric wues (follie up o sadery or

~ The epidemialogy of the indicatianjs) includes
(incldence, prevalencs, ssstaliy s eelevant oo
mackadiey, concomitant medicacisn), stratfled by
wir, wex, and racial sl or sibmic origin

wiflcary

posential fioe pediarric off-label e

Maodsde 331 “Non—clinical pars of the sdery

L ST A o

Ny deasiiied safery <oncerms ables|

identitied since the L mbmision of the KNP,

delimical development | poss-surhorization
wuparenee. |demified s potenriad interscions

pharmecological clas sffects: and whether sew

- Gremeral plarmacology (e g canilovaacalar,
inclusizg QT interval proloagation, nerrous wyem|

~ ke vonel or dua

Mocle SITT Clinical trial expovare” fables’ grep)

~ Type of orkal and number of patieots

~Age and gander

~Racial srigim

~ Durasinn of sxpassrs

Adenritied since the lue suhmismon of the KMI

~The source of the sty coocem should b wsed
ielimiead developmment, o -suthorization
expericnce. idemiBed s potenrisl it tons

~ The sxperes of spocial pupulstins (preguant
wtiar, birvastlie dling wesnen. enal bmpalemisne
epatic lemairtmesd, catdise depairsent, wib -
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(MAH) PBRER replices the PSUR (Periodic Salvey Updats
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of the medicine bused on the regulstory aptions curremtly
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; e subrilasdon of PERERS red
KPVE does e eouth i other + PBRIR

Periadic beneflt- sk svaluntion repors.

medicines However, It b accepeable fior MAHs to subumit
PERERS routinely fiar all their medicines if' they wish 1o da so.

4 PBRERs sbminion tinselines in Kowabt

« Within 70 calendar days of the dam Iock point (dsy 0 far
PERERs ing p e 12 ling intervaly
af exactly 11 manths;

« Within 59 colendar days of the dsta Jock poim (day 1) for
PRRERs covering intervals s excess of 12 months

* The timeline for the submdswion of a hoe FERERSs requested
by KPVC will be specified. oth Bae

i intended to present w perlodic,
wormprebensive, brief snd critical wvalustion of new or smerging
infisrmatkon on te ritks af the health product and the product’s
i T i bastion of the rik-
benefit balance of & medicinal product ar defined time ponts
pest-sutharization.
+ The absjective of the FERER iy to .
esitical mnalysis of the risk-benefl balknes of the product alking
It wecount new or smerging saleey informatien in the context
of eummlstive information en risks and benefits. This decument

be subrritted within 0 calendar days of the data bock point
5 For setive subsiances imation of active sab

Is spproved i
* Periodic Safety Update Report (PSUR) is a phamsseovigilanes

imchaded in the EURDD list, the subrmission of the PURER should
e aa fallow sarting from the TBD.

* f-maonthly PER full

axperience has hoan gained.

*Then PORERs shouold be submited once = yosr for the
falowing two years

+ Then PERERS should be submivied &t 3-yearly intervals

& PHRERs thould also be sabimlired spos request by KFVC a
i i B g s i

7 Bach PRRERs should include interval s well s comalative
data As the PERER: shoulil be 3 single stand-alone document
foe the reporting imterval, based on cusnulative data, usmsary

reparts,
(1) guldeline, will not be sccopted
# The MAH should comtimuously evabuate whether any revishon
of the reference  product  information'reference  safery
information is needed whenever new safery information i

hemined Igsiilieant

ehanges made over the interval ure desceibed in PHRER:
9 Changes in the safoty information may inclade

pr updnte of the worldwide safety
axpevience of a medicinal product 1o regulatory suthoritie ot
delimed tirne points povi-suthorisation. This decument is now
replaced with PRRER. However, bath docansents are carrently
azcwpted by the KPVC anil the fiall transition is made 1o PHRER.
* Periodic part of
e lath e dvp e sithraditadl to 1
United States (USFDA|, The muin parpose of a PADER it ta
update and pvalusie 3 medicine’s globsl dasa and provide
information sbout drug safety. 1t provides & brief summniry of
changing post-approval information of a drug along with
enefit-risk profile svalustion.

o This svaluntion provides insights, whetber further changes are
required for & meedicine’s libeling or If additional investigations
ase requirad

= Far the three years the MAH seeds to submis the report
quartesty and, thereafter, snnuadly apon obtalning approval from
USFDA

o Peat 2015, PADER i secspted I USFDA in slectronke farnat
with descrigtive information.

