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In Kuwait, the processes of ADR reporting and are. f =l AR . a1
grewing and contimuauily becaming pars of the regalatory snd 3 e an W
clinical practice However. itis stillin its development stage, and i
hence, seriows and. i ADHRs vend o be
Mamy adverse effects of medicines are highly sibjoctive and a i
large fracrion of the toral ADVR burden in the counry bs not heing smaphylaxis. varcination
recognized i
Huwait Phasmacovigilance Taskforce (KPTF) was euablished s AEFT survelliance b Karwnls w
201K under the umbrella of the Sector of Drug and Food Gantral Subsholdery e AT copniing ot Svsipale: thele thles. ol
AdFsies (KIVFC). comapriving of mnsbers fram several disciplines m.‘:";m PP ":
i phivey, i ke sogilutiy sllbles, Inopiacilsey, cltutrat Tabls 4 Case definitions of the repamabls sdverss svenrs 167
peasctice. and acadernia The masin goal of KFTF was to build the il (e Sabscrariivial Beakich e
basic infrasrecoure  and  legal Gamework for  the Talibe 3 Sraps b an ALFE investigation m
Pharmscovigilance Systems o carry out offective ADR Invemigation of AEF] with fsal suncome m
‘manitaring and reporting activities which ementially embraces Iwvessigating AEFL clustees 1
duiicton, and of ADs. Interprention of seiaits ot AEF] clier m
Such activities necessitate cooperation among all healthears Tabuatiey ting A spustiurans :’:
1'7"_“?-;. apior, o e Vacrines and logistien 17
mfacturery in the country s o i .
b provide guidance Chude 10 s speienen swmple colloetion Lp:;'l LC J_G_LLLD
1o sl sakeholders who deal with g, i Vacrine intis .
distribution and provision of healthears services. to monitor and Dt and prrfoensancs analyia 17
roprort ADES to the plarmacovigilusce entity in Kawait Sources ol AEFT detn T
I iy our simovee beliol that thess guidelines will be » useful guide Anslysis of AEFI ropurts
to HCPy, regulators and pharmacestical conspanies, allowing Cymton e ol eyt bovmds
th e conmmit snd coopriate ilcunsly sl allctvely in vrdur TR e
Proces af data saahy
o kgl (il ept I e f Mty e Tabila ¥ Sedecsion of denoninscars snd their Bmicssions 174
and effective et dae seh vE i
stakehalders will certainly enable prompt regulatory actions to. Moniaring and Eralusing the perfarmance of the AEFL survedllance
protect the peaple fram preventable AR that might occur dae rstem 17
to msedicatbon use Berief Overvew of AEF Caumlity Asessment 1
Finully, the pharmacovigilnce team will shways be ready to Case sebection bor causalisy sheseseus 179
recelve comments, enquiries and suggestions for farther Prapurnsion fior cauinlity seenmment i
im the . practice of Kawait :"’.""';'"""'"'”':E" ":
ction snd Respomse 10
Kawalt Office for Pharmscovigilance Survelllance (KEVE) Bigalod i b St B AT i
1A CLAIMER el 1
This docwment in intemded to provide gemersl guidance. Commmsmicaticn and Media Mansgrenn: "
ugh we have ried to s i s contnined Risk Commmication 12
I , however, i o Need for lopr 1
snd develupenents sccording to the local regulstory and clinical Chalenges to Elfscrive Conmnlation 15
warvirenment i requirsd Kawait Drug and Food Conerel : i . v m'
‘:‘Dm"' I':fm'd mhr the: Kupewt | Ofe.  fc Robs of Healtheare Weakers in Comritinivating AEFI 1
Gomnwnicatlon with {sher Healthears Staf 1.

fmesferlaw.
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vaccines s i th

bere are. however, some differences in
Abeir guldelines due 1o dilferences in theie nature and the way
they are used For thow conducting chinicsl trish of locally
registured products, it is mandatery o report all advere sveats
encountered 1o the KPVE

All sdverse events should be considerad reportable accarding o
the requirements autined in thess guidelines snd key player in
i wctivity ate oll i i

and HOPs, preferably those disectly associated with the care of
patients consamens

The current Kuwaiti system of AL monitaring relies on the
World Health Oganization (WHO) maodel This system b well
known of being cost-effective and It urilizes internationally
recognized methods for detecting signali and Identifying
previoudy unknown AEs to medicinal products or changes in the
pasterns of known AEs o ensure that pakenn sbealn safe and
elloctive treatments. Where necessary, epidemislogical studies
‘may be conduceed in collabaration with research instinstions o

in detecting
lack of efficacy, sdidreniing quality comcerm which may be
welated to harm, and i and

27 Spelly B 2t 1TTF 2all padl gyt
SATR Serines Adverse Reaction
SSAR Suspected Serinas Adverse Reartion
SUSAH Sugpected Unexpected Serbous Adverse Drag
Reaction
™ Therapeutic Produet MP
Medicinal Product
" Invastigationsl Praduct
AP Ausifisry Product
sor Stanidard Cperating Proceduse
SUSAR Suspected  Unexpected  Serlous  Adverse
Renction
TBA To Be Annoanced
HTA Health Technology Assesmsent
HCP Healthcare Professionals
KaGVP Kuwait Good Pharmacovigilance Practice
RS1 Reference Safety Informasion
cons Core Company Data Sheet
CHPT Country Speeific Prescribing Information
ELT Enrope
us United States.
A Food snd Drag Administration
] Iavestigutars Broehure

products Therefore, knowledge and awareness of HCPy about

the AE mositaring prograim is necesssy (o snure the safety of

nedlead and pharsscewtical produce

The mpact of not reporting A may result in compromisng

i 1 i lefi umnoticed fon 4 i

an sssociation betweee o product and an evest becomes clear

worldwide eg. Asplrn I the  Gasre-ntesinad  trace,
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

Therefore, 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,
signals, of the benedls

individusl snd the populstion, application of sffective ridk

mindnizstion memures, wlction of optimal therpibe in

coupiration  with  Health | {HTA)

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
PHARMACOVIGILANC]
Crverview af | i Addvern

L yauo GoTAGTg
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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
sequiremenss, oe formal rules, altes fund in efficial documents
(laws, executlve regularlons, decrees, ... stcy, in “Shall* implies a
requisement

lings ar i of ion from
thix dacumens. I you seed specific lagal or professional advice,
you should comult relevans legal, clinical pharmsceutical or
regulntary advivers
CONTACT INFORMATION
Buwalt Oilice for Pharmacovigilance Survelllasce (KFVT)
Barwait Dinag and Food Control
Misistry of Health
Al-Sabu Medical Town

14 Should a soft verm, wsed for sdvics recommendations, ISeate of Kawait

expactations, oe moral duties, in “should” nuggests guidance oe Email. pv-info@meh gov kw, ads_ i kw
probakiliry Tek: 1965 26011676 (WhatsApp)

ACRONYMS GLOSSARY OF TERMINOLOGY

MOH Mismistry af Health 1 Adverse Drug Reactions jADRs A response to o medicinal
WHO Watld Health Crrgasization product that s soxious or potentially harmfial snd unincended
uMe Uppsals Mositaring Center and which occurs i doses oormally used i bawmen for
KDFC Kawait Dirag and Food Conrol praphylazi, disgnosin ar sherapy of » discase or for the
PHILA Pharmsceatical lspection amid Licensing modification of physiologicsl function in which individual
Adrministration facrors may play an iportene role

RPVC Kawait Pharmacovigilance Ceavter 1 Adverse Evest or Experience (AE; Any unfavorable medical
HuPRAC Fuwait igilimce  Risk that in sy present during freatment
Absssirsant Cowiiing with & pharmaceutical prodaet, but which daes sat ascesarily
EMA European Medicine Agency v & causal ralationabip with the treatment

GCC Gulf Cuoperstion Cousneil 3 An Adverse Drug Reaction (ADR) Case Report: & case report
GVP Goad Pharmacovigilance Practice In ADR mondtoring programeme It & notBcation relating to 2
CH for patient with um adverse effect or laboratory vest sbarmality
ICSR Individisal Case Safety Report suspected to be induced by s medicinal product

MAH Marketing Authorisation Holder 4 Benafin sk snalysis ! |
MAA Market Authorisatien Applicant " aapecifle £

Ma Market Authorisatlon 5 A drag or & medicinal product: Any substance of mixture of
NDA Mew Drug Application substances manufsctured. sold or presened for use in: | the
Mp Medical Device diagronis, trestment, mitigation oe jrevention of o deease,
HP Health Product disorder, shnormal physical or mental state, or the symptoms
PASS Fust-Authorization Safery Study thereod, ia b L ik sestoring. cting i
PAES Puost-Authorlzation Eficacy Study ganic or i himan or snimal
BoP Detailed of Pl 3 For the purposes of reparting

oo PSSMF

Adverse Event (AE) i the proced T

4 e effiects smipected o be associated with

programmes, and application of rational use of drugs or
mudicinnl products by developing sffective commanication
methods with HCPs The guidelines provide brief definiti

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
Phanmacavigilanee Dicfinsion

PVl € reporting,
detecting evalsating, usdestanding asd monitostng adverse
elfects of drugs or medicinal products or sny other related
problens associated with such products

trials and during ‘real- Efe’
del el ta sadsb 28]
the proces of AR Tt is necessary the
Als pillars of & valid AE case

report. Sach pillars incbade Informarion shout the pathat,
description of the adverse event, the suspected nudical or
oduct | 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

EPVC Core Values (RPVE) pamis

dg Shared i ftoe lacally register
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

P
the use of medical and pharmacestical products It fied
nceon et et wiy s et sn g2 ST QW EQ LT

TEOH

Pharmscavi
far

150 Lacsl Safety Respansible Person
QM5 Quealiity Management System
MM Wisk Mimimization Muasires
RMP Risk Minimization Plan
—MS Bisk Management Syveem
SmPC Summary of Product Charscteristics
ADR Adveess Drug Reaction | Advess Resction
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

suspected ADRs, thass includs ypecisfivts, medical practitioners,
patlsalogists, destists, pharmscists, narses, medicsl assistants,
i iams, o s
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 accurring ot 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
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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

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

These reactivas am dus to the presence of intercagren illnges,
whirh may thar a
i normsl individuals. For examiphe, her

«f the peptic wleers dus to sepirin or corticoseraids om,
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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

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
]

ety ofdrags

[ — and efflc
i -t

Tiver dissuse oy imgais drug deeoxification, ST Tomal ey

s mesferlaw.t

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

drags or mdicinal products astharézed st th

Rationale gl and AE

Once o medical or phanmsceutical prodact §s mstketed,
nformation on s safety and efficacy is primarily baved on pre—
marketing svaluations. clinical trials (Phase T 1T ard 1T, anienal
studies and, other data from the prodact developraent process,
1. Phase T trisl = Single—dose studics i bealthy volanteers wring
low doses of the medicinal product. The phanmscalogical sal
P ikinetic properties of the produc are svaluted in this

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

phiase
2 Phase 11 triad = Elficacy bs the peisnsry objective of this phase,
but safity is
3. Phase [T trish — Evaluation of vafety in @ grop of patients with
the target disrase.

Each phase invalves an incressing number of parricipants, 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 realt in desth requires impatient hospitalization or
profonged hospitaBestion, resalts in persistest or umm

B " - Aliabilinyincapuciay, el
+ Example. I3 pati 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;

» L s whth AE s uxplicily 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 Wfe of patients. There sre seven levels of severity from
which ADRs can be categorized

 Lewel 1-2: Mild

= Lavel 34 Moderste

# Levehs 8-t Severe

drag's known safery profile, which may include unlisted side = Level T Lethal

wffects that are szill exp d due to th Karch s a weverity avesment method that clasifies
cluan wrverity it mild, moderate swvers and lethal En minar severity,
In regulatary reposting juch s for Seris I thers i s oeed for an sntidote, therapy o proloagation of
thess teenis are s porians for dussrminlig bow adverse events Iospiralisation. Moderate severity sequires o chasge in the drug
showld be handled, particularly for dited i health thernpy. specific treatment or an incresse in hospstaliation by at
sathorities. least one day The severe class includes all porencially life-

E. Preventahility
There are & differont geoeml spprosches to defining
preventabillty:

1) Preventabillcy linked to patfent and relatives or caregivers

3) Proventabilicy linked to standard of cars

HF " i lated Eactary

HF ! i

5t Eaked ro

i) ity limked f2 methads iom, dures and
peatacals)

n 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

firyatislng rassioms ciming permnyel dnmngs o tapdstag
Lethal rencri h that directly
or indirectty contribute o 3 patent’s death

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 Charscreristics (SmPCy- Regional 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 potential roat causers) of an AT or sy drag related
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
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result of wther fuctors Probability is sssigaed via « score The Warld i WHO) delines
cusgosised us definive, probable. possible or doabirsl Tt is ane of Resctl i

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

Figare (1) Naranjo Scale

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

3 Bradford Hill criteria for Causation

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

These were fint propased by Sir Austin Bradford Hill in 1965,

...a-e-»p.mmm;-ymm

AR can be und, their

iy be mnder—evshastod. Therefore, ADMS shoutd be
ity severity,

expectedness, and preventability

A Cuismality

Covmsality s the relationship between cauns andl effoct with the
drag or the medical product bring the sspected cause of the
adverse event

AT Causality Assessisuent (elutedmes sssevmant|

Camsality ssessment Involves determising whetber thers is 2
reananable possibility mm,m.mnm..u,u.-n-u-.-h

albvarse event. It includes evaluati

h h i lwlu-t
of smsociatiau) of » vaors Hkely cuuse, and the medieal and
pharmscobogical plausibility

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
research The criteria are

1. Serengzh. A stronger ssocistion berwesn the cause and sffect

il countries is moee lkely o auggest cousation
4 Btochure (TH)- Devel (Clinicsl 2. Consi ‘The observed i it
Trials) found scrass different studies, populations. and methads.
Listodnen iv expectodnion swessed aguinst Globy) - 3 Specifiity. A cuime shoslid lead 10  spagh
Documeat (which CCDS), Sa, in simple terms, ':’-&
npu:uduu: ulmxmnmmml&pj_
igilance. lmtednen and A ferm
ased . b an AT e TRE T F

puniculas deug s conseps ure panicululy elevast foe

semrm=——anesferlaw.

Th eyt ch disii
1 Lintedness:

» 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
recognited potential effect of the drag, wnd it is inchaded in 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 R A Sl A
MODULE THREE. % KA s o B
REPOITING OF ADVERSE EVENTS seobite sty domg.

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

blnh#cli.].nﬁ(_d. at sclentific sense.

7. ibould not

= 1 it
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
wffrcts can strengthen the srpument for causation.
These criteris help reviewsrs sseis whether o observed
wwsaciation between variahles can reasonably be asoribwted 1o 8
wannal relatiomship, although ey 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,
wnlikely, conditional unclaifiod, and
masnssable unclasifishle

Table (1} WHO-UME Prabability seale

[
fom
. [ ————
prlieher Refuen v b ol i
Proci (g vtinby ez v
etrenchon cu g skl o b gk
rent i borvty e sy, it b g T
1lkey ke e i
Sty : i
snliaiinle {1t v bovans b i on o it o 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 &




$2026/1/11 - 2 1447 s, 22 41

33

Cgamadly 2 2t ITTI 2l el gyl

their wihority. Iadverse
reactions are reposted dircctly by p.mn 2 KEVC, i
i 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 )

Trat in o o later thwn 15 calendar days after imitial recsipt of
the Information by any personnel of the marketing sutharisation

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} an April 20211t mpparis the callection, procesing snd
sharing of dats of CSRs to fucilitate dita anlysia
Munual dats entry from the collected 105Rs @ perfarmed with

halder, inchuding midicsl rep and “This
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
within 15 days; the reporting thne frame for non-serbous repors
shauld then be appl ¥
Repurting of all damestic nan-serisus valid |csn. s 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)

Reporters should send accorate information o achieve high

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 VigiBuse

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

wm. I the WHO global case safety repoet dutabase which I

o WHO by UMC. VigiBase
o m..x.a.:.-w drug safity dats papaaltary I the workl, sisd
to obeals the lnformation sbout & wifety protlle of & medicinal

Als gate qualiy defecrs

eificiently.

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

wnd “yes® i you are a healtls s e if

you are & patient, u consumer oF 8 careEiver.
5, Rupons snay be st by s—mall through the llowlag s-rasd]
wddress; adr_reportdngi@moh gov kw
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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)

: Sl

roates of adminkitration, siurtston detes

 doses

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
Ieforwiation 1 This con ke
whesined from the local Mu e

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 allergles, mu.u..,...,
i e o A g kbt

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

phasmcy
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!
Qanlity defects may sggest filure in the fniched product

VigiLyze
Vigilyze is available to WHO PIDM member countries I is used

41 provide a glabul, regional or natioal view of
.,......u.w.mu.....m..d..wms eriaw.

Aﬂ'ww wflb‘ lnfonnnw on medicines and vaccines llwtm
it

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. phmmndphmlthldm
Other health workers.
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

W The mecesary mven
sppropriate sctions,

COrreS

e Pharmacovigilimes tam at the KEVC 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 svahistes reparts of sdverse events (possible sde
effects) after a person has received n vaccimation Anyose can

. hloed products. vaccines, complementary and
erhal products

Healthcare professionals (FCPy; are urged 1o repor sspected
ADRs directly b the KPVC teamm svailable a3 PIIF and elactronic
forms wt E-Servi the website of the Mi £ Health
It/ fenervices enoh gov kw/ SPCMS HSTrugComplaine aps.
L liss of formes amvd nat ome s s with
the rest of the lisks s this seerion

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

ADRs muy be catugorized bta

» Sido effects

» Secondury effects

+ Toxde effects and poisoming

» Intolersnce

* Misyncrasy

« Dirag Safery

+ Photosensisivity

» Drag dependence

+ Dirag withdrnal reactinay

» Teratageniciey

& Mustagenicity and carcinsgesiityDrug induced diseases
Reporting form

Individial Cuse Safiry Report ICSR Format (ICS1

TCSR is am ndverae event popost for individial patiests snd is sn

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
hrtps.evervices moh gov h-.was_'Hstngpuinu anpx
VAER |s a yoluntary i h

to vemd in repores of their wpﬂhmuw the VAER Cammittes
VAER is it disiggroed £ determlme if 5 vaceine comsed  health
problem but i especially usefal for detecting umususl or

s data in i The

ICSR chall be sswd fior the puspose of obraining the same farist
foe the reparss o individual cases of suspecied sdverse deug

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

inmstitution about the reperted caw and wheiber sy actiom (o be
taken to emsure safe use of the medicine (see safety

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

4 Showld take il

repart the silverse R
the regulatory authority or to the respective healthoare

The Follawing set of criteria within pharmacovigisnce that are

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)

Ly ADR healtheare professionsls and wsed 1o disti

wish & serious odverse event from s non-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:

1. Promiete reporting.

1, Callect and collate repart.

3. Give feedback.

4 Heview the reparted ADRs
§. Compile and analyze data collected
6
=

ADR and rational
Search Bersture. collect, collate and analyze information e

ATYRS and distribate o healibeare profesionals

B G i with the i

inclsding the Uppeala Monhtoring Cener (UMC)

ADR

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
criteria, bt is hecause

preceding considered  serioms

Coding of Adverse Events

trowtmentfintersention would be required 1o preysagne rtc > P ~ 11
preceding critesta ) lp_l J_G_LLLO w el
o
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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

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
genaral from

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

om products or srvices

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 i i ol -

it s very

woid

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 to Repart!