= A PADER waiver may he accepiod with the condition of

* Charges winvddiath e et providing
4 o b b TnucE i + Woskdwids appraval

i L 2 *Ad s region
+ Removal of an indicarion or other restrictions for safery or lack Y i i i i ch
efelficacy reasons. » Pisial £onchus i Tysis of
1l When no relevant information s available for any of the e cumubative dats s required by the PIRER
sections. this shoold be stated under the wetion, but do NOT The Legal PERER

amit dny wetion
11 The adoptisn of the ‘Arab Good Phamscovigilance Practice’
asa base for PV guideline doss not underinine the right of KPVC
w have additional or sometimes changed requirements
applicable for Kuwait regulations

12 For generic medicinal products

& PIRERs for generic medicinal prodacts are requised o be
sshmiseed

b. An abridged PERERs can be used

* The cover letter should state “abridged PRRERs

+ Sections that sre not required fram generics in the sbridged
PRRER should MOT be omitted instesd state tha
apphicable for genarics with roforral to this guideline.
The Full Modslar Structare of FERERS

Should cantain

Ak Arah for Good

Version 2

(See Ko VP Ammex & for content and formst of & PERER)
Annex &: Format and Content of s PRRER

Practice,

1Al PV guidelines are based sin Arab guidelines oo Good
Pharmacavigilince Peactice which are adopeed from Buropean
Good Pharmacavigikance paidelines

1 PBRER | should be sahmitted o to the fist
af BLI referance dates (ELTRID lisr

3 PBRER: are required to be routinely sabmitted for the
ollowing types af medicine

u vaccines that are inclided in te routlse  Nauomal
Tmvmanization Schedule

b blological medicines excluding vacsines)

« biosimilars.

A miedicines where 3 specific requirsment for the submission of
PBHRERs hay been imposed as & condidon of approval.

Far i populatieis and
not i i , the i of FRRFRs
i not requlred However, the KPVC muy ocensionally roquest
tbe subrmsission of s PRRER for 2 specific modicine i’ enhanced
safety saonitaring i dermed necesary. FRRERs should be
wabsmitted in line with the Eurcpean Union reporting bmetabls
RPVC will advise MAH: when routing wbmision ls s knger
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saudasian alf dgnal in e Body of - + Tt il praacs wih
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§ Lioting e o ks misrcring -~ FOTREET S ———
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e - separminy by these faitars whes
tervestions e with e levam
[r——— VIl | Blewly | Al mfrmaiion s sy
charaieriiag o quenifying ”i hertifind | ot it b asthodind
satory husamd o comlinwng the misemari | ety may ave became
Salhry el of the wedicinad anum arailable. Characicrmstion =f
e, oo ol eiaing e icacy | benetiu availabie furing he
R A — i repting mierrel
e, b cane of arm- fiecivs- |+ Now inforsation om eficacy 1
tervesns e Firsd s e lratis e i ey scbes than the
repuert o same commglried dirg sutiartnsd sl casians showhd ma e
e seperting snseyal sl st be chuded nrders elean fr the
chaded ar an see o the FIREN et ink usan s the.
it ot semre of bt L —
st 10 preiars e PERIR. + Parscular sttmtion sl b
MODULE ELEVEN, gives ve varcines, atl-infective
SIGNAL MANAGEMENT S v ki enafialil possees
o AR whas Hisrapneic snvirsnmen
tbuleiple e gt
isding ok i d expari icacy wtThetivemass awwe ts.
a new potentially causal association, or a new aspect of a known VI | Clancom
e @ S e armes L aeambiiiditad 73| -oenst | truased i medicl precios
e
events, either adverse or beneficlal, that Iy judged to be of VNS | Gnsegraied | A crobeal aralyah snd sysehees al
seilBclot Hiolllvosd 1o fustfy an setlan 100 | bewelt- | dhe oy Inforrsstion presemed in the
For the of this modulr, only new informastion related to Lo DT R
mpmm be Inleudndr e e e i
ot - FrEp— and sk
Stmactures anil Processes wnthosize | dharacierisations
Sources of Datn and Information +
* The sources for identifying new signals are divers
 They patentially include o1l sclentific e — e
the mee of medicinal products incheding quality, non-clinical, " ik wwwdd Ear the misdiciaal produs
clinical. PV and pharmaco-epidemiological datn v~ |t manind i e
Mudical | memermarined shecsative medicd.
A 3gierr pacniin iut g el seeid | ool av ather inchiing e
a P [ -
o Aitivrarenlliunce saiui e
b onule e Ere=— pctis
GO T Ea e —r—— w
o Clinlel triada wr | e o flcation smd pogubasian.
o Scbontific Rtersiure waalya + Pradacm suthosised far mess s
& Oither sources of information. wvabiation | v Stlvathen riak beachl bulances
sl o sustasasd snd persasiod
+Signuts aciing. fhom, spanaeanus sapacn: may. b Uasciied by nch niicasion nctividually
through the monitoring of 1CSRs, AB databases. sciemtific £ W s s
Titerutisre or trough the svaluation sf isfarmation provided by O ——
MAHs within roguilatory procedhires R popelatisas witin n lacation.
¥ (8.5 vichuons, i, L —
post-autborisation comumitmens. PRRERs, RME updates, a5 P
wll as fraem ather activities related 4o the continaous benefis- WANG | Caneliasie | o Oversll wrshntion of breefs vtk
10 | st | e wehestved nestion

sk aasesrnant of nasdicinal prodisci
» Spontaneous repor of ADRs may alio be notified o poin
centers. terstology information services, vaccine surveillance
programmes, reporting systeis established by MAHs, and any
other structared and organized data collection sehemes allowing
[patients and HCPs to report suspected sdverse peactions related
15 madicinal products

S EPVO ds expected to lisie with other Gnstitutions or
otganizations managing ssch reporting syem so a5t be
infarrned af thes mspected adverse reactions

« Dhan e o i in P AT,
ihe Introduction of eectronle wsfety reporting by patients ssd
HCPs and the msndatory ehectranic submision of case reports
from MAHs tn KPVC. signal detection is now increasingly based

Finiral trisle and susslative and
mterval mmsmary sk of

wriar and s —serlian adsems
seasminn frvss ot iaroting duta
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"mrasire over time and the i g
settings ¢ . general practice and bospital settings), data sources

aF countries

o Clinical & whather inti climical
synidrarme that may inchde other practiom)

& The public healih imipict sncompes Getar seh o eeat
af praduct use within the gemeral population and among specisl
groupi fe g, pregnast wousen, children, or the dderty), a5 well
patterns of medicinal product ase, including off-lshil we or
miisuse It may alo mnvolve esfmating the namber of patients
powntally affected by an adverse renction, which can be asseused

contalns siflclent evidence demonsiruring the
sxistance of a naw potendially casal snciation or 4 new apece
ofak and therefore j amalyris
Te validate n signal, the following dsould be tken into sccount
+ Clinical relevance including, for example

o wth g ports,
exposare temporal amociation, plasbly seckiniun, delre-
challenge. shernative sxplanation confoundensi:

o d severity of the reaction and |

1 Novelty of the rractivn (e z., iew and setis

& Drug-drug interactions:

i relatbon o the size afih ihe
population and the mravted populations.
 Increased frnqasney o7 sverity of s know adverse reaction

o Nowelty of the suspected adverse reaction, e.g, when an
unknown vupectod adverse traction ccoars dhortly afiee the
msrkesing of a new medicinal prodact

oI markedng suthorisation apglication for & new sctive
substance is still under evaluation

ol same clrcumstances, prirty can abo be given to signal
Identified for medicinal products or events with posentisl high
miedia and PY imterest in arder icate the

o
* Previous swarsnes:
o The extent to which inforrmation is already included in the
summary of prodict characteeistics (SmPC) or patient leafler;

0 Whether the sssociaton hes already been wsessed in 8 PERER

or RMP, ar e bevel of e
has been wbject io a regulatory pracedare

. thses rel of| providing
wricher set of data on the same ssociation:

& Literture findings regarding similar cases;

. I i .

ressilt to the public and HCPs as sarky as possible,
#The awtcome of signal prioritistion deld include
secomaendation of the timeline for the management af the
sigmat
@ The awtcome of the signal prinritisation process should be
emtered in the tracking system, with the justilication for the
pebarity anribated
4 Sigmal assessment.
+ The objective of signal assessment is to fimther evabuste
i identify the seed for ad
ar far amy regulatory sction
3 Sigmal Escalation
« After signal has beem assessed and validated, 3 report with the
supgested  recommendatioms @ raised  to Kuwait
Spstamce ik Canmi Cjwha
meke the decigion 1o prioritise the sgnal acoording
Information, strength of evideues, and pablic health context
£ Sopnat

o Screening of datsbases with larger datasets [o.5 —National
il anad v roy ] the signal
was sourced Initially by data from MAH specific database if
sccesble to MAH) snd UMEC Vigilme when the signal was
sourced initinlly from (5w local PV reporis database
» The miagnitude and clinical significance of  signsl sy also be
exansined by descriptive analyses i other svailable dst soarces
o by mnalysis af the characteristics af sxposed pationts and their
miedicinal praduct wiilization parterns
 Sigaals for which the validity is sot confirmed may deerve
i o ie. it may be i
to continue i moaktor the potential signal until theee bs emoagh
wvidence to confirm the signal. For example. there might be an
9 pparting evidence af
caal misocintion only in v of the ICSRa. In wch wermarios,
new cases of the same advense reaction or fallow-up reports of
previouly roceived hould be d

. o

» Where , sigmaly wedirr

that all relevant cases sre considered.

asnecemary.
& Recommendatbon for sction:

« Recommuended action imay lnvolve sequesting

< Immedinte messares inchoding the possibiliry of suspending
the marketing authorization of the medicinal product

& Additional information to be provided by the MAH

« MAHs and KPVE b expected to establish tracking systens to
captare e cutcome of the validition of digaal including the
reasons why slgnals weee nor validused as well us knformation that
would facHitate furthes retrieval of ICSRa and valldation of
vigral

3. Signal Analysis and Prioritization

o dis o sigmal, fue ‘ # A key cloment of the s

= Additional investis risk minimizasion sctiviti identify ignals with public heakth lmpact or
o An update of the product isformation through » regalsiory that may significantly affect the benefii-risk profile of the
procedure muedicimal product in treated pationts,

« Condact of & pos-aswtharization safery sy ® These signals requi i d ioritis

* When requesting actions form s MAH, the request is expected foe fiseul withous delay

1o peely = tineframe by which they sbould he 3 = This prioritis process i sxpected to coneider

inclading provision of progres reports and interim results, o Thel tlemts dependi s

proportionate 1o the severity and public health lspact of the potential far p iom and clinical

gmal o Th treatment the disense

i - dih

sl should be exchanged berwsen the
EPVC and MAH:

«MAHs b expeeted to communicate dgnals that may have
implicatians for public bealth end the benedit-risk profile of a

and the avallabilicy of ather therspentic options;

o The sirength and comsbstency of the evidence supporting an
assaciation, ¢ g. biological plansibility, the high number of cases
reported in » short period of fime, the measire of
dispropaortionality of reporting, the raphd increase of that

A2026/1/11 — 2 1447 sy 22 141

Sppealy 2t 2t 1773 54l gyt 2y

rationale for the method and periodicity of the siganl detection
activity

# Dieteetivn of signsh may be performed based on o teview o
ICSRs, from seatisticnl analyses in large dutabases, or from o
comshination of both as flliws

B Review of Individusl Case Safety Repores (JCSRs)

# ICSHs may originste from s spontsnsous reporting system
+ Evest & tlnghe repart of & serlow or

e sudficient 1o mive a signal and to take forther action

+ A review ol ICSR for this purpese shoubd consider,

- i fier encluadan of duplic

on periodic monitoring of large databases ol ATRs repors

* Pl of ralovant studies is axp be identified

by MAH: by sereeming the sclentific literature

Mathndalogy fior Signal Dereesion

= As a general perinciple, signal detection is expected to follow a
ik s s v

of madicinal product it is istesded 1o cover, Vaccines may, for

examgple, requirs ather methndological strategies.