Report sny wuspected ADRs for pharmacentical products
minrketed in Ki h i h A follows. -

1. Preferably dirsctly to KPVC by post or online or by email or
wia Sabel

3. Onward transssisshon 1o KPVC vis Depury Foeal Points in

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

SponeaneosyVaolunary reg

Adverie event coding shall be ased to process mnfermaton
abtained from & reporser which b coded using standsrdized

9 Decide on the appropriate sction ¥, ach an
The Health Trsti shall retain th i wsed medical coding dictionary; The purpose of
o il vith the detailed medical coding s to convert adverse event informarion into

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

terminalapy that can be readily identifisd anel analyzed
Tasic Principles of Eficient Reporting

1 Report the adv b quall "

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,

AW

data later, #.g. P

sgpin ov i ™

mesferlaw.

safioty hozards on largee group of papubation by identifying and
wtillzing the mast sffective risk misimisation mesares

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

government  hospitale.  private  hospitale.  health  centres,
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 ostabilighed ar well-kmowm medicines and vaceine- 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
& Report AR i spor

« Report whes smmpected Alls sre ansocisted with treamment
withdrawals

* 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
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Annex 2 Quality Deefect Form

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 Quali 1in respect P s
Cartain charscteristics of & caar report for example, sox. dae of
birth or age, maene of the d drgg. dutas of"

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

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

ity
& ‘ Ll
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—_ ity o el
..!L‘._‘. A s B
@ - iy ek bl e o Prarmaresichana Sl (611
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ot s - Foz
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P Feemtaue A
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[ 3 —
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Lh:dmcmﬂnm et e
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[ S e |

B ey e il
w

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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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 relevait 1o the risk-

systems as well lse or access to exp i
wich w msdicing plmnn-m-ue-l scinmces, np:hmry adlisirs,

F as well as
Quualificackoms of the LSR.

I £n medicimal product is repored flly o KPVE
and ooy timme i accordance with the guideline
= Forlocal MAH:, there should be a dedicated QEPY who sbould
boe resident in Kuwsit
. hrum-do- relating to she QPP shall be included in the

= Tha loral sgent aball snasre that the LSR has th

snd experinnce for the performance of PV activities

+ 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.

Ohber oedical profession (Physicen, Destiic or o 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, epidﬂu.ldow

regulatory affsin dt

PSMF, o the LSR should be included
in the PSSMF

® 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 manses snd contact details oF the namdnted QFFYV 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

» Buing involved in the review and sign-ail of protocols of pos—

suthostzation safery studies condocted of pursuant to u sk
I T ——— 7 whary ha!

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.

« Enwuring the mecamary q-darr including the carrectnes and

F e system, but bejshe camnot sxceed 7
another LSR must be sl gned

bandie mote systemi
® LSR resides in Ih-ui'-hi.lnhvw\fr"iduwln!\elhumﬂ
Teadsuarter i bocated.

# The MAH shall srsaire that all infiarmation el
benelit balasce of o medicind product is nﬁp-l
Huwait fully through the QIPY and the 18] em time i

#2026/1/11 - » 1447 (=, 22 225
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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 identith 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

into the use of  medication in the country

of Kuwait i Risk
Commities (HPRAC) This committee of experts shall be

2. Medicines rogalation and of ion of
current imporsance
3. Educati = i the

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

il ;i et K vak
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
deparument are st
Thy will be dbef
any. dotalls shioit w.s: A sdrag reactions are used ar
communicated to others PubBcations will pot disclose trade
masnis of products unln saglatary sctions kave beag taken, I
tils regard Informstion oblained fom spomianeos ADER
monltoring system will not be aed fsr eommercial parposss.
o st oy B .
e el medlesd and ph N PN + i
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. individual Case Safery Reports (1CSHs)

!ww

oo ¢ Repuorted new signals

wP(mﬂc

accordance with the guideline ¥ Thear Heakicare Professianal
« Infiemarion ul.un. e the QFPY shall be included i the & Pust-Authorization Safety St
FSMF i to the LSR f | pilance syt anil
in the PESME IIIeS er aW Sub-System | 1o be

« The QPPV should ensare that the TSR has access ta the PSMP
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

i , ol " 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

far the benedli-risk ovalustion of o medicinal product
*Providing any information related to the henefit-risk
evaluation to the KPVC through the LSR.

= Praviding isput inta the preparation of regulstary sction in
respamee o -mmd-g safety concerns e g warfations, urgent

y A healthe:
profussonal)

L5R Responsibilities

= The LSR shall be responsible for MAH's

A copy of the corrective and proventive actions (CAPA, foBowing
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,

biostatics (RulG VP Anawx 4)

ghar T

subisitied for New Drug Applicstion (NDA| to the Registration
Departiment ot the Medicimes and Medical Product Regiveration
and Regulstory Adminlsration

Hespomsibilities of the MAH in relation to the QPPV

» The MAH shall have fall-tisne qualified persan responsible for
pharmacovigiince (QPFV) that sheold communicate directly
with the Local s-r..,n—pmm Person (LSR in Kuvwait

. i QPPV and the
1SR shoaild be smbmiteed to KPVE Chasges o this information
ahisuld b s bimiined to KEVE for approval

« Fach Pharmacovigilance systerm can have only one QPPV

» Far rudinatbonsl MAMs LSR is desigmated by the bocal agent
wha s Isgally repressmting the MAHapplicamt and may be
wmployed for one or more MAHs throsgh the bocul

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
communicated to the reporters and other parties a8 spproprisie,
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 1o the spected treanmest repomed 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
bealthesre and PR e ——

representative, while s PPV P
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
# Evidenew af pharmar evigilance training .

| .
# Timeliness and quality of subnsitted 1CSHs
& Tntermal documeitation and reeord sva e

#2026/1/11 - » 1447 =, 22 225
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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 mvolved in the cevhew and sign-sll of protcals of pos-
This Chapterapplies exclasively 1o the following healtheare withorization safety stndies conducted or purssast to ik
mstitations eperating in the priv L d in Kuwalt

Kuwait * LSR shall reside in Kewait sppointed by the local agent and
= Gavernment haspirals mnd health centers their roles and respousibilies along with the QPPV
 Private hospitals s 1y i

« Privare medical elinles and polychnics which st b agreed by the Jocal agent and the MAH.

This Chapter dos not apply to «Having  wwaremess of  post-authorization  safery  sudies
« Marketing Authorization Flolders (MAHs) requested by Kuwsit inchuding the results of ssch studies

e s of gl igilance and submission of sll
i o Tatesd o in callal with the
Diefinition QPeY in Sshins

The Pharmacovigilsace Facal Point (FVFP) i o Rornmmd SECUE B M) s R B e o

a hospial, medical clinic, or health
catiled anal il H

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

;IU.IK design effective P of the fallowing requirements:
Fueal Point may i i o Professional Background
e mesferlaw.gOfF—-

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

* Phassseciat holding & Bachelos Degres in Pharmacy ar on
MPharm

= Clinical Pharmacise

* PhasmDd

© Minimim Prolesional Experbence

= ixt (Bachelor Dej

A mimimaum of even (2) y
baltheare setting.

® Clinicsl Phasmiacist or Pharmi)
A mindmum of six (6) menths of profesisns experience in s
Bealthcare setting

= Pharmacovigiancs Traiming

‘The EVEP shall have completed basic pharmacovigilance
tmaining, covering a¢ mimimun

4 i drug reactions

» Ensuring a fall and I

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 Kuwait (e varistions, urgest safery restrictioms and
ication o patients sl ]

The QFPY or the LSI shall act x » single pharmacoviglance

comtact paint fur the national cegulatery suthority on o 24- hour

basis and alsa w8 contict point for phammacoviglance

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
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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 shoulid reflect the ghobal availability
of safery information far medicinal prodocts autherized for the
MAH. with s on the PV e local or regianal
activities

» PV nctivities an i natioes] level as described in the BRSME
may nat be applied to the same rxtens by all the MAH's national
offices;  affiliates;  furthermare,  ome  sddional  national
reguirernents and details may sl apply

. 3 dsould provide
clear illussration of the key elements of hoth global PV system
and local PV sub-systenn, highlighting the role sl QPEY and
respectively the PV activities sre carried c'ul m

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

tad b b o ot e
Integrate together
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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

o The fisll PSMF jabong with its sammary) snd the national
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

«For the multinationsl MAW Applicant the Tolowlig e
ducustients sre evguired for submision
1 The i

i scmeracfar|aw.

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

6 X
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.

© A e of snismagghag the PV, and providiag s bals lor 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 sk minimization

imved i the risk o lsid down 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
tandard aperating procedures. work instractions etc i, and the
controls that are applied to their accessibility, implementation
and maintenance.

o Informatian abust the documestation sysern applind o
relevant d i ird parti
oA list of specilic proceduses and procescs related 1o the BV
activities amd inturfaces with ather funstians, with denils of how
the procedures can be aceessed must be provided

© Tesiniag

oA i

of B activities (an organizational chart showing the namber of
peaple involved in PV activities should be provided These daca
iy be given in the section describing the orgunizational
stracture)

o Tnfirrmation shout sites whse the personnel are locatsd
wheseby the sites are provided in the PSME in relation to the

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

agreements exist o delegate the system. reference w the

il I

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

Annexes, such that, for a MAH, th , P oA fthe staff-aining concept, including
e related o the set of IV system master fles ) * reference to the lacation training files
- Whese BV systems are shared, all prodacts ize the PV s b i ing PV related

systemn showhl be fncluded, s that the sative st ol produe
covered by the file is ayuilable (The list af prodacs may be
presented separately, organtzed per MAH Alternatively, o single
list pramy b used, which i supplesmented with the meme of the
MAH(y) for esch product, or o separate note can be incladed to
deacelise e productis) and the MAH() covered |

o A list of contractual agreemsents covering delegated activities,
inchuding the medicinal producn.

o A list of tasks that have been delogated by the qualified person
far pharmacovigilance

o A Hst ol all cormpleted audita, fior & period of flve yesrs, and &
lisx of aisdic schidules.

& Where applicalsle, a list of performance indicatars

o Whers applicable, o list of sther PV system msster files hold by
the sxme MAH Thi; L b A
the namse of MAH of the QPEV responsble for the PV systein
wsed I umother party that s sot the MAH masages the PV

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

A deseription of the sppeoach wed 1o plan sudin of the BV
system and the reporting mechanisn and timeine shosld)

.
provided, with & currens list of the scheduled mu&
i i Y in {
wystem

CI %
= This list shoadd descrite the datais) of andit canduct and of
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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 riks, the PSMF, risk managessent systes, risk
minimization measres, periodic whaty  update  ruports,
corrective and preventive actions. and post-amthorization
studies;

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

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 shal 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 spects 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 g 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

i cross mantching with such ame of the topies Bighlighed slove
in this section the topic name, procedaral document reference
namsher, title, effective date and document type (for all standard
operating  procedures, work instractions. mamash  etc )|

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

Fing “A i s the
should bo dearly identified Docsments relating to spocific W PV, covering the fullawing sepects thall be included bat not
lcalicountry procedures need not be lsted, but s lst may be Tirmited oy

y w B d fis peofile(s) result

specific local procedures, this shoald be indicated and the names
of the applicalile countries provided)

PEMF secti wystem
» The PSMF shauld con

e manitoring methods applie

repors, adin
specilic PV activities or sites undertaking PV oand their

operational Interfaces rebevant 1o the  fulfillsent
obligativns and cover s rolling 5—year period

 The PSMF shall abso contain a note awociated with any ausdit
whiere slgnificant findings ure ralied This owans thar thse
preseace of fndings that Rilfill Kewait's criterin far major or

systemn. the ™

The MAH shall record in the logbook amy aleration of the

content of the PV system msster file mude within the last five

yoars. Also, the MAH shall indicase in the Ingbook the date. the

person respoalble for the ateration and where appropriate, the

remion for  the  slterstion. and  other change  cantral
jos s - changes shall

Include st beast the dats, paeson responsibls for the chasge and

the natre of the change.

Format and layout of PSME

Cover Page

» Nurtie of the MAH, the MAH af the QPPV respomible for the

BV aysten described (i dilforent) as woll & the relevant QPPY

chird parry conapeny mame (i applicsble).

be indicated
© The andit report must be documented within the guality
systurs i the PSMF it ot ta provide s bri i

ik iy p " d wiith the
slgnillcant feding, the date it was ideatified and the sntcipated
i the

with o s

wiklny el tem plands),
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

ferlaw.

“An saplamation of how the

- o fof |

meerics weed

Ip il This shauld
imchude information provided by KPVE regardissg the quality of
ICSR reporting, PSURs PHRER or ocher submissony;
~ An overview of the Gmslines of PSUR/PBRER reporiing to
KPVC the anmex should redlect the latest figures wiad by the
MAH b aven compliance): An overview of the methods ued to

of evaluation, decitian making procen for tnking apprapriste
measares; signal generation, its detection and evaluation This
sriny alio fchuds ieveral weitten prosedures snd Imstroctions
concernlng safety detabase catputs, interactions with clinical
departnsents ete.;

- Risk s amd i Fthe af
itk minimization messares; several departments may be
involved im this area, and inseractioms should be defined in
written procedures or agresments;

SICSR  colleciion, colltion, follow-up, swesment  and
reporting; the procedures spplied to this aren should clarify what
are local and what are glohal activities;

- PERER schedufing, production sl submision, if applicable.

- Commusication of safety cancerny to commmers, helthare
profensianals asd sediclnes suthoriies

- Implementation of efery variations o the summary of prodwect
characteetitics (SPC) and patient information leaflees (PILy;
m should  cover both  imternal  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

commumications.
« The MAH should be able 1o provide evidence of s systern thas
ind tinely decksion making and action.
~The description must be sccompanied by the Lt of the
followlsg processes for complissee munsgement as well as

plan . or other J ar
ditioms of i . " PV
PSMF section an quality systens interfaces with ocher functions

= The i of PY data, the examination of

+ A deveription af the qality

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

aptians far ritk miaimization and prevention snd approgrisie
meassres wre 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 be reparted

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

o avold duplicate submissions and 1o validate signals;

© Effective commanication by the MAH with KPVC, including
commmmication on new risks or changed risks, the PSMF and
local PSSME, sisk

« It is recommended that the should he comprehemsive for
products authorized In Kuwalt derespectve of ndicarion,

® The list should describe, om the local basis, the status of sach

mensures, PIRERs, i preventive actions, and post-
sushorization wudies;

& The apdate of prodact informatian by the MAH in the light af
swientific knowledge, and on the bmiv of @ comtinuous

MAH ol by KPVC;
o Apprapriste commumication by the MAH of sebevant safety
3 health d patl

#» These Evierfaces with other fumctions include, but are not
limited to. the roles and responsihiities of the LSR. respanding
to KPVC requests for information, Hrerature searching, safety
darabsse b 1, safery o R safinty

data archiving, pharmacovigilance suditing. quality contral snd
training
= The lise, which may Annexes, shoul o

of & erous-reference. marchlig with sach ome of the tophcs

mentioned above inclading the topic name. the procedural

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 Identified

* Any specific local (fn Kuwaity procedures should abe be

indacated

» National PSSMI section on Pharmacovigilance Sub-Sysem

Performance.

= Local PSSMF should contain evidence of the ongoing
it the local PV sub-ry 2

eomnpilianee with tse smais sutpats of PV, uch as

o o th SHs

sy prags the p ha main ohjective.
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
ansenermient of their G for purposs shall be described i 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 ghe
matare al the duocumentation available shoald be

s manesswd I the anner, Fgares 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 to asvess compliance on the lacal level)

- For A e aysternn (where as el e
only be meed for expedited shminian of 105R  the
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BB Taking into consideration that PV i
are relatively new in Kawait, thus having an experienced LSE

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

Local on f the MAH's
local office.
A of thy ! il MAM's bocal

affice rulevant to the local PV weh—system must be provided

# The description should provide & clear overview of the

comgpanyfies] involved, the main PY dopartmont and the
berween ant iomal units

relevanst o the faliiliment of PV obligations This should includs

chiird parties

« The local PSSMF shall describe.

> The orgasizational sractuse of the MAH's local office,

showing the pasition of the QPPY in the organizarion

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

o The sites) where the phanmacovigilace functions ou the
national Tevel are undertsken covering Individual case safoty
repart collection, svabuation. safety darabase case entry, periodic
- S 2
plan pre- and p
dy 4 of safecy
« Disgrams may be parsicolarly wseful, the same of the
department or third party should be indicated
« Delogated activities
= The local PSSMF. wheee applicable. shall contsin s deseription
af the delegated activities wnd/or services refating o the
fulfilliment of PV obiligations
o Links with other organimions sach as co-marketing
a ctlieg of PV uctlvities an the nationsl level

sysiem), risk

should be fudised

imanagement of the data, the mechanisms wied To asare e
Lnregrity and secessilbility of the safety dats. and in particolar the

:"'ﬁ:;d“m sbowt adverse drug reactions. mle S

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

o Ats overviaw naure iafinty database, puper file at site of receipt) thould be provided in the

uriation submissions compared to fnternal and loeslly applisd lacsl PSSME

deadlines, King lred safety . af the process, data recards for the

have hoen identifiod bt mot yet bomn sabmimod porfarmance of PV jon the loeal lovel and s sppropriate in

o Where applicable. am overview of adherence to Narional incegration with MAH's headguarter)

Display of BME i o other ok ar & The duscriprion s be dad Ly the T 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

deseribed and explained pprapriate in i o 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

ferlaw.

s may be in
ivolved. the roles undertalon,

COLI s N

(e g medical lnformation. suditors, patient sapport progransme
providess. srudy  data o |, &

® Thee maine of other canoerned MAH | haring 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 infurmation relsting to the QPEV provided in 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

PSME section of The Orgasisstionsl Stracture 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
w.. sifilistes and third party comtacts

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

 Liat of audits conducted and complted

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

tob ined in the L
« The PSSME contents and format shall be sccording to the
current version of Arab GV

« Local PSSMF shall inchude information and documents to
eacribe the PV sb-rystem at the local level

« The content of the local PSSMF shall be indexed to allow far
efficiont navigation srousd the docunsent asd follow the
maodular system described in the following sections snd the
asien

« The local PSSMF shall be rsintained in its cureen state aod be
permanently available to the LSR

»The

local BY sub-systen

L section o Local Safety Responsible Prraon (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
i inspoction 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 detalls shall be pravided s the snsrketisg
suthostzation application

o The infurmatbon relatlng to the LSR provided in the national
PEEMF shill include:

A Jobs descriptian of the LSR, gaseancecing that the LSR bas
sufllelent autharity aver the pharmacovigilance sctivity on the
mationad lovel in order to pramote. malstain and improve
complisnce with natiomal regulations.

B Summary curricaluom vitss with the key informatkon on the
rols of the LSR

€. Contact details

D Details of back applyin the ok £th
LSR.

E Checkfint as the reqaired practical experience sndirsinlag
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
i oh 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 fioe the change and the narure of the change.
Liseal PSSMF Presentation

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

 The infarmation shall be succiner, aceurate and reflect the
curremt system in place, which means thar whatever format is
ssed, it maist be poasible tn keep the infermation up fo date and,
i o revise In 1o rak P alned
technical and sclentific progress and smendments to the
leginlative requiremenss.

 Although provision of the document 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

Format 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
KEVC if requested D

I any fuemu, patlonal PSSME should 1..‘ el

¥ j - g Ll
andl aliow full traceability of changes
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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

o monitaring requirements exist |

It may be sppropriate to restrict access i the natonal DSSME
in arder to ensure approgriate control aver the content snd 1o

i bty e s

# The Narional FSSMF should be writsen in English, indexed in o
manner consistent with the headings described in the carrent
version of Arab GV, and allow easy navigation to the contents,
# Estibeclied direurients sre discouraged
 The vse of electronic bookmsrking and
recommended

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

rchable vext is

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

ferlaw.

contained in the RMP; The

provided as a secondary list
horizatians th

aystem, for

> 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 with other functions,
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

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 deseription of the sraining concept, including o
eeference tu the Incation of training files, records, s well s the
Eruindmps raaterials

D Auditing
» Information shout quality ssurance saditing of the natienal
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

dacumentation, ruther than reviewing the sysem aversll They

are likely to be ‘for cause® nspections Lo investigne & ipecific

F\ad.ﬂ e Some aspects of the wider aystem may be
d ion (shat s, the sysberm

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

h 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
previous Enspection Ideatified 4 high level of 1 the

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

dme berween re-nspectlons may lncrease
Mare frequent re-inspections may occur

* Wheoe siguificant oencomplisnce bas bern idewtitied

= Ta werify acld i
+To evaluase ongelng compliance with obligations

« To aswess chamges ta the nspectes’s PV systemn

# To ensisre proper corrective and preventive actions (CAPA
st mre in place i addres previous inspection Gl
Remote inspections

These are PV tispections of the inspectee’s prendves (or the
premises of 2 fiem they bave contracted o belp fulil theis PV
activities) performed by the lspeetion team remotely wsing
communication techiology such as e lntemet or videa tele-
crmd'":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

ﬁﬁmaybrp«fwm—dm-

Bk Based i

Tspecturs take w risk-baed approsch o schedufing PV
ions and prieritize routine 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 o i

® Whether the product has addional FY er rlsk

4 The inspection notifleation

shall be isaed to the email address of the inspecree®s local safery

responsible (LSR| prron. A confirmation of the imspecte’s

availahilicy shall be received from the LSR's enail address The

inspectee shall be requested to emsure the cosperstion of all
riies and to confinm in writing 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

Roailion BV frspoctions ar schwdidod s part

program There ix na specific mwn
although we take ek based approsch to pelucitielng theen

e jauwo
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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-«-nm amm.mmwurﬁ
Inspection An i o i fime with the
scope and objectives ol'dul.nnpoﬂlm: 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

 and
blégatives, und to prevent violstions or adsconduct
The ficus of £ i
the MAH" i yusem foe the
s = v

authorlzed mumn.ﬂmh the GEE reghon, s past
of e wverall ifeey assessmens performed by KPYC

Thia swensmrent may include, but bs mot linbted to.

.

® Adverse drug events arising from chinical sudies subject to
expadited reporting
# Perlodic Safery Update Rapore (PSURs) and Periodic
Iemefit-Risk Evaluation Reports (PERERy)
I acldition. the MAH's ability o identify, evaluate, miupon
all ¥ thlng trawn o
L afery preducts

horized i it may be suljoct 1 ph gl
audlit o inspection. as appropeiate
Pharmacovigilance andics and inspections may be cosducted at
asingle site or at malsigle sites, depending on 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 wummwhm Mmu-.upnwmmrw-h&n imitiated.
The dats = i dncted on » may he
rmvl"be PV inspection (general sampling or with respect to 2 w:-ud im respomse o specific concerms,

icular pr ar aren) shall be prive ine activitien audits or inspections may verify that

ln\telnspﬂ:ﬂnu and should sddress the scope and objectives of
the imspection Additional dats mﬂ docurmentation fior review
ay also be identified 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. Targrted activities may faces an specific
systmmE, processes, of product, a-r-dmr'- regulstary meed

meview by the i

™ i : ated inprceions BT ene
or more products may be selected as examiples 1o verify the

implementation of the systern and provide practical ee S

its fanctioning and compliance

“Fot canie’ Bapection

“For camwe’ inspections are andertaken in remonse 1o specific

wriggers where s PV way

Al st

“For rase’ inspections grnerally fcas on specific aspects of the

PV spstem or examine identified conspllance baes snd theis

fmpact on & specific product

However, the estie PV system nsay b inspected s a rosalt of' 2

iriggee Siguificant public bealth coscerns o identified
are exp be th rigs

Systom-rolsted inspections

PV system-related inmpections review the procedures. syséems.

personnel and fucilities in place snd determine 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

ferlaw.

«The clinical seudies snd post-suthorisation sdsty sudies
conducted by the MAH, The differenst possible origing of the
reports  f(ie, local other GOC ﬂl-'ﬁcl:_ licensed
reports. clini
whuse of mon-complisnce  identified dllrlng previnue
Inspections.
The sample should give s good represencation of the conduct af
PV st the marketng suthorization ste 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 part nnhhnl‘rn‘. arin confunction with, the MAH sy sbo
e suibject o pharmacovigiance sudit o mpection, in eeder o
conflem thelr capability to support the MAH's compliance with
pharmacarigilance abligations
Respomsibilities
Kuwsit PV Inspecton are required to flill the following
credentials
1 Should hold a Pharmacy 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

of Py ? i
The objectives of 8 phermacmigilence sadit of lspecrion may
vary depending un the regulatory context under which the
activify i initisted
+ Plumsacovigilnee sudion sre conducted Lo assess system
quality, afficiency, snil averal
- Pharmacovigibines inspectioms ure conduceed o verify
complisnce with pharmascovigilance lgilation and regulatory

The declsion to conduct a pharmacovigilance sadit o inspection

Teegulatary Clarification.
Whers the term inapecrion is used i |

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

» Docarmentation for delsgation of ks

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

« Interview af perwnne] involved in sy PV sctivity, including
technicnl representatives. regulatory affsirs logal, climics) trial
and product quality personsel il appropeiate

E iom afjob descriptions, i s braiming
f individusls invalved kn any stage of tha PV and wfety
valustion proces, which muy be suessed during

imchsde review of dueatsented SOPs s instructions covering
all aspects of PV idrug safecy, in ardar to smes srstens quality
sndl ropulatory complinnce, as applicably

These SOPs and Ertructions should include, bt are vos Brived
ta, the follewing activicies

s Codlsetion and managemont of FV dama (from healthears

. edical qualiey
complaial departsivats, regulatery alfsin departsients, legal
I st b -

marketing oeganizations, etc |, and when applicable, of serious
sidverse svents [SAEs) in elinical or post-suthorization safety
stadies.

» Chusality assesssment

el dirs and verified during

* I of

pervonnel
+ ABocarien of deputles o key perscanel
Facilities and computer sstems
« 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 aceess t= the srehives
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

dures for training of

and wheiher AE reports are
expedisable

+ Coding

+ Avoidance of duplicate reporting

+ Ensiring teporting complance

+ Emsuring an advaunte and compilets follow-up

+ Handling of reparts to and from ather organizations (e.g
liceniing parusers)

. i i . produt or placsba

» Emuring completoness of the informstion contsined @

databussy

+ Review, validation sad follow-up of uspected AEs

eDhts  Mamagement (accorste  stosge and  reteieval of

Information, teacking af riports and ensurlig thulines,

eompliance with local requirerments of confidintiating

+ 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

enunality). coding and procesing.
* Fallow-up and oatcame reconding

= Heporting within the specified timeframes to KIFVC where
required

* Recard kooping and archiving
B Perindic safety spdate reports (PSUR)

it of the data Inchided

- ol decivion data that are Dot
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;

. of 4 type Il variations
+ Updating af core safety information, il maiable o
+ Signal detection trend analysls activities

+ Mansgement of communications with the gt
suthority

lc yawo
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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 sive peronnel showld provide

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

* Productis) diernatives in the

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

5 i

informatbon abwut the MAH andior sspporting contractoss|

+ Evidence of filure to comply with other bacal reglasary

Ths would: sl d
links with ather commercial organizations relevant to PYdrag
safety, the systems used for the collection, collstion, amd

& icw (GMIY). RMP
activities or the submibsion of PRRER

i ply with leglslative PV

significamt changes since the previous inspection (where

., wnch a3
o Bvidence of failure to submit adverse drug reaction reports

plas
fue the fature

Cal ding

Thee Imspeetion scuvities should be detniled in the PV Inspection
Tlan. Nevertheless, during the inspecrion, the inspectoes) may
anend the plan 10 enaisre that the imspection ohjectives are
achigved

Suffici iom to fulfill the i Ll <8 should
be collected through examination of relevant docoments and
comyuter syitems. an well m through the conduct 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

» Prodaction of Risk Massgement Plas, when spphoabie
« Organizational charts to identify the key peronmsl

+ Contrel of SOPs and other procedural docamen eS
imclading writing, review, appraval apdating, distribu
o b quality

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

= Interaal suditing of the PV systean, inclading verification of
hether b o and bow sadin findis

docamented, communicated, snd addressed w pas of the

g wct quality
the implementation of recormmendations following data review, (i) Qualified Pereon (QPPY)
F 1 i 4 o g : B 4
= Motification o the Pharmascovigilance toam, in the KPVC, anl training
b safery withuln the . I of QEPV usd comtact detadla in the PV apstern
specified Emeframes * Veril the QPPV 0 direcy, timely
. and of the Risk ta all rell PV /ds i '

Phan (1RMP) and othes safory commsitments

* Verification that the seme QPFV hay besn notified to sl

ferlaw.com

foow-up messmres for comrally reglutered  products;
comypliance with Tisk Mamagermest Plans ([RMPs) where
applicable

« Preparation nd submission of Periodic Safaty Update Reports
~ PSURs- (inclading discussion refating 1o off-label wse SPCs
finchiding revisboms)

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 bave been ssheantracsed, ar 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

Any party iz Lad
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

. in relation to PV drag
af producss indergning clinical stidies

« Callsction ud reportiug of $AEs in clinical stadisy

« Callageh . A

+Providon to the competent mwthoritios with any other

" o feke med Baniltin.of

purposs ion and to discuns the far the
inapection

In particulsr, the fallowiag peints dhould be covered where
relevane

+* The bend imspectar should describe the parposs and the wope

 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

 The lead inspector shoald ouding 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



11 -2 1447 (= 22 4

Ogadty G L0 1773 stabt it gt

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
actinns accarding to the ssrionsness and severity of the safry
fane and the spprapriate ik mesures suggested by the KPVE

. .
An important identified risk, nportant paten o .ﬁ
imformation. ~

Identified Risk
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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 und of the inspection, the imapectory) should 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
shroudd be docamented
If required by local regulations, the inspection ohasrvations may

tharough
(L]

Classification of Hecalls:

» Cluss | Rocally; rufir to medicinal products that lead 1o the

An d i i adeGuate
wn assoctalion with the medicing] prodact of interest. Framples

Imchade
» An adverse reaction adequately demonstrated in Mm-e S
radi chinical datag

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

ferlaw.

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

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

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-
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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:

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

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

«ln cases. when justified by risk. KPVC may will

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 safesy dicimal produc
i m module which iy ami enaric pe

n RMP il g
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 unless 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

sstional sailaring i any

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

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

the pansibily sddad activition o manag el i

apecify & date for submsdaion of the next RMP as o conditlon of
the MA. this condition & communicated with the Medicines snd
Meilical Product and

enerating MA Approval

» 1nis thee respossdbility of the MAH to monitor the safery profile

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

significant change to the risk-benefit balance of ane ar mere

medicinal products mchided in the M

w A significant change would in particular, wnslly ncde

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 che request of KPVC

- Whenever the sisk-managenent systea s modified, especially

an the resule of new information being received that may bead 1o
i g 1o the risk balance or s a

importans PV or risk-mimimsizstion milsstans being reached

* Whes peeparing & PDRER. there is & need for consequential

wchanges 1o the RMP a5 3 result of new safety concerns, ar other

dara, then an updated RMP should be submiteed at the sme

time.

» Tn this cuse o standalane IMP varistion is ecenary, Shoald

wosly the timing for sebmissian of both docsments coincide. bat

the changes are not related 1o each other, the RMP subimission

shauls! be handled a1 u standslone varistion

» Whes the RMP is updated, the risk minimizarion plas dhould

imclude us evaluation of the impact of routing and/os sdditosal

sk minimizacion sceivitles as applicable. .

» Far MAHIMAN submitebng ELRMP asnd s M

when the referenced FU RMP is sshiect to

Dhsplay of RMP should be updated s sccordance
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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

+ The RMP is o dymamiic. stund i be

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

the accarscy of all imformation produced by the conspany in

relatine: to ity medicinal products, and sctively updating and

prompily it when new becames

availabile

Respansibilities of KPVE

* Comstantly manitoring the benefits and risks of nsedicinal

products inclading asmesing (he reports  submitted by

des. healtheare patients
ind, ppropriate, ther saurces of
+ Taki actians ta minimize the ks of

upidated throughaut the life—cyele of the products (during both
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
toxicologlsts, clinical pharmacisia clinical revearch physicisns.
pharmace—spldembologinn snd PV axperts.

#Since a ek mmanagement plan b primarily & PV docwment,
ideally persomnel should msnage the production of it with
spproprists PV training in sither the PV or regulatary
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

pe ¥ the carmpany in relati

* Effectively commaunicmting with staksholders when new
information becomes available (Providing imfarmation in o
appropriste formiat o patients, healthears physicians. patient
groups, bearned societies eic |

* Whets weccssary. emiring that the MAH of geowric andior
sitnilar bislogical medicinal products make similar changes to
their itk minimization neasares when chaiges are made 1o
thowe of the reference medicinal producr;

wha ibould ensure overslght by somecas with the
sclentitic background within the company

« Faor am imdivicheal MAH and MAA, off products containing the
same active whetance shoald he incuded in ane RMP anless
separate presentations are requested by the KPVC or agresd by
the sarme at the request of the MAHMAA

» Where & RMP comesrm mare than ose medicinal produc, o
separate RMP part VI (Pans for posi-muthorization 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 pasdicimal ppli
af
vl

® o Siaations, inaddition, wherea

Updates to the RMP sabmitted during a procedire:
* & medicinal product can anly bave ooe —cuarrent version of

of the versian

e the last ane submitied before the Ohpinion (g changed
Indications, changes o SmPC wordisg which aifect risk
minirnization)

BMP
® I several updates to the RMP are mhrminrddlni‘n'mle S
AP shall

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

*Im wddithon, dilferences In dlsesse prevalence amd 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 shousd be provided Is the CTIVeCTD file.
= The BMP shiuld reflect the oatcome af the procedurs -
reinoval of all rofersnces and duts which wers subject 10«
negative oplaion. the exceptios to this requirement i that
died in clindcal trials related 1o & Begative oplibon
may be included in sultsbly snnarsted exposure dats in KMP
madule ST11

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 versianing of the RMP the nombering shosld be

ferlaw.emm-

el T eepee Tielats
1. An application involving

* New route af administration

" New process of bis i 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;

+ 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
peoductiy) concemed

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

+ Document mesnirs o prevent or miniedze the ik

Ale effectivestess of these inferventions.

+ 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

Stewctare of the Risk Management Man

The RMP camsiste of seven part jues KoGVE Annex 5)

- Module ST Epidemiology of the indicationis) amd targes

- Module 511 Non—clinies] past of the safety specification

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
exlsting RMP popalationi)
» an RMF MAAMAH for

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

= Misduli S111 Clinkcal trial expoare

- 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 1M Pharmacovigilance plas
Strncnare plan for

» The ientification of sew |lffq concems

» Further i

= The investigation of whether 8 potential safety concer is real
P

» Houtine phamucwlgihn:o activites.

(Pharmacokinetics stabies, drug utiBization dodie, sudies o

measure the effectiveness of risk minimization measures. non-
studies, phsa dies)

Action  plams  for safety concers with sdditionsl

pharmacovigilance requirements

Summary table of additional plurwwnnp'|-|=- activities

Tart IV Plans for p y seustics

(The KPVC may require post-autharizstion sficacy studies for

products where there are concerns shout efficasy which can onky

be resolved after the product has been marketed, or when

L wper

® Action taken by Medicines and Medical Produoct Registration
anil Regulntary andior MAH far safsty reasons [a restriction o
tho sgpiva it w- g codbenjelfcnlon, & % e

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-simdy post-anthorization sxpavers (patieats sxpoved
post-marketing stratified by sge, sex indication, dose and
reginn)

2 Post-autharization aves in populstions net sudied in dinical
triah

3 Post-autharization olf-lsbed aie.

4 Epbieendologleal studies which are, or have been, conducted 1o
chacidate safety or elficacy imses, study drug atilization or
Module SVLE  cAdditienal requiresents for the  safery
specification”

« Potential for harm from overdose (whecher imtentional or

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

« Potential for Tonis infectious

nsay need igaificant revislon u Patential fise mizuse for Sl purposes
1 Sumsmary of existing oificacy data & Potential for medication errors (wromg patient. wreng
L Tables of po efficacy stisdiey ption of e d

study, milestones, due dare)

Mote The requirernent fise efficacy studies past authorization
refers solely 10 the cumrent indication(s) and mot to susdie
investigating addisiona indications.

Fart ¥ Ttisk rinimization measare

1 Routine risk misimization

= Sammary of produet characterizations end pacloape loalber.
 Pack size and labeling.

# Legal statiss of the product (revsicied and specisl seedical
prescription).

1 Additional risk minimization sctivities janky agreed by the
PVC)

3 Diirect healthears professional communications
 Educationsl materisls (potient alert cards and wonitoring
cands)

« Contralled diseribugion systems.

4 Evalustion of the sBoch PO e R o

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

¥ Sy of ek ikl R s I A
3 i

4—summ of charges 00 the risk mamsgement plin over time
Pars V11 Amnewes to the risk mansgement

G o KuGVP Annex 6

Amien 3 Risk Managenient Plan (RMP) check B

~ Pharimacochermpestic ..-..p‘-;wlt:mdn
T e af markein

» Postential fisr off-lahel uie

o i Fallow ap af aslity or elficacy boies in
P - label wie)

Maodule SVII. “Identified and potential risks*

- Mimmm safery.concemns (abler) Important identlfied

af the RMP
o The source of the safety concern should be stated (clinical

p perience, identified and
powncnl Stk Jadoiing Foed g 1ad g i

it soal cluss effe
stuilies or risk minimization activities are
Module SVIL Tdemified and potestial
medicinal producn’ (ATMP vemion)

ol whether

Tc yawo

P2026/1/11 - & 1447 Ly 22 080
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Some i 10 all med wnd

topics, ol I are

I activities in the RMP for each region although

nat mestiond (wee Annes)

Part T Products) overview

1 Active substance information:

~ Active wbsmnees)

- Pharmaco-therapentic groupi (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)

, Pharmaceatical forms and srrengths: (current snd propossd)

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.

Musdile 511 5, i af ¥

« Tonicity for active substance and in impurities (¢.§ Topest-

dow  tosicity,  reproductlve) dlulnpumnl nasbeity,

o General phasmsacobogy (e canBlovascular including QT

Modisle ST *Clinsical trial e

& Newly identified safety concerns (tubles) |Iupo-mlul
and

of the RMP

.ﬂ....,m,“...f.r,m.w...K.umesfe rlaw.cagr

potential hmllml incluing rmhh. and drag-drag
i i I d whether mew
stindies ar risk minimization activities are proposed

«The additional risks specific tn ATMPy which should he
comsiddered for discamion include.

o Riska to ving danars

o Risks to pasients related 1o the stormge snd distribution of the
product

& Rk " diiind 4 a

o Ritks related 10 intersction of the produce end the patient
ﬁmmmupli:lty g mphy].ld.l_ graft rejectivn)

o e the patienn

o Risks related 1o re-adminisiration

o Specific paremt-child risks.

applicant

| “Summary of the safety concerny” tables
= Important identified risk.

0 11,1-: af trial and naimber of

« Duration of exposuse.
«The expowre of specl papulitions (pregnamt wamen,

I e which all

* Furtheemare, individeal countries may have differsst health
systems and medical praciice sy dilfer betwwen 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 subunit both of the follvwing.

1 The mest updated verson of the EL RMP (referenced TL

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

« Th suslsemittod EU RMP shall e the mest updated versian

* 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

subminied L RMP llilw!ljﬂl Ml\hluﬁl'bly skipped in she

o Karwait and the MAH is requited to sibers 10 them, EXCEFT

otherwise chearly stated and justified by the MAHMAA in the

—Natbanal Display of the RMP and agreed 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:

pre-marketing approval

breastfeeding wonven, remal thepatic 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-feeding wamen.

» Pasienss with hepatic/ rens] impairment.

FEEFEEEEEEERE

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
mmbﬂi* of the RMP parts, modules and sections are

1d NOT be changed e

o Pasints with bidity (e 5

of un-sequired sections.