*Difforent factors may be ke st account for the

pricritizatian of signah, nanely whether the amociation o the

active subnsance;medicinal product is new, dhe strengus of the

o The pat el d gendery
oThe serpected  medicinel  product  ncluding  dow
administered, formulation)

e L

4 Fisseludion tho SRABAT

relation to drug
comtinsation or discontinuation (i e, de-challenge | re-chalienge
Informatbon)

* An msessment of cousality or a suspected sasocistion thoald
ilso comdder the presemce of potsntisl altsrnative causss
incloding  sther dl e ying
disease, the reporer's evaluation of cassality and the plasilbility
of  bialagical

€ Suatlutbel nalyiss

« Signal detction is now incroasingly based on  regular periadic

the of the reaction firvolved and the
documentasion of the repurts in the AEs databass.

The Signal Mansgement Proces

The it §s the set of

to desormine whether. based o0 wn exssmstion of individus!
case safery reports (ICSRi| sgprogated dats from active
survaillance syvtems ar stadies, litorature infarmathon or, other
data somrces, there are mew risks associated with am sctive
wubstance or n medicina prodact or whetlser knawn sk have
changed

* The signal msnagement process concerns all sakebolders
iavolved in the safety monitoring of medicinal producs
Including patients, HCPs, MAH: RA, aid scientific commitioes
« The signal management process covers all steps fram detecting
signabs to recammending actionis) as fallows:

msonbtoring of large databases of reports of ADRS. Such databasis I Signal detection:
allow gemerstion of sstistical reports presenting Information on 2 Signal valisdation;
4 pislad fned 3, Sigual analysds and

adverse o
active sabstances or medicinal products

* Varioas methods have been developed 1o idemify scatistics of
dispraporionate reporting, i e Bigher seporting than expected

4 Signal anmsnent;
§ Recommendation for action;

+ Althaugh theae stepn g a lugical seq the
product  of interest compared 1o ol othee  active de range of of bl for sigual
s d in the datab detection may requi im the condact of sgnal
o Glven the lmitatiors of these methods statisics of | management Eg

parting alose do indicate that i

there is o wgnal o he Farther (mvestigated or that o casal
assocation is present.

o Use it all sitastions.
« When comsidering the e of statlsfical methods and the
swelection of criteria for the detection of sgnals these factons
dhsculd bre taken into account:

o The size of the data set

a of the availsble

= The severity of the sdverse reactions|

« The pestodicity at which statistical reparts shasld b genersted
and  reviewed may very  sceonding  to  the  active
ushrtancu medicinal product, it ndication and amy known
putential or identified ik

« Some active sabstances madicinal praducts may be subject to
s incrensed froquency of data msonitoring. The durstion for this
increassd frequency of monioring ey vy with the

o fom s i i review of TOSHs,

this sctivity may include validation mnd  prelminacy

privritization of asy detected spnal;

o When a signal is detected from results of & sudy it is generally

mot possibde or practical to sssess each individual case, and

walidatinn may require callection of additsonsl data;

o Recommendation  for sctlen  (followed by decislon in

accordanee with the applicable legislation) and exchange of
b wtop of the

[proces.
« Signals ori from data momitaring frum

rupasting systesns are conshdered the starting point of the sgnal
mansguiment process. The sane principles are sxpested 1o apply
o data originating from other soarces.

1. Signal Dhatoction:

A Practical Aspects of Signal Detsction.

o The method used should be sppropriste for the dats se; for
exarngle, comples statlstical wols way ot be sppropriste far

- Diata from all spprapriate sosrees should be considered;
& Systems should be in place to ensure the qualicy of the sgnsl

ase of th d st i 3

. Cambinating of Saativizal Methods and Review of 1C5HRs

. insi shoald be o e thae whole

process of sij and validatinn desection activity:

2. Signal Vafidution
« Signal validution is the process of svahusting the dats
il rify that the available

o Any owiputs from @ review of camlative duts dhauld be
nspmned by an appeoprintely quakified person in o timely nser;
© The proces shosld be sdequately documented, inchading the






















