-wmuma—-m:,mmm«m-mu
elimical erials
 Sub-popalations carrying  ksown and relevant  genetic

the RMP (Detailed description of sach part of the

RMPy
{As per Arab GuidvBines for Good Pharmacevigilince Practice,

currint veribon|



12026/1/11 - 2 147 L, 22 08 61 Syetly et 1773 sl ) 20261111 ~a 1447 ¢y 22 M1 60 Sgertly 2 2t 1773 30t pdt g
o e showukd be T~ mportant potersial sisk anew indi A pr e
subiitied anly wpon Feq. T Miaing informstion b R N Sy (i pplicabil
Fort i 1 e =1 revuke o marketing ashorizarion o wnd country of first launch worldwide i
require soch smmer T Structare plan for- (List shaild be cunsslative. and wpecify the cosniry. oty
[y P — it - Theilentification al new saley concerm. motiom takon and the date ab approprists) - Busmher af medicinal prodct o which this WP
should be omited (WITHOUT changing the | = i o ; h - = ™y e
el - The invessigation of whether a poteniial sitty | 3 Adtministrative infrsstion o —
Annex 2 | v i " ~ Diasa Inck paint of the curreat RMP
 Curross sy of product charscteristics |- Huw missing isformmation will be discumed. - Ddate wutmiitiod and the versl on semnber
(SeniPC) and puckage beallet |1~ Rautine pharmacovigilance acsivitie Line ol the FMP
T Tames I Additionsl phasmscovigilaece secivinie. 3~ Pouc-authorizaton ofl-labe] use A~ Thriel descripaivn of e product inchuling.
o " FrT | R i 1 Epudeaniolugical wiadies which ars, or bave Been  Cheriical s
couniry spproved relused susprnded withsdrrwn) | stties 1o nsvasure the efficiveness of sisk Ly iy - Summary of nsads of stion.
mashitd nel maibeied] | eoimiemiasi a el s ok il <
P | R R snknlteative e urigin of active nshueance of biological, reevant
ErTe— ] | = Action plass For safery concerss with sdiitionst Maduls SV “Additional requitemosts for the safsy adjurvamss or resiliuen far vazcine;
i | pharmacavigilancs sequissment specificainn’ - Indiatiom curren end propased)
e | - Sunsmary table of milfitionsl pharmsceriglsnce - Putential 5 [aage: (curress and propesed)
= ) | nctivitien intenisanal or accidensal) = i
programme PtV propowd),
s : e | “ i -
- y — f I Pobmntial for sriusan bor llegel prposes “Module S1. “Epidemiiogy of the indicatioms wsd |
it wBewcy which cam vady be resolved aller the prodect - Potential for smedivation erron swresg patisnt Awrget populssion”
© hax been marketnd. o8 when knondedge shout the wimmg dose. - The epidemialogy of the indications) includes
aceiviskes in FLME part £11 seberfulatrati Jincidence prevelence. seostalicy sl eelrvant ce-
r— Povential for off-label use ‘marbadiay concammitant medicasiss; srified iy
Specific adwrree srant folow-up form - Specific padistric lwuss Follnw up of sadery av | agr, sex, and racial s o sibmic arigin
1~ Semary of enisting eficury dar iflcacy d b $11. “Non—clinical part of the ety
| 2 Tables of poss-swthorization efficacy sedes povential o pediarre off-label wie). |
| (description of sudy, milstune. dus dats) [ Module SVIL “Iemifind smd petsmiial rvke
| Metr- The soquiresment for efficacy studies puss I awly duasiiied iaery concerny (ables] |
= repers far KM
parts TNV O snd not o stadies investigating sddisonal identifled dnce the Lt wbimisdon of the RMP.
Anmes 10 rpimicer ~Th T ~ Cramral pharmacology (s g csnliovasealar,
- PV | sk minisizarion meanires {elinicad development, posé-suthorization T R i —
viias (F nppicabls | 1= Moutine risk sminirmizatian wnparience. ieaifed sad posenciad intsrstions I = oo fmmatctbacn
s < Summary of product charscterization and package a 1 | g o duna
_ TnEngih = | lomilat pharmcalogical de efects: and whether sew I Mol SIT1 Climical trial exposre” jtables’ grephn)
W |~ Wark sizs and labaling. cmelricieim i i ~ Type f veial and nuniber of patbers.
i - anid
Eglish versien, ;i | medical prescripticn) . 1 . 2 e
oo g s u | Kol e RTUTs JOPN=X & =
Amnex 13 = ~ Durasinn of sxpassrs
5 oY g ] = 5 T ———— e ————
nagerial) | E— e, Dteafiding wesnem_ rensl lmpainmene
MODULE TEN ‘hepatic impreimmest, canlise lepairment, wih -
PERIODIC BENEFIT RISK EVALUATION REPORT . 3 poplation
i = TTeSTEer1IaW./COl : e ot
PERIODIC BENEFIT RISK EVALUATION REPORT ok oluoel clusd M et Mgl SEV; Boprifafor st sl 1 Sl
(PBRER) TartVE | Summary of activities in the sk mane pim studie or rigk mininsization sctivitien e propused :un-: )
i Renm ! e hauld
A Periodic Benefit Risk Fvaluation Report (PERER) is an | by tdicinal prouce ables) “This additinnal risks sgecific 10 ATMPs which st il i g o el
amabysia af the safety. efficacy. and efficiency of s drug. once it i | I Sy oF ey coae i conddesnd for dscusion e Rl paiin i W e
already in the masket T is & compeehemive, comcise, and critical ~ Tenpurtant identified risks ~ Risks o biving donoas ~ EMderly popelation jover 8 years,
3y = i e ik bensfl P e —rr e - Risk i d = Pregnant or breust feeding woten
of a medicine compiled by the marketing halder Faming (nfomasion dintribucion of the produss. B T
(MAH] PERER seplices the PSUR (Periodic Salety Upclats |2-% ik satiery i ~ Patients with ok relevint o terbidiny (e g
Heper, Thase ongoing appeaissls sid bock the MAH aisd the | concern T " :
regulutor in mabntaining confidence in dse bensfls-risk balunce | 3 Pt e et e yibopusier i e LT T T——
s R e e s e | isudles Lyconal: »: “Patienis with esesse veverity diferent o that
Y s rejection) x
imposed (sich aa spproved indications, warnings, Inbelling) snd gy - Risk P P el e ]
thote yet avallable (e.g. lnuiing the indicaions, expanding T | s G AR pasient "“""‘;“""“'_"""’“‘ -
warnings  and creating indi [ Remat ot st ¥ - o, = ~ Patients of liffarsat rcial sndiar cthaie origie
reschadaling, re-labelling or restricting use tn o sbset of the Tnivetace Tetwarn BN and —Tational PR e sl e e e
i guidance | igflamce wnl Safuty reparts Ml SN, Sumintary $F e whe(y conEare’ = _mm.mb,.w-,.d-.ubmw
in rulation 1o PRRERS found in the 1CH geideline F2C (1) | daahase Natioaal Pharmiscorigliance lssas 1 Jotin MAHS for safiry rrasems (s peateictiun o the
| Tracking Teol' electronic only, applicable only in ~ Iwporsant identfied rid
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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
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

chasiges made over the interval are desceibed in PERERs
9 Changes in the safity information may inclade
+ Chiaingos P oy ot

wdverse i i

pravide an update of the worldwide safoty
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
aecepted by the KPVC antil the fiall transition is made v PURER
* Periodic part of
e lath e dvp e sithraditadl to 1
United States (USFDA| The muin parpose of a PADER §s to
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
5 Poat 1015, PADER b scespted is USFDA in slectronie farna
with descrigtive information.
= A PADER waiver may he accepiod with the condition of
providing
» Waorldwide appeaval

osferlaw.

W0 [ mmmary | sbveese svents o oot ria Fan | e Commats i Wesgairersamis =
apemiamacun seriom m mo serioe Tate
. encriom e ety O Tula T Piace o thw medionsl prodre
aperience = L mn
VIS | Welerremr | Speciativ o e verimi o e 1 Reparting lararval, fuce af the
“ o T rpar:
- prewmatin of adverss [T R A p——
e confdsnrisiry f Se Infarmatbon
VIRE | Comedlanl | Prossat sfiry doa hoccigh T incladed in the FERER
i1 | swreriary dvblstioms of s aprplioabie fos 3 Sigmasre of RV
sy | et s Tt ket i gpsmien, u [T T T p—
spemtanesin verise sz s ssrie Sunnar | interval
ol et oo g ¥ 2 Sledlciiad puodluctiy, tharsgairs
et | euperienis (insaing oo f clanyest, mechaslunysof scson.
e s, banmeeitical
et Gnpessiitionnss, doseiund sinse o
o silmishiration
e 3 Exteensned comailative chmicsl ey
ik wpasre
 Eetiansted tntsrnal s cumdativa
achgrare i e sppeniis et eapasare fram marksting
promides msslarive s imtreral wapaeiemcn
arreriary ssbulatiens o shveree % Pumber af couseries in which she
vactian, Eravs tha IBD to the e el it s sustssisn d
fock it o the rusrest FRRER. & Sumamry of ihe averall benelil
Fik peslution
T Artions taker duur b safery Prouse
10 B sigrificams changen  the
erlrvmcs produrt infmtiv. o
uther sk nierdaathon acsiviien|
Tita Hatheg dhcntid becinie tie o K Comiuians
dstlomwinng inflomasion fox anch iial. | applicabde dor [ Table ol Comtrass
= Sndy Wb . ol aumber ra— VIR | Tt |« B sl paponing inserval
b ot Lt 1 | « Masiciual praducay, dasspanic
= Steey tithe {abbeevinted sindy titla claniet) mechsiieey o setion
[N — [ —
i plharmasepesal fremmin. o s
eomutey of adzvénintrtien
» Ehuueripian of San papuistions)
[ L e
RO T e R e e—
1 [ ama wardvelda
e * Infcatioms; and withorised
ey
« Bimer swhen wbwbers mitsrived
e el covmplsion hates VIRE | Wethims | | Aetimas related b renigeaioenel ]
= Sounus; sageding (dlinical lal has FUT [Ty irpicabie
e ur crevsplvizd | chmiral windy the 2 Actiomn relaced to marksiing i
e i rabbeed: Prpuning | experience dﬂﬁ
ums [ —Y i e
" dfinied | eerging elicecy s ey oty
s [THERR———, S
zamsplriad fnrig the repsesag VI | Changes | Slpgubicant hasges mde tn the
| el w |m refbrenre saiety Infremativn
[ T [ e p——— reboansa | (rommiindivsbins. wreligs, rT]
72| divksl | prestouty emiilied sy safvey premiiions, sl advere deeg ‘
wlak PR ——— [ [ ——
sty dguals metio |
[ e [ TP —— VG | Evtmraned | Estimmete sor popilnlivs expesed in
15 | wem dri. partiesiars sdvaneed herapr B8 | eapin | i vl ivad peosbuet, i basfing ll
dallowup | groductiie g e theapy, cell and o | datamlaring 1 the wolems of ules
hrapy proguc: s s pterns e sbere of persripmem
ragirereré producis) VIS | Gl | climiesd i qpomuiarnd iy e SEAH =]
IS | O [ Te—— 51 weaubiect | (el forman) ‘applicable s
10| dherapeii om from other Fapue Frrhon
wmeal | progrmsie cosducied by the n llsdea
mdicieal | CABE that lloos n spacilic prazscid s |
Frode | g expanded oo pregranme Vil | Cammdan |+ The (505 and sincs the dun fock
compaHTID s, programne 51 weand | poiit o the previaus PRRER.
pamicts patism . sad atter Uiervsd | T ot shuoslil e resermesd
anputasd duts sallaciss ot | sl 4 tha fulisuing
Vi | e Th allewing =piioms an by sed capur | coegoeien
B8 aleiy e | 4w prevess et fraom combisiben frarin 1 Pot-amimvation (oo clirinal
T8 meedin | ke marksting | triah sypesse
2t + Wthe mctirs nusurcce b e capeeime | 1 eriatiam moe i sperisl
wombi- | mwtsuriaed ar under devalopment . ppintin
mton | & compansnt of s asd canbliistion | T o —
erapies | prodis ar sl dig gisars, VI | Ttain | Summsiiery sobalarions of s

amit sy wetion

applicable for Kuwait regulations
12 For generic mudicinal produci-

a PBRERs for generic medicinal prodacts are regquiced 1o be
sshmiseed

b. An abridged PREERs can be unsd

+ The cover lotter shusishd state *abridged PRRERs

+ Sections that sare Bot required from geerics 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 fo
Version 2

(See Ko VP Ammex & for content and formst of & PERER)
Annex &: Format and Content of s PRRER

Practice,

i ik " reghon
+ sl Sonclud ; o
o e curmubarive dars os required by the PIRRER
Vecthans, this should be srated The Legal PRRER

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 g to th
af BLI referance dates (ELTRID lisr

3 PBRER: are required to be routinely sabmitted for the
ollowing types af medicine

® vaccines that are included in the
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 pop
not , 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

routlne  Matomal

It
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sapart; 1tk groformad o nchude the lry | sk o tha el st - o kb et a1 o Sz
saudasian alf dgnal in e Body of - « o et pra s wieh The parpons o thi sl b 0r combinmdiom poedr, i PIILEN
e PRRER. i eatilie wresive. | ailiple mlicst b, pogaddativon, promids [ —
4 Uit 4 B s sisricstng e sadlion it of vl stsatan, tha = bnsgpartiss Uerified aml pravimssd L rpe—
satheriation bukde puzsred micemuati | benedit sheuld be characteraed rivks and marng dntoradion Hranm e ki oo
Fters st anal sa - separinly by thess fatars whes = ol shguel whetaer wmtharised o i
Silrmntral i it il o A evabaatien of new hfer=acion
peunary aina of Msmiifping. Vil | Seenly, <Rl s o ey Wik gt o presiveinly i ammaries elevann
churrterising ar quetifying s B3| sl | o et b asthosliod mcagrina idsustied mad potemial m Infiarsmatisen o Infoemaiion with
daliy buamed ot ¢ cnlling ths S | Salcntiots iy iy e ks o atasidal ipast b the bnefi ik
safiy pesiile of the medicinad e arailable Characicrmation = * wpdated charscierinaion af smmmmiarn Era MAH -ypsscerd
T —— ffcacy | bematin svallable during the imparsaas pecsalal s idetifind - bnaseventienal mdies that
ficalrniss af sk s geasiat i reposting mierval ik bcaan anailisle dumbug e
v, b oo af ana- ffctive- |+ Now isforssation o sificacy aad » alfeciiviz of cish misinisailog repuaring mterval
terererans s Firs sy e lirtiveres i ies sebes than the setivitin in sy coamry ormvgian i o
reparts for dame. comglried ihrire satiuaiasd il catiass shosbd mce b il svas v ity i ether B e B
i suporting insrval sl sho be nchnded ke sl ram o vhe " awesicn)
imchaded un an spane 10 the FEREIL bereil-fink alussian i e
[ T T — shrized indicvee
s 0 preuars s PHAZR. « Parsicular sttemim shovibd b
MODULE ELEVEN, givem ve varcines, ami-infective
SIGNAL MANAGEMENT T T T i Finilinga frvms gocind amaiyin oe o
1 difiniad et arlsca hans syl s it " Hieta amalzsin o ranibomiend appbcable for
ikl Ratnges sy et clmbea e ol sy data -
lsding o i d 2 T T ——— prviden by ea-derelepmee
a new potewtially causal asociation, or 8 new aspect of a known. VA | Clircoant ] e o sbisiead fos
" N : 13| Costensd | trested i medical prasice w1 Irvesigaiur. it ated shudiss
d am evens of set of related
e il e af tedication serars
events, either adverse or beneficlal, that Iy judged to be of VNS | Gnsegraied | A crobeal aralyah snd sysehees al Vi s ol madicatios srvers, eve
ilicient Hhelihoed 1o justify e sethon 00| bemde | dha by infoermation prosmeed s the 1 " when nee wevecived with sdverss
For the of this modulr, only new informastion related to Lo DT R ivivizary
p-lrw:m i um:n" AT o B i o4 b ignalh i eameinial In 310 Aok I8 e LC]
adverse effects o - Err— and vk 1 Sagmals that. folbeing rradmation (13 Wit £ g arnmagenicer wppbonble inr
Seractures and Processes wuiharite | charscierinations e B cusegrriasd aa sither o rprodastion s lnurmosatany emericy
Saurces of Darn and Information 4 ot o eatifid ik Ioclilisg Lt
FHaE mficatien ek of ey, i Dierstnrs searches s RHIET
. i v
The womrces fir identifying new sigaals are diverss B AT T - R L ke
« They potentially include all scientific VUG | Weasfn- | vk theos gt o hos v iial Frerreing infremtion s u inclividiusd nrerse practien cmer s
the use of medicinal products inclsding guality, mon—clinical, ur - mish o S el ot apprepriste they dhosld sl Induds wide
lisical PV s plisvomespidansulogical thta comenz - | e aunboriand fecticet s & | sanie o nigiges of the e trpnling salely watcos I groapn
Mudical | morsresrinnd sliecastives medical 2 svaliston, lacluding dues
A 3gierr pacniin iut g el seeid | ool av ather inchiing e e ek e
b 3 mparum |t A romaie
o Active sarveillence syvtems whecnaiire . I -
= Man-isterventivnsl sdie .,_,. i ~ 1 H <
[T TR TR e —Tyr—— 5
o Clinlel triada [T ™ [T ——— ( ) daremacian.
= Scientific Rterature sl * Prodacn suthosed Sar s s .o ol
& Oither sources of information. wrablation el
sl S svabasiid s preisied vuduationt
+Signuts aciing. fhom, spanaeanus sapacn: may. b Uasciied by nch niicasion nctividually N
through the monitoring of ICSRs, AE databases. sciemtific & W b i L pebraiind iorsivims e S e r a W il
Tinerutisre ar tersugh the svaluation of infarmation provided by s ik b Rl e . 1 N infreniatins.
MAHs within reglatory proceduires {e.g., variaisous, 1 s, popalstisns within an ladication. peteniial rka
¥ i ¥ the et ik srabastion ol b R ——
post-authorisation commitnents. PBRERs, RME updates, as pras o
wll as fraem ather activities related 4o the continaous benefis- WANG | Caneliasie | o Oversll wrshntion of breefs vtk 1 M infermatios su athes
sk ansessemant of nasdicinal produci me | e ot v bt b st il ek mos casegostaed an
[r— i
* Spantaneaus reporss of AR may alio be notified 1o poison s S a
centery. perwtobogy informathon services, vaocise surveillunce il i ot et
programmes, reporting systeins extablished by MAH:, and any mipriast s Evatn frorm chinival irily bl stos (Ha
‘other structured and organised data collection schemes allowing 3. Ve om rbvaing Rl na lacs of ey redasvs o3 apglcable fir
i i, Chasmsturias uporises ideaiifind sutsblisbadd éverapiiml, e peburts | greseil
Padite sk MEhs o sepost fimpested dwaces i [P —— intorded oo treat o ghe et st
o medicinal products coamalating a1 s oot it i 1o e st
S EPVO ds expected to lisie with other Gnstitutions or ot et el sl coui ratlect 3 grificars s o the
oeghidzaticns Tusngli wech Tepeting. spten w10 be deve e siing Inftamnation trosted popalatiin
5 R R i et i stk st i ST
¥ 188 serlviein rebevans t tha rik-besil Mo ellicacy s sifvcsivonin fsings
« Dhan e o i in P ADRs, AT s e e dain Sk pih
ihie introduction of electrani sfety reporting by patient ssd caniral trale andf simsastative and bt daring the peviod wlpreparation
A el e b of e PRRIR
HCPs and the msndatory ehectronic submision of casw reparis et e e e
fromn MAHs tn KPVC. signal detection it now increasingly based vos s s pae - rbiding dake —= Y iy g e
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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

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 sssociaion has .Lmd, been assessed in o PERER.

or RMP, ar ol H or
has been wbject io a regulatory pracedare
. thses rel of| providing

wricher set of data on the same awo
& Literture findings regarding similar cases;

imterest in arder icate the o i ings ar biclogical
resslt to the public and HCPs as eacly as possible. o Screeaing of dutabases ith larger dataset fn5. —Nativasl
*The outcame of sigmal prioritiastion shosld include « aned 1] the signal

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

was sourced Tnitially by s —— 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

.&M for which the validity is sot confirmed may deserve
ie., it may be

to continue i moaktor the potential signal until theee bs emoagh

wvidence to confirm the signal. For example. there might be an

g evidmce of o

quate cave or wE=pp

new cases of the same adverse reaction or

camal misscintion only in v of the IG5 In -:w.m-iul.

pﬂuhuﬂpxoﬂudmnﬂh reviewed al ity e

that all relevant cases sre considered .

nformation, sssugih of vldence, snd p..m health context
» Where  wigmaly weferr
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

A2026/1/11 — 2 1447 sy 22 141
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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

" amnncammm. purpass should comider,

- 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 ummloﬂm signal detection hgrrﬂedm Tollow o
kel i we

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
The sopected  medicinl  product  (including  dow
administered, formulation)

a P

b tassoelation; tha cndal
continsation or discontinuarion i
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 a bislogical

€ Suatlutbel nalyiss

« Signal detction is now incroasingly based on  regular periadic

in relation to drug
de-chaBlenge | re-challesge

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 generstion of umeal Feporls preasnting informaton on 2 Signal valisdation;
adverse reacti period fined 3 Signal amatysis and

active sabstances or medicinal products
* Varioas methods have been developed 1o idemify scatistics of
disprapariansie reporting, i e Bigher reparting than expected

4 Signal anmsnent;
§ Recommendation for action;

» Ayl s st g 2 logical e
product  of interest compared 1o ol othee  active de range of of u--snm;n.l
s d in the datab detection may requi im th sigmal
+Given the lmitios of these methods, stattics of | management B

nnenpard.ng do naf a fom in i review of 1CSH,

® % Usr ala vl toaly ey mar

« MAHs and KPVE b expected to establish tracking Npl:ml o
captare e outcome of the validstion of dgaab incuding

reasens why slgnals weee nor validuted as well us bnfo
-mmm;mmm“mﬁrmm..uames

vigmals.
3. Signal Analysis and Prioritization

o dis o sigmal, fue ‘ # A key cloment of the s

a iciomad i i ritk minimizasion activii identify ignals with public heabth impact or
o An update of the product isformation through » regalsiory that may significantly affect the benefii-risk profile of the
procedure envedicinal prvdun im Mdmuu

« Condact of & pos-aswtharization safery sy ® These signals req d ioritis

* When requesting actions form s MAH, the request is expected foe fiseul withous delay

1o peely = tineframe by which they sbould he = This prioritis process i sxpected to coneider

inclading provision of progres reports and interim s o Thel tlemts dependi s

proportionate 1o the severity and public health lspact of the potential far p iom and clinical

gral o Th treatmIent the disease

i - dih

e 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

ferlaw e

« When comsidering the e
swlection of criteria for the de

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
Scvied. Tioqumiity. OF. ciplioin ey | i with the

this activity may include uﬁm- and  prefiminary

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

sccordance with the .ppuuue legilation] and exchange of
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

ol i dctive aub
» Calubm e of Statistizal Methods and Review oflmn.n
. whould be o whele

preces of i and validstion

2. Signal Validstion

o« Signal validation is the provess of svahasting the dars
rify that the mvailable

- Diata from all spprapriate sosrees should be considered;
& Systems should be in place to ensure the qualicy of the sgnsl
detoction activity:

o Any oiputs from o review of cammiative duts shauld T
asvessed by s approprintely qualified persn in & timsly sasmer;
 The process shosld be sdequately documented, inchading the
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+ Any signal that Bas been detected and validated by KPVC

droubd gllance lisues Tracking Tool
PITT)
o All subisgusent svalustions, tmelines, decislons, actions, plans,
2 1l ther key step i tracked
systematically in PITT by KPVC
MODULE TWELVE
SAFETY COMMUNICATIONS
SAFETY COMMUNICATIONS

« Safery communication: is the response to safety concernds; that
provides ths bushi to MAH and local pharmsceatical compandes,
regulaty d HCPs for icating safety iom and
for supporting rationsl presribing.

« Communicating safety information to patients i & pablic
lialeh respossibllity and Iy essentinl for schieving the goals of
pharmscovigibee and dik massgement plans asd 1 prosisete
wafe use of medicines amoagst consamen of pharmacestical,
hinboggicsl, | st prosucts snd

= Far products subject to sdditional mositaring, the frequency

e wvery 2 wewks wntil

the end of additional ssanissing
# A 1-week frequency for roviewing the statistical eutputs may
also be applied for any other prodects aking inte sccoumt the
Fallwing criteris
= Any prodect considered 1o have sn identified ar potenrial risk
that could impact significantly on the benefit-risk balance or
have implications for public beslth This may inchide ridks
smncisted with significant maivse, sbuse or off-label s The
product sy be moved back ro baseline frequency of moniroring
i visks are not comflrmed
o Any product for which the wfety information is limited dus to
low patient sexpossre during drag development, incuding
products suthorized under conditiomal wpproval or ander
poordy studied paiient populatioas er impartas sising
fon (v children, pregnant womea rensl-bnpaied

# The alimate goal for sfety commumication is to mmcoursge
salh soctiveand e Pkl

patients while post-marketing sxposare i likely 1o be

the harmfial effiects af the shove E the a thit it Wead
quality af pablic health services i the Aral: Conntry comceened but is indieated for ase n a new
Wha is the tanger? patiumt popubation or with s new roate of sdeminiartion

1.The main target of sfbty communication s HCPs and

patiemts HCPy provide patents with clest uselul sl

understandable Information w0 promote adberence 1o the

prescribed treatment, 1o increase confldence in the healthcare

services provided o the piblie, and to reise trast in the national

sepalatory system

21 HEP in climical practics as well s thoss mvalved in climcal

trials should be provided with derailed informarion shout any

ennuryging safery concern simultaneously

3, Puthenrs, comsumers, and HCPs can play & plvorad role b

dissninating eviieal information ta the general public

Therefore. all types of media should alsn be targeted 10
ty asd procsety as this

is am important elensent for ensuring safe and effective e of

medicines and other bealth products by the public,

Whao ismes the safety commumication?

1. Kuwakt Office for Pharmacovigilince Serveillance (KPVC)

2. The i i ing the MAH

How to disseminace safery communication?

Step ane

The information mst be assessed and classified as

1y Valid

2 Tevalid

Step two

Once validity has been confirmed. s decision must be made on

the urgescy of the safety concern.

1) Emsrgency case

) Non-smiergency case

Seap thre

Oonew the wrgency has been conlismed, the criticslity of the cas

st be decided

1) Critical cav

&) Majar case

3 Minoe cise

Each category is ghven & time it for u scientifie response o be

insmed

13 Critical case. requires immediate respoase within 24 hoars and

fumher communication of additions] informarion i fsrther

< Any product for which the existing marketing nuthorization

s been signilicandy varied (e, chusges o ndication

posology, pharmacentical forms or rouse of sdusdniverstion)

hereby madifying the exposed patient papulation or the safety

prafile

» Confirmution of o sigeal ariing from the Plasmacovigilaneo

mnd Safety reports database; data manitering activites does nat

mecessarily imply that the product hay to be maore frequently
skl " pplied

+More (requént monhoring din every 2 weeks may bo

propesed [t should be targeted w3 sty concern of interest

especially Bealth e o i

wnay be applind n the context sf custombzed quedia

Proceises for Régulsory Follow—up ln Kuwalt. o

» KPVC may decide on suy or & combleath

actions.
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communicated by 8 MAH for an sctive subst dicinal

product authorised In its teeritory. Tn thiv contexs, whers the

validity of the signal is not confirmed, special sttention will e

padd 1o amy fallow—up information which msay allow for the

signal’s confirmation

6 Should vilidate usd emier i PITT any otbes signal

commmmicared by @ third parey (e g . regulatory asthority from

other Araly. non- Arsh Country or from the UMC) fir thess

substamces madicinal praduces

7 Inform the coocerned MAHs of the conclusioms af the

sssessment of aiy confieeeed dge;

B Will ke the sppropriste sction following the signal

assesent;

9. KPVC should keep nn audit trall of s sigaal detscion

wetivities

10 In addition, the KPVC as appropriate.

& May sssitain, review uid publish o list of medical events that

Thave 1o e taken bt account for tha detection afs igml

b Esware appropriste sappert for the monitoring of the data

within the pharmacosigilance nd safity reports dutabme by
icabale in anly somas rs).

¢ Administer & Pharmacovigilance lwues Tracking Tool (PITT)

Jior walidated sigtsals that require fisrther assessment

4 Ferform s reguls roview of the signal

roduct i to KPVL &1 an emerging safety inoe and
when his shhali i prap werion.

» The outcames of sigaal sssesssnans imvobving new or changed
rinks and risks that have am impact on the benefic- risk balance of
the concerned sctive substance msdicinal prodics shauld be

icated to the as well
28 10 the concerned MAHx

Quality Requiresments

1. Tracking

« Al validation, pelositisation. swessmest, timelines. decisions.
actions, plans, reparting as well s all otber key steps should be
recorded and tracked systomatically

-l kil o 4 1] wnd shoskl

also inclisde signals, for which the validation procesy candscted

was nat ssiggeative of 3 mew patensially canssl amaciaton, of o

mew aspect of a known assoclation

* All recoris seed o be srchived

2 Quality Syseems und Docunsentation

A d ek of 2 sigmal i
P af chear and s which

ensure proper and effective system fanctioning. esndardisstion

of roles, responsibilities, and ruiks, exscution of thess tavks by

appropristely qualified persannel,  clarlry foeall siakehaliers,

mwshodelogy 0 he wsed ami publish -
apprapriate.

Marketing Asthorisation Holders and Applicants’
Hesponuibliites-

1. Will mendtor the dars in bts AEs darabase; the frequency of
monitaring i expecied to be ot least ance monthly and will be
proportionate to the identified risk, the potential risk and the
nwed Tos additiomd infarmation

2 Wil validate ney sigual dotected asd shall infoem KFVC

3 Should notify in writing s an smenging ealbty buse 10 KPVC
foe suthorized sedbelnal products, asy afety lsus arking from

P il e .48

whes ¥

+ Therefore. & systemst of quality suurance and quality contes]
consistent with the guality system standards shoald be in place
and apgilind 1o all signal managesent procss

+Detalled procedares for this quallry syscem should be
developed documsnted and implemenied

+ The organisstional roles and responsiblities for the activities
and i uf’ . quality

and for ensuring coretive and preventive actlon meed 1o be
ansipried and recorded This shoald include the responsibiliies
for quality assurance suditing of the signal managenient system,

©© signals by providing additionsl

wesubts of that evaluation sccording to a defined tieline;
= MAH shoald subimit an sd-boc PERER.

* MAH shauld ypansor & post-swthorization study acc S fe r' | a W mm
an agreed protocol and subeis the fisal resalts of tht 5 o the continisos

* MAH shoubd be requested o sabmit 8 RMP or an updated
RMP.

= MAH should taka any messoes that are required far snisring
#he safie and effective use of the medicinal peoduct;

* MAH shoald be varied, suspended, revaked or not renewed

= urgant afty restrictiam may be imposed

*an imspection shoukd ke place in order to verlfy that the
miarketing suthorization holder for the medicinal product

= The madicinad product should be incladed in the list of
¥ hat are sbject

= Whese decidid by the KPVE; @ procedicee should be initiated

with & in which the 1 shoald be

warisd, sspended, revoked o not renewed whers spplicshle.

Sigmal Record Management in Ruwale:

® KFYC will keep an audic wail of all cheir signal management
it the relevast quer

their amtcames,

5. Should keep wn audit ol of §
Periadicity of Data Moaitoring i

wDutn and document condidentiality (per the npplicable
regalations) security and validity (nchuding integrity when
wransferred) should be guaranteed

* Through tseir tracking systens, all parties should keep an andic
irail of their signal manngement activities and of the relevant
quertes snd thelr outcomes inchuding how signaly have been
deeected, validased, confirmed and snened

»Docomentation nay be requested from  the  MAH:

propostionste to the ientified risk, the potestial ritk and the
need for addidonal information

» The monitaring is expected d .
stalistical outputs (eg., reaction monitoring reports) to
determine whether there are new or changed risks in the sfeey
profibe of an acti il prodiset.

® The statistical ourpats shoubd comtsin AEs in o srocnured
hierarchy  jeg.  MedDRA  hiersrchy) by  active
substamceisymedicinal producti) and slbow filters and threshelds

+ The baseline frequency for roviewing the staistical cutputs
oo e bt bl
be ance monthly

+ As inerease o the baselise frequency of this dats mositring

with these providans and reviewed
before and after marketing authorization  Stafl should be

with their roles and responsibilities. The training systemn and

location of the tralning recosds should be documented, snd
ula vitae and job i archived

Respomsibilities af Signal Managensent for Borh MAHs and

RPVC

KPVC Responsibilisies

1 Will menitor the datn of she (the PV and safety reports

datahas)

2 Wil validate and canfirm any sigosd it has deteceed;

3 Shall préoeivise validated and confirmed sigmals for fusther

——

4 Sholl ener validated and  confirmed  sgnab dne o

¥ it

pa
sk of the product or by the need for additianal informarkon,

P i Tasiies Tracking Toel (PITT)
5 Shall conflrm s soon my powible any validated signal
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+ Where questions related s individual treatm
patient should be advised 1o contac HCPy.

& Risk minimisation ieasires soch & patieat alert cards or
HCP mafety gaidance

infurmation

¥ Maw data idemcifying a previously unkaown sik o  changs
I the frequency or severiry of a knawn risk

- d lnwledpe that the asedicinal s a0t s

= Ay risk o fiiadd
ar public should be approved by KPVC before @t s
commumicated.

Patient alart card

= The mim of this tool should be 1o ensure thar special
information regarding the patiest’s cuseent fheeapy and s
impartant risks (e.g , posensial life-threatening interactions with

previoely
 Other salety or efficacy relevant cases

¥ Chnpaing suesment of an inpertast potestial sk, foe which
dasa available ar & parvicular polst i e are insufliclent to ke
regulacory sctlon

12 Content of DHPCy
« Divafl DHPC

¥ The dis

ather therapies; s held by the pasient at ol ti b

relevant HOP whes aeeded

o The shonsld be kept 1o the nsbulsm secesary (o
and action,

in sy circomstances, nclading smergancy

o Abiliy 1o carry the patient alert card with ease je.g. It can be

fitted in @ wallet) should be # key design Featare of this rool.

HCP safery guidance

= This s defined ax the grovisan of all the methods, wals and

platforms to ensure that all HCPs have fmely access o relesant
aafiety Eaaues ar b i joms of buman

medicimes
MODULE THIRTEEN:
POST-AUTHORIZATION SAFETY EFFICACY STUDIES
(PASS/PAES)
POST-AUTHORISATION SAFETY EFFICACY STUDIES
[PASS/PAES)
Post-authorisation safety study (PASS) and post suthosization
elficacy stadies (PAES) are stadies that ane carried out sfier &
medicime has b eain farthes
medicing's safity andoe efficscy proble, or o miesure e
eifectiveness  of  risk-mamgemen:  meares  Kuwait

ot (gemeral practifiones, specialist,
nusses careiother

s approprinte)

# Timetable for dimeminsting the DHPC maximum of 15
ealendar days i comidered appropriate)

# Disseanimation mechasiim

2 Medin cormmsnications

n. Press communiestion

1 Prem commmnication incledes press relesses snd pres
briefings which are primarily intended for joarmali

o KDEC sy send m i addisl
to publishing thews an their official welsits

2 Pross velansas that have an impact on the medicing’s hanefit—
sk bulance eny wlso e prepared and pubbished by MAH aftee
apgproval of KEVE

o Thsir pross roloases may refloct the position of the MAH on &
sty topic But ale should mske referemcs o any regulstary
wetlon takes by the KFVE.

b Websire

o KPVE aml MAH ensure thas important safiry Information
published an websites under their conteal is easily accosible and
umderstandabile by the pablic

Ph Risk Commirtes | s
respanaible for assessing the prosecals of imposed PASSs and
PAES and for assessing their results.

parp e i o in PASSa it he safety
snd benefit-risk profile of 3 medicine and sppore regulstory
docison-making They alm o,
» Tderetify, charactories o quantify s ity hazard
» Coulirn thi ssfory peodlle of s maidbciss

tha vl i rlsk neasTes.

PASSs and PAES: cam either be clinical sl or nen-
interventional studiv, amd they can be wither volutary or
impased

o o o websites shoukd be kept up to date, with any
information tht is out—of-date marked as such or removed
¢ ather web-based cammunications

o When wing newsr, mare rapid communicatiap chenngl

s .
special attention should be paid to ensare that the r&
Infiornaation releassd is nos compramised o

d Bullstiny and mewiletter

s2026/1/11 - 2 1447 L=, 22 =4
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Contant of wlety communication

« Ernerging information oo wny authorized medicinal peoduce
which s an impact on the medicine's benefit-risk balnace
wnder any condisions of we

= The ressonis) for inidating safecy commmunication thoold
clearly be exglained

= Any recommendations ta HCPs and patients on low 1o deal
with u safety conceen

«luforenation on amy propesed changes to the prodict
informatbon (e g SmPC or PIL|

= Al af references.

* A reminder of th 4 1
RPVE

Means of Saliry Cormunication

1. Direct HCP Cammunicstion (DHIPC)

+ DHPC ks srseshiod by which i safety
imformation is delivered directy 1o individool HCPs by « MAH
or KFYC (in special cases), to infirm theen of the need to tke
certain actions or adapt their practices in relarion vo a medicinal
prosduct

» DHFCs are not replies to enguiries from HCPs, nor are they
mwant as sducational msterial for routine sk i

Investigation is required.
) Major case: requires fust respanae within 48 hoors and fusther

s required

3) Misair cave. responss s provided whensver roquesied afer
carrying out the necessary investigation

Who dissensinates tie sfety laformaton?

The information may be dlsseminatid by

1) Official lotters issued by the pharmscovigiance responsible
vy

Ll <h s ia. MOH afficial
website...ote |

Asry safory npdace, which needs 1o be commmnicated to HCPs or
b pubilic should be spproved by the relevint depariment
acirding W the locs] regalations and guidelines

Objectives of saluty conmmunication

1P . v o

2 Facilioate chunges 1o sriudes knowledye perception and
peacticss Bn relation 1o v of medicines including seli-
edications snd rativn prescribing

3 Facilitate infarmed decisions that sapport risk mimimizstion
‘hehavior and maedicines

netivities

= Preparation sl WHPCs depends on cooperation between the
MAH and KPVC.

«DHPC should be approved by KPVC before it is

Principles af sadoty commmsnication

1 The need for commanicating safety information shauld b
considered  throughout  the pharmscoviglancs  and  rik
msnagement process, and bis to be par of ddk assesmest

communicated. 2 Tha i i the wfiy st ot be
«Wh . e st 1 A sl b P

which & IVHPC b to be basued, a single dhoubd 3 Safety should sot lmclade any material ar
normally be delivered statersient, which might constitate advertlslng

« ther commumication tools and channels may . 4 Safery shoald be railared to the approprisie
DHPC ili i 1

« A DH mmay be an additional risk minimization measure as part
ala ik msnagement plas
* KEWVC muay dissssnlnate or sequest the MAH to .

and taking account of the different levels of knawledge and
Infiremation needs

DHPC in amy sitaadon I necessary and shoald infiem othor

GKPVE  publishes  mewsletter  svery  two membs T
disseminate latest information on the safety and efficacy of
pharmaceutical products to patiests and HCPs
w varial media

o KPVC mees varions formn of electronic wocial medis w0

™ hat PASS and PAES sy be lndtlated dand
spamsared by a MAH valimiarily, or paruant to an cbligation
impased by KPVC

PASS | PAES are chinical triaks or nos Lstudies and

sore safety bnues snd b continsig o asein

thess vahiclas

daes not aiddress non—clinical safery studies. A PASS | PAES |s
nom-isterventional if the Following requiresnents are
curmulatively fulfilled

& The madicine product ls prescribed in the ususl mananee in

4 ith thy £ the

» The awignment of the patient to s particslar therapoutic
strategy b not decided in advance by & trial protseol but il
within cusrent practice anid the prescription of the medicine is
clearly separated from the decislon to lnelude the patlont in the

+ No addifional disgnosts i
to the patients and epideniological smethods are used for the

3 1 St
o When & mediclnes suthority tukes regulstory action os @
particular safoly concern, KPVE may aeed to respond to
enaqairies or communicate on the sume e,

4 lutes-autberny commumication

& When one medicinal administration within & soctor takes
netion an & particular saficy concern, otbes adiministrations may
need 0 respond to enquiries or communicate on the same e
and commmmicate such safery concern effectively with KEVC

5. Public snquisies
» Responses should take into accoont the information, which is
I the pusblic domai inchade the rel d

o patients und HCPs isused approved by KPYVC

mesferlaw.corm--

» After dissemination of the 1

« T MAH bas smbrmitewd to IVHPC i  foren of ane full oeigine]

bard copy and oae wefi capy, afler appreval by or KEVC; the

sbministration will issae an approval lette 0 MAH

« The MAH may receive comments from or KPVE ta the

submitted draf

« Auy skgnificant event or problem scrurring durlig the DHEC

diversination  which reveslh 3 need o change the
ar aneed § w HCPs,

this should be notified in a thmely manner to ar KPVC 10 be

appeoved

ol cases where a msedicines authority in sy country requests

the disscrdnation of 3 DHPC for sy suthorized nsedicinal

product in Kuwsit, the MAH should notify KPVC

« or KPVC may publish the final HPE o ies alficlal link srder

the MOH website

= A DHPC sy be prepased in the follawing caves:

 Wew mjor wasslngs oF precautions for we i the praduct

5 inks shoald be p in thy af the

benafits of the medicine and inclade available and relevan:

informatian on the serinusmess, wverisy, frequency. ik factors,

tiane i omset, reversiblity of potential sdverse reactions and. if

weailshle, expected tims to recovery.

& Where  relevant  safty  communication  should  be

complemented at  bater stage with follow-up conununicstion.

7 The 4 of safe be

@ whjested to regular svaliation

& Safety communicstions  shoeld comply with relevant

requirements relsting te individosl das protection and

confidentiafity unless its public dischaare bs necessary for the

protection of publc health

% Any safery update which nesds 1o be commumicated to HCPx

ar pablic shoald be sppreved by EFVC before it s

commumicated

16 MAH will notify KPVC of any informstion which may

impact the benefit-risk balunce of 3 medicinal producs
circulated hy sy ath spetent Authoriey

11 The MAHwll ensure that information 1o the public |

presented objectively and b sot mislesding.

12 Whenever & MAH becomes sware that a third pasty jog

woientific jowrmab lsarned societies, patienti’ onganizations)

1

benefit-ri o Kuwale,
the MAH shoold inform BEPVC and make every effort to share
FE o Scakiens. with A shoeit
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product i climical i provis o the chis wnd becanse of chis is medically
KPVC for assessment. Any adverse events (AE) that may be undeirable
roproried ad a resabs of as nnerchange thall be by D i nd Rick

EPVC and recommendstion ste rilsed 10 KuPRAC aboet any
resubting rivk massres

5 Py PP I i far i icity amd rare
adverse svents may be needed andior reguired over the long:

term, omce & hiosimilar is on the market. Swch monitoring is
essenrial

R Rep b

wdfiocts st be regalarly submitted 1o KPVE along as part of the

wnd rare sdverse

Reports on side effects of hiopharmaceuticals must always
inclade the brand masw, the manufactare's mame and the barch
mamnber of the given medicine. Thersfoes, it is essential taat all
iopharmacenticals be prescribed using the brand name and not
the nmme of the compoundiubitance (nternational non-
propeistary name (TN This holds trae for biosimilar o well

are slso required 4o have = risk plan

is the fact that the immune systems of patients may rospocd

PSUR. PASS is as an additions] evidence—based
study
6 PV Inspection. As guidelines for and

bivaimilar wpproval and PV are  cominuomly  evolving

wpanies shall need ta stay
vigilant wa that their BV systems can rapldly and mceesshully
sdupt tor evalving segulatory criteria Such syster shall always be

e subssance name  Mareover, biclogical
5 aiic Blaileiili b

wame indications and may have other dosing regimens or
differont sido offecs and, t the end of 2011, the European
Commdssion  isswed & directive which requires biological

i fori gl Eal
biopharmaceuticals and biosimilars

Beguinements Pharmmceutical campanies misst always insgsrove
thele PV spstens foe and They

pr E by bl -naine and not by TNN

Comivanis divstaging Waph: FYEr I e

shandd T ready for PV inspections by KPVE m per stated
Guldelines fir Good PV Practice bn Kawait
Reparting of Undesirable Effects

HCE) witl use the ADR reporting forms s KutVE Annes | and

the guality defeces form in KuGYP Annex 2 to repors
o ol A nh i defects

8 of several key bsues with respect to blosimilars that
will impact their PV prograns,

1 Manafs methods. The proces ks more
comple than for conventional small-mobecule drugs Simall
diffecences between manufcturing methods can slguificandy
impact a prodact’s hiclogical properties, parity and clinical
activity. Thes, there b no gusrsstee that the resulting
ok feale and bicdmilar will be comparsble or

Heparts on side effects of biopharmaceaticals muast always
inchude the brand mame. the manufacrure’s name and the bacch

interchangeatile,
Requiremest. Mamufscturing process shall be sbmitted br the
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the tatal wvidence stemming from the *comparsbility evercise’
and with adequate justification Tn thas cases, it bs considersd
wallicdont when viily the most vulnerable patient population and
the cliniral endpaing b studied. The ceasan far this is to ldentidy
any product relsted differences. For sudies wing bimsimilars
with menoclonal antibodies, for exsmple, it is not mecesarily
required 10 use ‘oversll sarvival or a ‘progresion-fres ssrvival as

e poine

B Interchanpeabiliny

tnteschangealbsility of & sedicine rafers o simation where s
i for anather equivalent product (with

a proven equivalent efficacy and side-s(lect] at the patieat level
Robust post-marketing oty menitoring Is an lpoetas
component in ensuring  the safety and  effectiveness of
biopharmsceatical  products,  including  biosimilar  and
hmmkpm:n

rketing safety for prodocts should fieat
wake Inio comideration sy purticular safety or effectiveness

analysis of callacted data
MNon-imterventionsl dtudie e defined by the methodadog cal
approach used amd not by it schentifle ohjectives Non-
interventional sudies include dutabase research or review of
recards where all the events of kiterest buve already happened
(this miay include case comtrol, eross-setional cobart or other
iy des, ks use of datn), Ne

sedie also include those lsolving prinary data collecsion e

il pepgistries in which the datn
wollscted derive from routine clinical carel provided that the
consditions set out above are met In these studies, incerviews,
questionnaires and blood samples may be performed as part of
mormal clinical pracrice.

MODULE FOURTEEN
PHARMACOVIGILANCE OF BIOPHARMACEUTICAL
PRODUCTS
PHARMACOVIGILANCE OF BIOPHARMACEUTICAL

PRODUCTS

concery amociated with the use of the ref product and ls
claws, the proposed i

g product

product in its
and clisical we (i marketed outside Kiwait), the epecific

d in, extracted from, or semi-symthesized from
blalogheal someces. They are different from totally symthesised

condition ol

und patiemt . mnd patiemt e in
the interchangrability development program Post-sstketiag
safety monitering for an interchangeable product should aka
have adequai PV mechaninms in place. Rare but poteutially
setious safety risks may not be detected during pre-approval
clinical tosting becamse the trs of the popalatian sxpased Iksly
will mst e birge enough to nasss rase events. In purtleulir enses,
ssch risks may need to be evalunted through post-nintketing
wervelllanes  or  stadies  In addition. o with  other
and\lmlmmkl] and bmhg:n products, KPVC may require

i sniny

ks

They Include vacelnes, bhaod, blood
wamponeats allergenics, somistic cells, gene therapies, tiseaes,
secomthinant therspentic peotein. sni living cells uved in coll
Aherapy

Blalogics can be composed of sugars, proteins. or ucleic acids
ar consplex combinatiany af thew wbstances, ar may be living
wells. ar tisnes They jor their procarian ar componesty) am
lsotated from Uving sources—hunan, sl plant, fasgal, or
mlerablal Biological prodiscts and bosimilars are registered in
Kawabt with special focus on signlficant challenges with respect
- EV

A biosimilaris defined by the WHO as 2 bis -therapentic produce

Because soie apects of post-matkesing safety mg are
product-specfic sud degendent upon e ek that is the fcis of
manioring, KIFVE smcourages MAHs o smbenle » weltten

te jauo eliallZa8N"

o o Biopharmacauticals are oflen a

nuenber of the given medicine MAH e KPVC ] ] R
Vacelnes have their owsi AE reposting form and HOPS shall ase il i For every i '

P ¥ b repart sspectind ady EPVC biosimilar prodact
Such rep can be filled d line 10 be evaluated 2 Product mames. Several distinct biosimilars may ﬂ.ﬂm‘b’
by KFVC and the i d o b ol necrasrily
respamible commities at the Ministey of Health, KFVC will dintinctive, thiv in likely o result in traceshifity e in the event

evaluate the reported adverce events and present the repoet with
i he Vaccine Adverse

commities i 1o snake the sppeopriats decion (Refir

Anmex § for VAER form)

WVaccine's pharmacovigilance gaidelines have a separate detailed

e S memipe sterlaw.

it biosimilar product shall be referred 1o
brard-mamas aot by their INN or by the reference brand
product. This s alio particularly bmpostant whes reporting
ADRs.

© Each anid Biosinilar prodisc

slong with the Kawakt
Practice Guidslises, whall have it own umiqee disinctive name and that names of
Annex 7 reference binpharmacewtical product canmot be used to tefer 1o
Vaccines ADR Reparting Farm their bisirmilar cousterpast

3 Binsimilars vi Generic and brand innavator products. Generic
wnct brand mame products con be preseribed interchungeably in
st cases nlwmnm—-uugh comparable to the lunovator

.- ity woabd requine
data showing that a biosimilar produces an equivalest cinical
resuil in any given individual

Requirement To wse o bosiilar asd s biopharmaceutical

patients. Undusirabbe elfocts
won-identical medicines shaul

£ornss
ing the medicine

appear unkil after the treatment Bucause of their specific
propersies biopharmacesticals can lead 10 4 response of the

ical, which £ qpuality, safity
and efficacy 1o an already licensed reference bin-therapratic
(blopharmaceaticsl; prodoct

Putting  the bisphsrmaceuticaly. bivsimilars  and
phartsscovigilance together has vielded a comples reguiatory
landscape with wide varistions amd incomsistencies acron
countries diffical

# rabust PV program i mest regulatary requissiments foe seadl
smolecle drugs — .na et such programs will not sfisly the

irmrrume systern of a patient, This can b the
safety and elflcscy of that medicine, Therefore, during the
clinical trisls of o biclogical medicine this is mowitored very
carefully

But even aller registration, compankes are required to drvelop
and implement s pharscavigilanee  plas  for  cheir
Blopharmsceaticals. An aspect of this bs tracosbiliey, vo that it is
absolutely clear which patlent st whas tirme received what
msediclive, L order to trace which medicine is respoaiible for the
undesirable side effects (e g an immmume response], the physicin
mreects te kauw which bilogleal msedicine way given and whes it
was given to the patient This treceshility s am esential
requirerment for biophatssceuticals

s and bioakmih
Challenges Facing igilance of Bi

Products

A Manaclonal Antibadies

o and need specific
requirements.  depemiding  an  the type of active
wibstance comp s the dossier

specific additionsl dua seed w0 be incloded to allow @
“camparability sxercise’ For inance. specific requirenuents
st fiar biosimilars of biopharmaceuticals consisting of
monacansl antibodie (mAb) Hewever, contrary to what one
might expect, it b uat uecessary for 3 mansfacturer of &
hisimsilar t demonstrate safety and eficacy in ol cases. This is
vt mecwuary fot every Ilﬂminuwfvrﬂw;yh—-rmw
te in in the warly utage of the i

ireatiment or in the mostmtstic stage of the diseasel An
extragolation of the clinicsl efficacy and wafity data 1o oiher

jautosmatic whatitution, resolting from the preference palicy)

basis of the sssessment by the regulatory suthority ([HA) and of
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imouitoing consenr forms) This @ perticularly tre for
reactions, which, in thelr most severe forms, threaten Tife or
famction Such reactions should be reported prompty i the
KPVC al KDFC MOH. Kowalt

Theeefore, special snedical or adminstrasive criveria are nesded
1o define eactlons that, elther due to their nature Cserioar’) or
st significast usexpeeted informaries they provide, justify
expedited reporing.

Adverse g Reaction (AL

Any unterward sad anistended regpaiee in 2 subjec 9 8 TRMP
which in related 1o any doss of the TR/MP admisisrered ot
wibdect Tn ather wards, a causal relatianabin hetween o TPMP

dan ad ot lenst ble panibil

Unexpected Advere Drug Reaction

An adverse drug reaction, the nature or srvarity of which is not
consistent with the applicable prodact infarmation jog,

A stated in the definition, s verions sdvi ey s ! i TRMP,
where the patieat's cutcome | o action cri eaflet ot igatar’s & TPMP that
assueiuted with b " s lifie of caise ha P
ey b, Mealedl 4u. Slumc Yol ghinads il va Hcpicbibiie o i Aubverss Drve Réseciod
din deiding whethor expedi The purpose of expediced eeporting i to make regulaton,

in other situations, such

be bmmedistely |e-threatening o tesali i death or
Thospitalization but mny jeopardies the patient ar may requine
Intervention Lo prevent ane of e other outcomes lited b the

. anil other people aware of oew.
important information on wriew: masdem, Thersfore, meh

Ind.rx\lumd and w guldeline is Ie(d.(d on 'how to defime an

defimitinn shove. inlered
Examples of uch events are intensive treasment in an emerg,

wvenl peeted’ or expectsd” (pxpected unexpected from.

room or st hemne for sllergic bronchosparm; blood dyscrasias or

that do not i i
nnlmg drp-ndo-ry o drug shase
confusion or mi i the
difference hetween ‘ll- terrms “serious” and wevene” which are not
is provided.
The tacm “wevere* i describe the intensity (severity)

the perspecti basrved, not o the basis of what
might be snticipated from ihe phurmacalogical properties of 4
TPMP)

As sated in the definitlon, sn “unepected adverse reaction I
one where the nature or severity of which is ot consistent with.
infrmution in the rlevast sosres docsrent Ustil wuree
documents are amended. sxpedited reparting is required for
addditional accurrences of the resction

o n specific svent (ax in mild, moderate, or severs my
infarction; the event itself, hawever. may be of relatively minor
‘medical dgnificance (wach as severs headache| This is moc the
same s ‘serions.” which is based on patiemt'event outcome or
sction eriteria waually axsociated with events that pose o threat o
» patient’s life or functioning. Serionsmes (not severity serves as
& paicle for defining regulatory reporting ohligations

Serious Unespected Adverse Drug Reaction (SUSAR)

A serious adverss deug resstlon, the natisre of severity of which is
not consistent with the applicable product information eg,
TIMP. lncal produsct
informaticn leafles or Investigator's Brochure for 8 TP/MP that
has been approved for marketing).

Stamdards for Expedited Reporting

Wihat Sheuld Be Heported

Single Cases 0f SUSARS

All SUSARS for pre-markered TPMP (| ¢, Iocally unregistered
TEMP, sl marketed TRMP (ie, locally registersd TPMP,
Imvolved in ongolng clinical research s Kuwail sre subjected o
eapedited reporting. Such

to the KFVC when the mini

are it (refee to Section 323, The wurce of thiw expedized

i i ¥ will b waed ter
determine whether am adverse event reaction is expected:

() Thoe Tywasiggator’s Beochurs will serve s the sausce
docurent for a TPMP that s not yet approved far marketing
i Kuwait

(by iom beaflet or Y
Drochure for s TEME that his been appraved fom.nmu;n
Kuwait

(€} Reports
severity of a kown. ulmﬂ.vd.ocmmmod serious ADVR
conwitute unexpectssd rvenis

e e i _t.'@g.Lc JAauo
described in the Iovestigator's Brochare

unwxpected” Spocific sxamples would b
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imformation in order to cheain a wider view of the chinical safecy
profile of an investigarions peodie (I, and if necessary, to take
action an importans clinical safety information srising dusisg
elinical developenent The spansor bs ultimately respomsitle for
the ongoing safery evalustion of the 1P and  timely

of aafaty i i o rebevant stakeholdl

\ and other
investigatars,
In Kuwair Climical triak have been rocostly sdopted for the
wvatuntian of wiety and efficacy of TPyMEs and, h it

Apnealty L 1t 1773 siall ol Sl
sty
Kl e
o Beart
Tewg & P bl Sovier
m-lﬂhlqmm—h oy
Saian g Form (VAER)

was mecessary @0 huve locul regulstary guiclelines 1o Tocally
contrel and regulate the conduct of clinical rossarch. Sponsars
are requiad under such guiskslines, 1o report SUSAR 1o EPVE
a5 3000 2 possible and in any esse, no Biee than timelines
.up-l.n.unn-l.:d pharmacoviglanes guidelines. This neeens

Fary clinical posearch, i clin.

erinls, have an obligation ro repors o KPVC, all SUSASRs related
50 IPs (TPME) usedd bn the research.

This guidance is sdapted from the ICH E6 (R2): Good Climical
Practice (GCP) Guidamce which has been developed by the
appropriste ICH Bxpert Working Group aad subjected to
commltation by the regulatory parties, in md.lnnwh.h the
ICH Process Tt

in rebation o the ICH GCP Guideline.
Beope

This gaidance applies 1o the following types of cliniesl ressarch
conducted s Kuwait, whick lsvolves the use of TEMP:

() Rogalated Chinical Triaks of.

(i) Approved clisical triali on TF

(i} Approved clinical trials om MP je g Cell, Thiue snd Gene
Therapy Producss; or Complemestary Healih Products)

(b} Ober clinical research mot regulated by KDFC, invobring.
the use of TRMP

This guldance addresses the 1ype of documents ra be submitved,
the timelines and the requitemnents for reparting of sfey

labelled ATYR with a subswquent mew repors of interstitial
egeheitis; e Bepatitis with « first report of falnsinan

mn e TN ESTerlaw. co: w@

A werions adverse svent or sdverse drug resction
wntaward imedical aceurrence that st ay doss

() ressles in death,
() ks Bise-threatoning”,
1) npati iralization v ion of existing

safiesy repuarts shauld always b specifisd.
() Locally TRMP used as investigations] product
L)

Clinical trisly involving locally unregistered TEMP as [P are
regulated by EDFC AT SUSARs on locally ursropistered TIMP
|mdwdlnwd:dlnkllmo|| are subject to expediced reporting
bty rupors O hauld be sehmicted
* Ay type of clinical investigation. independerst of design or
puspose (including other protocols with the seme imvestigational
TRMPy

() evsules in persistent or dgnificant diability incapacity or
() i a conpenital snomalybirth defect.

“Nate. The term “life-threatening” in the definition af “serions”
Fefiers o an event in which the patient was as rivk of death at the
time of the event; it does nor refer 1o an evemt which
bypothetically might have caused desth if it were mors severs
Seriousness of an Adverse Event or Adverse Drug Reaction
Dharing clinical investigations, sdverse events may occus which,

¥ Cases not reported directly to a sposisar or s
wxarnipde, those found in regulatory autharity-gencrated ADE
registries:

i TPIM-roseed idvane drug reacilocs). might
b sl e tomdt ) A v ibe
TPMP is developed (e . change in dose, popolation, needed

certain information , ulrh = ||-m.- wf therapy pnn!lM
is concealad from the patient or ressarchers o ensire e
integrity of the climical trial o research sudy

This guidanee does not cover safety reporting relsting to TP/ME

thatdo mot by goimg clinical trials ar o
research in Kawait

d Asociated with Cl
Esperience

Adlvwrse Event (AE)

[ —

T r—— BT
= 0 T=
= =

MODULE FIFTEEN
TY REPORTING FOR
THERAPEUTIC PRODUCTS and MEDICINAL PRODUCTS
USED IN CLINICAL TRIALS
This guidancs abo outlines the expeditsd safery reporting
seqalrensents for therapeutic produces and medicinal products
wned s clinical research materials in clinical research that i not
regulated by KDFC
EXPEDITED SAFETY REPORTING REQUIREMENTS FOR
THERAPEUTIC PRODUCTS and MEDICTNAL FRODUCTS
USED IN CLINICAL TRIALS

Intraduction

Purpose

The pusrpose of this documens is to provide guidancs to indsry
an the expedited seporting of serious. unexpected, advirss drig
reactions (SUSAR) relsted b tharspestie produces (TP) and
medicingl products (MP) used ay investigational products (1) in
clinical research, incluiding regulated clinkeal trials

Any untoward medicsl
TPMP and which ds
with chis erearment.
An AE can therefore be any anfavorable and usiniended slgn
fimcduding as shnormal laborstory Guding, for exaple).
syimptom, of disease temporlly swociated with the use of &
TP MP, whether ar not convidered related 1o tse TFMP

in o smbject ini da

p—

An invesigational product (IF} & defined s 3 TRIMP or o
placebe that i 1o be tested eal e
Backgrousd

When a TP/MP i under clinieal developmest, there s rmited
ity d di . Thisi dacty vo i the sarky
stag d wrials and prior sy lomce of the

product. Tt is essential to scquine well- il wait it il
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efficacy endpoint in »

s it becomses avallsble

clinical lsvestigation, the integrity of the climical investigation How Ta Report

may by campramived if the blind & beoken Under these and The CHIMS-1 form (Appendix 1) is & widely accrpred sandars
sirmvilar it it may be dited adverse Hewever, no marter what
wich the KPVC in ndvance comcemming serious svenits that would e f fi d,itis i n i dntn el

be treated e diseane-related and mot subjected 1o soutise
expedited reparting
Miseeflanaons lssos
Prodacts with Mare Than Cne Presestation of U
Ta peevent ambiguities and uscestisties | any ADR that
qualifies for expodived reporting swociated with a specific
product presentation] such ns dosage form, formudi
delivery systusia | O particulir peoduct use | & § For a specille
indication or populstion | should be reported ur relerenced in
eegulatory flings across all related product presentations ond
wses  prandl i noe ancammon for pharmacologically active
compound to he studied or marketed in multiple dosge firms
or defivery svatenn (o g aral I TV, tupicad | These dilferset
Farmulations may exhibit significant differences in their clinical
safery profiles Sirndlarly | the s product muy be wsed for
diffarent indications or patiens populations; sach e sisghe v
Chrosdc administestion | | which can alio inflwnce safety
Theeefoee prof* ‘ray vary
depending on the specific product or usage contest. Separate

L ar

Hawever | such docwments e expected o cover ADR
Infornsativns that applies to all affected prodoct

described In Appendis 2 when available, be inchided in any
expedited report {although some ftems may ot be relevant
deponding on the circumstances).

s recommmended that the descripeion for the SUSARs be
reported wsing MedDRA (Medical Dictionary for Regakatory
Activities) which is » standardized medical terminology
developed by 1CH 10 clawify adverne event infarmstion
associated with the use of blopharmaceaticals and ather medical
products

Al reparts mst be sene b the KPVE (KIVFC), and ather afficial
parties requiring them (o g lavestigators and InidGossl
Huview Hoards), Pleaie refier o Appendix 3 fof a susirnasy of the
safety reporting requirements for clinbeal trishs of THMP

For All clinlcal research whether regalated or nat regalated by
EDFC, the vepedited sality seports should be sabmised via
email ta adr_reporting i moh gor kw

Mansging Blinded Therapy Cases
When the sponsor and ivessigator are blinded to mdividual
patiens treatmerst (ax in & doable-blind sudy), the nccarrence of

s 1t requires & decision oa whether to open (break) the

and uses When relevant  separste discussdons of pertinent
product—specific ar me specific wfory infarmation will sl be
icluded

B s recommuended that sny ATV that qualify for expedited

e i b

teferenced to regulatary records for all other dosage foms and
uses for dhat product This may reslt i @ cerain amoust of
irver-reposting ar unnecenary reporting i chviosy dtuations
{for sxample, s report of phiehitis on IV injection st to
suthoritles in o country where oaly an sral d i stsdled

code for the specific patient I the investigaor breaks the hlind,
then it is mssumed the spansor will ako kmow the assignesd
trestrment for that patient Althoagh it is sdvantageous 1o retain
the blind for all patients prior wo final stody analysis, when o
seriows adverse reaccion is judged reportable on an expedited
sty |1 b recomimended that the Blind bo brakes only for thar
apecific patient by the spaner sven if the Envestigator has not
broken the blind 1t is alvo recommended that, when possible snd
approprate, the blnd be makntained fr thow persons sach i
i el al, for analysis misd

or marketed). However, anderreporting | completely avoided.
Poat-stady Events

Although such informetion is mor routinely sought or collected
oy the sponser. serious adv b fher the pati
has completed o clinical study (inclading any protocs]-requiced
peost-treatmemt fallaw-up) will posibly be reparsed by an
Imvestigator to the sponsor. Such cases should be regarded for
expedited us thangh they dy reperts
Therefose, cousality smesmnent snd  detsesminsthon  of
expectsdnem are meedod for a decision an whether or mot
expedited reportiag is required

Infrming lnvessigators and Ethics Commistoss ()|
tnstiational Review Boasds (Irb) Of New Safuey Infirsmutian

wf dy

several disadvantages that out welgh the poteatisl bewefits
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ne standard are imternational nemesclaturs. The expression

* Crverscas spostunsoss repar. Please refer to Section 323 10

ik eassre ate st for rogulstary
thory sre facts (evidencs) or argaments o suggest a causal reparting
relatiomship.
G . (b Loally registered TFMP usod a3 investigationsl prodace

There are stmations in sdditlon to single i reports of “serious”
adverse evests of resctions that may necessimte  rapid

i the KP i A scienific
Judgement should be applied far sach situation (n general
Information thar might materially influence the henefit-risk
asesument of & TH/MP or thet would be mificient to consider
changes in TPMP administration or in the overall conduct of 8
clinieal imvestigation reprevent such  dtustions  Exassples
imchude-

{8) Foe an ‘expectidd * surivas AR, an increase in the rate of
accurrence which is judged to be clinically lopartant.

{b) A significant hazasd to the patient popalarion. wich s lack
¥ A TP/MP used in i it

disense

(€] A major afoty finding from a pewly completed animal

stmdy [usch w carcinogeniciiy.

Beporting Tine Frames

Faral ar Life-Threatening SUSARs

Cenain ADHs can be slarming enough 1 wassst insmediste

natification to regalators | particularly in conmtries where tse

TPIMP its indicati :

vet approved for markering  Such repors may prompt
it of ar other i oa & elimical

P 2 - -

- are not

“threatenig events i
.. progranume

The KPVE should be otified as so0n s possible but no later than
7 calendar diys afier first knowledge by the sponsor that o case
qudifies, followd by as consplete & report s pasdble witkin §
selditional calendar days. This repart may inchade an sssesment

Fewining the blinding , especially when using & placebe or
«comparator | rypically 8 marketed product | , con lead 10
wnmrcrmary case filings . m pr. When the hiin
opened which nsy be nusny weeks or nsonths afier re o
reguluties, it st be emusred that compuny and tegulatory
databases wre revised I the event is serious, new, ani possibly
weluted 1o the TRMP, then i the Investipuior's Brochuse i
wpdated, notifying relevant pasties of the new information in a
blinded fshion is inappropriste and possibly misleading
Maoreover, breaking the blind fior s single patient usially has listle
@r na significans implications for the conduct of the climical
invustigation ar on e snalyss of the Gnal clisicl investgstion
dam.

In gemeral, th v 3
Brochurs a mesded, vo 2t keep the description of safety
imformation updated. Sponsors should refer to the current safety
reporting requirenents of the [HE

Annex B CIOMS-T Formas

amd reveals
placsba, and ne expedited repart has been filed ¢ the KPVC yot.
expedited safey reparting is not required. O the ether hand. i
@ report has slready been submitted and wbsequently, the biind
it braken, the KPVC mist be updated cn this new infarmaation
by sending the safiry report and highlighting diis infssation for
the databsas to be apdated.

Howover, when a fatal or other “seriows” outcome i the primary

mresferlaw.z

snbmitted as it becomes available

Minkmisn Cetterla for Reporting

fiar A [ case peport
iy ot be avaidable within the roquired tise frames for
reporting satlined sbave. Nevertbeben, for regalstory purposes.
initinl reparts shauld he subeitied e soan & possible and within
the prescribed time. as long as the Follwing minimum eriteria
e et

o wratuati

* A idertifislle pativat
* A suspect TPMP

* An identifisble reporting soutce

* Event ar autcome that cas be identified as serious snd
umerpectid

* Thees i 4

Follow-up information should be actively sought and ssbmisted

For regulated clinical rrisls on localy segistervd TOMP.

I the locally registered TIMP s used as = test product, locs)
andoversess reports of SUSARs arising From that same clinkeal
el prosocal conducted in Kawait should be subined

I the locally regiversd TPMP iv used a0 & reference fe
eonmparaton), only local reports af SUSARs arising from thas
e elimlcal triad protiscol should be submitbed.

Ay ndditions] informatian rsy b requested sy needed.

For clinical research not regudated by EDFC but invobves the use
aF lacally registered TP MP as 1P, saly local cepors of SUSARS
tha 4 d in Kanvwaie

arising
shauld be nbaritted.

1) TP/MP aed as auxiliary product

An usilisry product” (AP is defined a1 & TPMP used for he
meeds of & cliical sl s deserfbed in the protacol, bat nat 2 an
invesigational product These Include, for exsmple rescue
medication, challongo sgens, MP%s wsed to assres and-points in
the  amil

For regulated clinical trish and uther clisical seearch not over
seen by the KDFC , sponsors are required to submit &1l local
SUSARS related 1o the use of the suxdliary TP | MP 1o KFVC This

P status

af the ausdli

T MP
Nate KDFC reserves the right io request SAE reporta far
averseas clinkcal trials IF the same trials are 10 be conducted in
Kawait

11 should be moted that expedi ing would

e regqusred in the following dtustion

* A ar adverse drug

expectod

& Seriows adwery il Srv et

protocal

Chink e
decermined to be underplayed to the sy product, whether
wxpectod ar mat

+ Nom—seriosis adwerss diung conctbons, regirdles of whether
they are expected ar notwhether

* Adverse events associated with placeha

Cansality Assessment

Cansality nssessment is required foe clinieal imveigation cases
ANl caes judiged by uither the reporting HCP or the sponsar
hving a reanomable paspected canal relationihip to the THMP
squalify as AIVRs

Adverve wvemt reports sssociated with markered TPMP
(upontancous reports) avsally imply cousality. However, for the

purp reporting, ifa s ot initially

¥
the HOP or spensor, the report (even if seriousin marre). may be
mbmitted 10 KPVC only after proper causality amessment has
bwen msde by & HCP or the spowor based on updated
information.

Musy terms and scales are in wse G deserlle the degree of
caunlity atteibusabiliry) between s TP/MP and an event, sueh as
coruinky. defimitely, probably, posibly or fkely related ar ot
reluted, Phrases such as plassible reluiosbip,” “uspected
catisalley * o “causal relationsbip camnot be ruled owi” are aka
lnvoked However, there i by




#2026/1/11 — 2 1447 =, 22 Y1 79 Sty LI Tt 1773 st gt gy
will be well coordinated and vaccines will be effectively Tiatenr | Bapedit | Thueteenw o | Pl | T Pany ﬁ"'
monitored for safery, This will contribute to asessing s [ | -
risks, benefits and effectiveness of vaccines  thus gt For ROFG
minimizing harm and rivks whils imbxing known T
benefits and
An effective and well-functioning AEFI surveillance ':"" |
system will eventually boost trust, pablic confidence and -
will alio help imyprove the quality of the fmmunieation Sasba | MO Mot Applicabls
programime in the long ren. 1t is therefore esssntial that all ki
stakeholders like PHA, DRA, vaccine manafacturers, and
lnborstories and healthcare providers muke conceried T_';""‘
efforts to provide documented evidence through an e |
effective AEF] wirveillance systom This will ensare thar
the best lmsmunization services are being provided to the i |
eammmunity Including effective monitoring and response Amanpe |
to AEFIs. ‘I‘I" L
This manual was developed in lne with the strateghe Ttk |
abjective 4 uf the Global Vaceine Action Plan (GVAP) 2011 :"I
- 2020 (Strong immunization systems that are an integral ke
part of n well-functioning health system) to emsure o=
capacity forvaccine safety nctivities, including capacity to
collect and interpros safery data, with enhanced capaciey in

conntries that introduce newly developed vaceines
It i envisaged that this d will guide stakehold
at all levels to be involved in and take part in the
fthe AEFI il in Kuwait.
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Immenizstion A sy for eneriag smuslsatios iy S desing

miviy Prpming mestigaiing snd rreponding e AEF

Lipection iafory The puibllc ol urasdions s pusien aesllig il sarsns
wapects of ibe e of Ejection (incuding sdguais wpply,
Sdisniimation awd warte dipl] e that e prosider sed

trammminsives of infective prifegrs) and crossion of dangeean

eavered b thes serm jses detbnition of sl bajecrion pratscer)
Momoserhres  An e thai b oot ‘ecioin’ sad die 0t poss & posescial dik fn
aEFL th et o he il

Man- avrivm AEFls shos shosld be carsbally mostarsd became

they ey signal o prirutisly larger probliem wilh fhe vacche o

Immnizstion or have an fmpac on e scrublicy of

immmrann = geeersl

Safiinjectinn Practicas which smuars thar the procem of iajessioa

Pt A Ty e
injecion v e presbacs inectsid

® o Clinicsl trial application.
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Dsily doe and regimen ispecify unis - e g, mg, nd mglke
Route of administration
Stastiong duss s o ofdny
Stopping date and time, ve duratian of trentremt
Other Treatnwnts)
For concomitant TPMP (ncluding nes-prescription OTC
TEME) and non- TRMP product therpies, provide the sae
Enformation s for the mepected product,
Detalls of Suspected Adverss Drug Reaction|s)
Fall clongt) chaties bady o -
well s the criterbon (er crlreria) for regarding the repart ss serious
should be given. In addition to & deseription af the roported signs
and wymptams, whensver possble, attempts shoald be made
satablish a specific dingnosis for the reaction.
Start date (and time) of onvet of reaction Stop date (and time) ar
duration of reaction D i
Settlng (¢ g , hospitsl, out-patient clinic, horme, naning home|
Outcome infoemation on secovery and any wequelas; what
specific veans and or teatiwnt may have been required and their
resulrs; for o faral outcome, casse of death and & comment an ity
powible relationship o the suspected reaction should be
provided A Jpay or ather py 1 i

it . Ontlser
mformation: anything relevant o facilitate smewment of the
case, isch o medical bivary inchbing allergy. deug ar aleobol

cial 4

a carome’s

Dhetails on Reporter af Event (Suspected ADR;
Name Addren
Telephone number Profenion (ypecislty)

ve and Sp 1

Suurce of report spontaneaus. cEnical investigition (to provide
details), lteratare, or other

Dhte event report wis first recsived by sponsor manulactuser
Counery in which svemt accurred
Type of repart filed to authorities.

itinl or follow—up (fira

second, wie.| Name and addresy ol
spumsar ny

comtact
(] ur

GUIDANCE ON VACCINE SAFETY MONTTORING and
SURVEILLANCE OF ADVERSE EVENTS
IMMUNIZATION
Ovurview
Vaccines are largely wsed to protect individusls particularky
children from acquislsg desily infiction: dlisases which as
preventable Such produces are relatively safe and cam rarely
ranee adverse evemts following umumizaton (AEF1, A
ion of these may ecour i i
Therefore. momitoring vaccine sfety B of paramsunt
Iempartancs i o heulthcare sysbem of any coantry
AEF facuses an i and in urilizes
tonls, gabdelines snd procedures geared 1o ssure public health

w

K ¥ il 54 dedicated

vaccime ph capacity, with d aradl, with

clear i nd well - defined d

By eatabilish i hami Pablic Health
(PHA) amid D Authority (DRA),

snd KPVE for sharbng veccine safory data, as well as engaging
henltheare providers st all levels. the AEFL surveillance systerm

“Mesferlaw.

Sponsor mamufacturer s identisi thia
mumber must be the same for the o o
FOR

G = ) B

THERAPEUTIC PRODUCTS and MEDMCINAL PRODUCTS
USED INCLINICAL TRIALS
The information provided in this Appendix i only 8 summary.
Please read the entire guidance
Annux 18 Sumamary of Expedited Reporting Requirements
(CHnical Trials)
Tnvestigariond T ME
1. Loeally unregistered
2 Loeally regissceed:
* Begulated (Usedd as in Ruwait
(Unedd as reference or comparater in Kawait
* Clinical research not regulated by KIDFC Local SUSARs
i the p Kuwait
Aussiliney TRMP
Luseal SUSARs aeisieg from the protoce] ongoing in Kuwsit

L rom

§ WY DRt AT,
e

S

. COMOWNANT Dl MG ieSTRT

D] b 0] 8wt et —

[ o i T ) s o s 50 e

W UARMACTURIN R0
] ————_ |

Annex 9. Dhata Elements for Tnchsion in Expedited Report
of Serioas Adverse Dirug Reactions

The follewing Mst of Wenw has ity foundation in seversl
sstablished precedents, inchading those of CIOMS -1 the WHO
Intermationsl Drug Manitoring Crtre, and various regulatory
suthaeity fiems and guidelings. Some Iens may not be rebevant
depending on the The minimam

required for expedited roporting purposes i an identifishle
patient, the name of 3 wapect TPMP, an idemifiable reposting
womtre, witel an event o sutcome that can be iden fified as serious
and wnexpecied, sid Gor which there i 8 ressonsble suspected
causal relativnship Attempts should be meade b oldukn Gallow -
up information en as many other listed items pertinesit m the
case

Patient Detaile

Initialy

ideatifier i ion namber, for
example) Gender
Age und or date of birth Weight
Suspected TRMPrs)
Hrand e s veported
Internations] Nen-Peopeletary Namse (INN) Batch murmiber
Indication(s| fisr which suspect TPIMPP was proscribed ar tested
Diowage e and strength
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the acrual disease It is aeually made from either live attemuated
oe Inactivated (killed) forns of the microbe, or from it voxin or
wae of s wirfacs proteins New technslogies inelade vieal
vecron. RNA DNA and recombinant protsing

Primary compoasnts of vaccine

Vaccines may be mosovabent or multivalent jpolyvalest; A
monovalent vaccine contaims s single strain of = single
4 . whereas a polyvalent
vaccime contnine two of mons stesimerotypes of the i
antigen inmmunegen (e g § OFV sad PV each of which comtal

inividuats Drespite the fact that soch adverse evenis fallowing
immmanization (AEFi) are soutly sild and very rarely severe

puting
wecurrence and ke appropriate regulatory actions on the
products themsebves if needed
A good vaccine Is one that provides she best pratection and gives
tise to minimuen sdverse events AEFL cen arlse through o
variety of reasons these inclade cvents that could be inherent o
the vacelse product, ar related to the quality, or immunization
i could b cof Arobuse

thres atenisaced polio virus rypes)
Combination |or combined) vaccines contain two ar more
Efferunt antigens (o g, DTWP DTPs-HepB-Hib) The potential

AEFI surveillance system im a country will help authorities to
drtect, manags and prevent AEFl.
s Hurwalt, the Minlstry of Flealth (MO operates she Natins?

and difficulry of shippi d i

ieation Progewm (NIP) through the Public Health

vaccines, avoiding multiple injections, redacing the cost of sxtrs
health-rare visits. improving fimediness af vaccination, and
facilitating the addition of new yaccines it nmanizadon
programmes

There is te evidence that the sdminbstration of several antigens
in combined vaccines incresses the burden on the immuse
system, which is capable of responding ta millians of antigens at

(PHAL PHA i far wetting =p policy
guidelinios snd siamdards for salsction, sapply and wilizathon of
vaccines in the country
Likewise, the National Drag Hegalatory Authoriy - DRA I
cooperation with KEVC, monktar the safery of all medical
products Including veccines The DRA wses spontansoas
pihmrrcovigance system t eolloct any suspected adverse deug
reactions experienced by patients, The DRA is also responible

& tiese. Comiblsing antigens wsually does a0t § ik of
wilverse reactions and can lead 1o an overall reduction bn adverse
reactions  For instance. it can decrease the number of anxiery—
laced i the chamces of ization error-related
resctions
Other components of vaccines
In addition te the primary antigenis), vaccines contain small
quantities of other sabstamces. Sometimes AEF] can result from
wne of the other swsbviances They include,
Adjuvants  Substances added to a vaccine 10 emhance the
Invmaine response, thas making it possible, in same cases, o
ruducs af antigern (i i e or the tatal
warabee of duses needed to achievo it
Antiblotics: Antiblotles sre uied during the manafactaring
phase to prevent  baceerial comtamination of the tissue culture
calls b which the viruies ars grows.
Proservatives: These are chemicals o g thiomarsl, phenol
derivatives) thas are adided 10 killed or subumsis vaccines in order
b0 inactivate virsses, detoxify bacterial toxing, and remain in the
i ‘multi-dose viaky 2
& renilt of bacterial or fungal contamination afier chey are

for of marketing all medicines in Kowadt All
vaccine manufscrarers are vequired by law to regiser their
P wapplying and ing thern in the coamtry.
Taparting of AEFT and sbnequent investigation msy irigger
regulatory acdlon Including withdrawing the markecing
' yaccine,

change their prodact labels, restricting the use of vaccines o
specific patient groups or recalling defoctive vaccine batches
Frusn the market

Th of thi & £ihe heakth and
welibelng of the popalacion particalardy infants, childoen and
pregnant wemen and the gemeral population wha deperd o
vaccines 1o protect thesn from sweicus vaccing preventsble
disesies (VPD), This masual outlines the procesies kid

ducumenting snd prevensing AFFl,
of p A
dellvery of lmumanlearon progosmi b Kuwalt i cose
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Vacrine  Am reess oo or peacipiaced iy the i

S S N R —
the saickie 1) mmmr b rofat 10 8 vaccine
ety et

VaccineThe process, which msinaing the

wafety highet efficacy of and fowest
adveme rescrion 1o & vaccine by
adidrussing ity production, sorage
and handling. Vacclne salety i a
part of immamization safity

Abbreviations

EPve Huwsit Office for
Pharmacovighnce Sarvoillance

AR = Addverss Drug Rections
AEFL - Adverse Evemts.
Following linunization

AL = Adverss wvant of agwcinl
interest

BCG = BaciBus Calmirte—

Gusrin CSF - Cerebrospinal fuid
o -
Officer VT Diphtherla Tetanus

Al Eveat Ay smwestest medird accuisesce which Gy inmmminativn

Fubowing
rmsniantian  wiags of the sasviie. The sibverss svemt g b iy snfivarable s
an, snimesied sgn wboerad Bhuney g, el o
b
Ap significast eveee dhat

ASpecid s the povemind o be caumally sssacisoed wiik o vecise peedct
beren (AEST] shat wiede 15l warelidly orsbeeed and confimmed &y fariber

wpacific smdian
Caul A v . rcum
mastisn e putrve
ety ity

wreer alter vacciss shmislssaion bt svean which =

Conabey s
e AL wsey b determiion the Bholibaod of & cosl
Chamr T e caiss o e stie o4 ol veits priaben b tima,
regrapy (placs) sediar vacein adsoinditesed
ARFD cluies ar awally ssduied with 8 particue
e ety
avaciar
Colackdemal  An AETL St W caiied ley somisthing odver than the rcrine
e T S M —-

Comraimfiresn A sitemsian wher & parccelar iresmant oo geocedsss, wach w0

Comtain st sun b et (sbwohr], sock @ koo

o1 - Diphsheria Tetamus
Acsllular Pertussiy vaccine
DTwi - Diphheris Tetanus
Whols Cell Pertusis vaccine
DTPs HapB-Hib — i Tetance B T ]
- Whacty Ty arsnaly it dufeer Amy rllral it That pepires elsresisien 1
i s, Hlepatitia il warrine ¥
EFT = i Seveme . e
on Imrnamization chmtptes
ilobal Vaccine Acth
GVAR - L= ‘accine Action Siganl  Tafermsiion (fro we on sl wrsrcer) which siggrs o s sl
Plan (NS Polvemiaty: el et o0 4 o Sapst o 48 e dasaclabitn;
DRA - DrugRegulatory gl brtmeen an drmevertion and an sdverse perat v et of reisted e
” rovim, that i fudged e e ol allicieat fikelBessd Sn juilly the
Knthority [ —
Adminlserarion Swrvatlin, The comtisulng, syscwnetic culloction of s dhoss smn smlyusd 3nd
Hep B = Hepatitis B Vaccine - -

el

the surveillance systeon and
provide taals and procedures needed to repart and mansge

AEFIs. An enderstnding of the types af ATFI, nme S
techniques. specimen  collection, managing

wpened
Stabllizers Subilizers are used to help th i
effectivences during worage
and w
A w & a e na
" the

inelading ing with the media, sre
also described in this dacament.

Be s amticipated that healtheare providers will resd amd uee tiis
imanusl and this appropristely mamage, teport, and prevent
AEFls in the country The manual will sho bring together

wncelne reactions Omne of the msost serivos reactions fallowing
waccination 1s amaphylaxis which b the oaly contralndleatbon
applicable to subsequent doses of the mme vaccine, Mo
contraindications such = wevers acute fineses e g, acute
respiratory fract infection) or trestment with steroids are
temgoeary and the vaceinaton can be sdmiisered later These
are called temparnry ar relative contraindications

, I comtenst, ar s oF exnditians that shoull be
the rishs fespeclally If they weuld- be  recipient
immanocompeomised or preguant Precautlon aeatianed in

and allow for  metworking and jpreved
collshorution in the process of detecting, snabyzing wnd
preventing AEFLu

Basic € Ad allawing
Enumization

Vaccines

A vaccine is » hiokogical prodict tht stimulates and srengibens
the Bunue response agalosl specilic vaccine -preventabls
disease | VPD | produces and enhances immunity to the
particular Vaccine Preventable Discase (VPD) for which it bs
targsted A vacc the diseare-caiming

or i, or 8 portion ofif, in  form that is incapable of cawsing

i tion

ferlaw.Eom... - -

Diral Pokin Vaceine
PHA - Puhilic Health
Administration
SI - State lnumunlzstion
Officer
VAPF - Vaceine Amocisted
Paralytle Polionyelitis
VPD - Vacrine Preventsble
Diisease
WHO - World Health
Oeganizarion
Introduction

Vacelses are blological substances that sre sdmisiiered to
Individuals 1o elielt impaunity (protection] agalss specific
Adisenses. Such products are formulated sagethes with sdjuvants
amillor sxcipients, and like ll medical produch, mey caise
adverse events following their administrazion o pome

ol popeatiina
Trigger
e L repaan
vy » cats invstigation
Vacrise
n i

Vacrime Thr wience sk aciivilien rebming b e deietion, aiiersst
harmmco mdvewiending el simieliatbios of AEF] sl sthar vadne-
gl Insniraioneled e sl i the  prevetion o el
sifhcin of the weccine o immEen
Vosslow A ARFL thas Ls cammed ar procipiesed. by »
prasdect- veccine des Yo e o W f de lahero
luind  progeriie of e veccine prosdis whetberthe
Factlan active compeneil s ses of e ot
comspoasim of dis aocme (eg sskpva.
preservative cr mbdeer;
Vacuise  An AFFL that b canmrd ar precipmmnd by @
qualiy  vuccine dhal fa e 38 v i gty
defiet dedecen ol dow vaccive preduns, fcdiling s
sadaind  admimivration drvic s el by the
Sraitio masucimee 6§ S s
Vacelrust Vascinate falore mar be defined =4 the
anisdare bisis of clinical sadpeitzs or immumclagic)
rineria whars careelaim ot varrega maskery
o dinmma pervorcsien gt Primaty fluee

B bacmire tae warrine 8 st predice i
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Some of theny are described im Table 23 The

=3
fechnique ar jection
it = - doae
priak

Coineidental events

An event may occur colncidensally with immunization and
sometimes be falsely artributed o the vaccine ie a chance

idemtificntion and corection of thes efrars in @ iy Dunnes

are therfire, of great impartance

D Iisnunieation angiery-related reactions

Individusdi asd groups can becomse stressed and may react in

amticipation io, and s a rewalt af, sy kind of injection This

reaction is unrelsted 16 the comstituents of the vacelne prodact.

Fuinting vasovagal syncope or syncope) bs relatively commaon,

particularly in children over fve years of age amd soig
o Somwe children whe faint ey have n rymeopsl

termpoes] sssoelation ks fulsely Such
temporal asociations are inevitable especially in a man
Immunization campaign
Vaccimes are normally administersd sarly in life when infection
md ather illnesses are common, imclding manifestations of
g cumgs It s, theretiore,
posihle ta encoanter many events. inclading desths that can he
Faluwly attributed ta vacrine through & chance susciation
Fur sxample, incidence of sudden infant death syndrome (SIDS
or ‘cot death’) peaks around the age of early childhood
immanization. Conseguently, many SIDS casws will ocoar n
children who have recently been immunized However, several

Caolscidental sdverse events may be predictable The nansber of

hyposie
the lmmusization lesds 1o specific symptoms such s Bght-
hesdedness, dizrimen, Gogling scoend the et and i the
hands This is also cammen in mass vaceination campaigns

Yaunger childrsn may have breah-bolding snd vamiting s &
comenon symptom of snxiety. Young children may also screans
ar run awny ta avald the injection
Some individuals may have needie-phobia, In  group

hysterd b, especialy If

reaction such as irching, weakness of imbs sl 5o on.

Sometimes 8 fBinting episode cmn be misdisgnased s
Careful wnd clincal i

mwcwsaary to differemtiae,

An i Toad ta

wvents to be expected depends wpon the stee of the
wnd the lnckdence of disesse or death i the comsmunity.
Knowlodge of thess hackgroanil rates of diesse and deaths,
particularly age-specific disease incidence e, allows

a cluster of events sssociated with immunizstion Thess clusters

even o single or multiple vials of vaccine that have been

eatlniation of the expected ausisbess of

A cluster iv defined ax two or maore caaes of the wme or dmilsr
event, which is related in thme and has occurred within the same
dintrict ar geagraphical unit or associsted with the sme vaccine,
same batch mumber administered or same vaccimasor.

Signal

Information that arises from ome or muliple sources which
suggests o new potestially cawsal essockition oF a sew mpect ol
kv amocistion. between an intervention snd = event o et
of selated events, sither adverse ot benelicial that & jidged i be
of waificient Bkellhood to justfy verification procesn

Prevention and management of AEFI

Guneral principles of prevention and management of AEFI
Vaccines are very rarely contraindicated  However. it is
impomast o check for comralndicstions 1o avedd weious
rwsctiom For sxansple, s vaceine is contraindicated i thers is a
bistoey of smagbylacis 10 o gives vaceine of its conspatents i
previous vaccinations,

WVaccime anaphylaxis is very rare. However it is

vaccine during tramsport may besd to an incresse in Jocsl
reactions, The details of an spprosch to imvestigating AEFI
clustors are described later

Table 23 Insmunization srrar-relsted reactions

of the vaccinees is observed by others to faint or have some other

are aaually finked 1o a particular provider or health Bacility, or

| Forinstance. freexing

Immnisaiion crro | Relaied rvacsion
T
bandling hewt or cold me s e tn changes in the
et af phrpsical nasure of the
T waccing, mchm ®
i
ermmpues, sarige »
o bandlingodthe | oo
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om wn ndividual’s reeponse and this inceease the ridk of ndverse
vaccine reactioms. Insaflicient insctivation of wild-type veccine
agent (¢.g wild polia virus) during the manfactusing process oe

dusring the | process

peoduct libaling are somsctisnes mistakenly interproted s
contraindicatin, leading o mised  opportunities  for
vaccination Precsutions stated in the product labelling may

B Vaccise resctions by sriousness and frequescy

Most vaccime reactivns are minor ol sabside on theie own
Serlous reactions are very rure und, in genenal, do not result in
death or long-term disahility, Table 2.2 describes the froquency
of oecurrence of reported adverse events

Table 2 2 Frequency of occurrence of reported adverse rmctions

quency category Prequency in

Wery common =1

Common (frequent] 2= 1100 and < 119

B 0%
B 1% and < 0%

be ¥
evsnlting in missed oppormanitics to vaccinsts
Adverse Eveats Fallowing lmmunization (AEFI)
An adverse event following immunization & any ontoward
mndical orcurrence (usfavorable or unintended sign. shnormal
loboratory fuding  symptan or  diseass) which fallows
immunization and which does not necssarily have s causal
relationship with the usage ol the vaccine Weported sdvere
wvents cam sither b o ~ie, the

chat

ot due to the vaccine or immunization process but are

(Tp— B 171000 andd < 1100 [= 0.1% and < 1% remporally associsted with bsssusization The five categarion of

\imfrequent AEFL i defimed by CIOMS and WHE are described bn table 2.1

Raro = 1710 000 and B 01 and < 01% Table 2.1 Canse-specific caregarization of AEF]

11008 Cauve-sgecific type of Dicfmition

Very rare < 118 o e A

 ——r — laved  Jm ARE'L that Is caused or precipinated by
i succine dor te one or more of the inherent

They are caused when reciplent's inmnune system teacts 1o e m'..-r:n.. el

antigens or the vaccine's components (e.g , abusinai sdjurast, e L=

stabilizers ot provervatives) contained in the vaccine Mast AEFI 4 -

are minor and settle on thair own. Minar AEFI could o locsd ot edects of the vaceine producs, inchuding it

syitenbe Local resctions include puin, awelling and rednes :hdnh!lwl"“nh‘uupmmwm

ot imjection e manulbcsurer (+.£

Systemic reactions imchade fover irrimbility and malaise A HW’““ ol i

wuecessfial vacclue reduces those resctions to a mislmum whils ot e ceing hemiting, isecrlbing.

= il : administrasion and che by it anse b

producing the best pavible immumity {

Rare Soias) vaceine reaction L P — =

They Y i ated remetl Inssnisation

ina vaccine The term “severe” is used to describe the intensity of AR

# specific event {as in mild, moderate or severel; the event itself, Hhan the vaceime presbact, immmmsention

howaver, naay be of relatively minor medical sgnificance Severe ereur or imimnration arminty., bt 0

AEFI can be disabling but sre rarsh life threatening Some Juporsl sasnclatio wish e akleaioy

examples  are  selzwres,  thrombocytopenls, Hypotanic =

applicabile)

Use of & product | Faiburs to protect »
altes the expiry of s ol potency

POl viahility ofan sttenuated

esferlaw.

st preparediess to provide emengency  reatment for
unnpliylasis is necessary in all chnic sectings All immumization
providers meed 10 be trained and develop competence in
recognizing and managing amaphylaxis and have epinephrine
indrenaline) mvailable.
For parests, advice should b
mimns reactions, in addition to insractions on seeking proper
tical . Such action will
wnd prop

fvem on sramaging the common

sl tos rasinre
for comumen reactions

Antipyretic drags. in a recommended dosage and schedule, can
b piven ui hy the prescriber | o

pon adberence to Fﬂnﬂ- = scdheee tn Syvtemic sndior local
- dean o ey
achedule; iury due s incorrect
imjectina site, squipment or
Fechmingie.
ilurst or injective fncorreet dilusn, rescrion
| &% pluae o
[penduct other than  fmhersmt propecties of
e Ihatever
firrer in Antended vaccise
bitasnt

- require in-parient hospitaliz

COF

ar skguificant

crmsaly birth defoct

Al serious AEFLshould be reported, imvestiguted and the
casmality s

Febeile seizures are uneonunon is childeen younger shan six

it o okler than s yesns

Vaccine reactions
Based specifically on cause, serinusmen and frequency, vaceine
reactions may be grouped lnta two brosd categories

A, Canise—specific vaccing reaction

& vaccine prodict-related reaction sad

o vaccime quality defct-relsted reactioe

B. Vaceine resctions by seriousmes and frequency

o camimoe of miEor reaction

o Fare oF sevions reactions.

C Lmunization ereor —related reaction

D Immunization saxiety —related renction

B G

sge grougs, & comprehensive evaluation Is warranted to identify

A Cama-specific vaceise seactions

i zl This s dividual's reaction

any that children L th
ower siv years of age are unlikely to have febrile seizures. If this
happens, 3 tharough investigation should be comducted tn
determing the underlylng cause(s),

€ Lmmunlzation ervor-related roactians

The terss “Insmundzation” as used here mvans the “use’ of &
vaccime Gor the purpose of immunizing individeals Use
includes ol processes that sceur after 8 vaccine product has lefk

bo the inberent properries of the vaccine, even when the vaccine
has been prepared. handled snd adeministered carrecrty. Mo
often the sxact muchanism of a vaccine prodace-related reaction
is poorly understood The resction may be due o am
idiayncestie lnsmuse mediste reaction (o g anaphylais o to
replication of the vacelneassociated microbisl sgent {o g

i PV which conexday

Sated

wrus)

the i - hamdling,
sddivimistrarion of the vaceine.
Inpnusization eernr-related reactions ar usally preventable,

Vaccine qualisy defeci-ralated cenction: Thisis a due i 2 dofect
I & vaccine (or its administratbon device) that occarred during
process. Such a defect may have an fnapucs

and they divers - the benefit of the
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The abjectives of ARFI srveillance are .
# Rapidly detect and respond on time io the ocesrresce of an
AEF1
® [dentify, correct and prevent Emmunization error related
Feactions
® Facilitaze AFFI camsality st
* Racogsize cluatering or unumsally high rates of AEF1 inclading
those that are mibd and/or “expected”.
* Identify potantial safoty sigral tincheding previauly unknowi
wncelne reactons), and gemerste hypotheses thar may require
Further investigation
Figure & AEFI sarveillance cychs
Fowdback & s
cormective
setion

7

Caunality
atasssment

\ !

Analysia Ruporting

Mm/

ALF) surveillance cysin

Managesmene of sspected anaphylaxis or collapse after
vaccinatian
Sudden and severs events occurring post-vaccimtion,
wpecially sneope. are frequently reported as anaphylads,
Howevee, ansphylaxis following vaccination i very rare and
the risk (i general; ls 1 2 cases por million vaccine doses.
The ot of anaphybicls cun sccur after several minute (> 5
ensimite) but earely up to two hours following vaccination, The
progression of symprons is raphd and esually involves naultiple
body sysvems, almost always with skim involvemens (gensralized
seythan anllor urnlearis) ull.lullpiofuppu andioe bower
pi tract iom andlar collapse. Tn
young children itheugh anaphylaxis occurs at smy age) lmpness,
pallor or loss of conscioumess may reflect hypotension. In
genoral, thy b is the reacti
Fvents hagpen without warning Erergency equipiment st by
Immedistely ar hand whenever immunizations are given All
vaecinatars mast be Bmilisr with the practical stops nocessary to
save life following amephylaxis Fach vaccinating conter must
ave an emergency kit with adrenaline The sxgry date of the
adrenaline should be written on the outside of the smerpency kit
andd the whole kit ihould be checked theee of four tines & year

@ part
sccarding

o B0
baren i likely to aeeur Howerer, an overdose by sdrimitering
i ise  mdremaline oc by repeated

with vaccine recipisnts parents. the commmnity media sl
other stake holdees, regarding the safery of vacclnes used s
Kurwalr,

Vaccine recipients themselves and or parents of

aideidnbitration, mray cause harin

Tablo 3 € o mistacon pos-
Immanizstion
P et g sl i

iefints children. ealth care providen atlnsnization fclbites
wndd ytaff i Emamunizasion facilities are most likely to recognize
or detect AETls when they first accur Amy ATFI case tha s
therefors notified 10 amy bealth care provider warking within the
bealth care yystem. should be reporied to dwe Districe
Dspmusnizstion Officer (D10 wing the sandasd reporting form
{Anmex 8} through the fastest nyeans possitle. The DIO should in
fact be informed of any Serious AEFI cases by telephone and this
shamld be followed up by completion snd submnsivion of the
reposting form,

The reportable AEFL inclide terioas AEFY, AP a1 « reralt of

clusters, AEFT

Irmtmmnenee daring she injectien precen. N tbin
Fouh. bradyeardls v sschycardis na rapiratoy
vk et spantanssus vslutian whes proe.

 saddenpaliar.

s hipetonis mmd mrempenernm. il inan

| mfami. N ki rush. respirstorr .
—

S ey 4

mith kil wucrime. Sl anrepamier.

C Jauwo
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requires a cane—hased seseoment where the ik of the vaccine is
balanced against the poteutial benefits The ase of live vaccises in
prognancy it a good smarnple of this
T

ease psin and ..am fever [m.- fever oeeur However, It iy
other
-ulbymk drug as overdosing may harm the vaccine Extra

ing be s mowd to be gi il For n losal reaction,
ahserved @ eolid elath apphied mlhgibemwm e e
wltis il chain ag Using ) ik th
all levels

= Vacclaes mast be reconstinsied only with the diloents sapplied
by the manudhcturer
* Reconstituted  vaccine  should  he  maintained i the
recommended cold chain and used within six hours afler
recomtitution (or as directed by the manafcturers; it must be
discurded at the end of each immunization session and should
mever be retaited
» Cther than vaceines o ather drogs or sabstances shoukd be
atored in the relgerator of the immunization centor.
v dequately rained and elasly
wspervised to that praper A fablowed
= Careful epidemiological investigation of an AEFL s needed 1o
pimpaint the camse and to correct immunizstion practices
» Priot to immonization. adequate attention must be given to
comteaindication
Follow-up and corrective actloms following lnsmustzstion
errar-telated reactions should be based on the findings of the
imvestigation. Depending on the nature of the Inmunization
srror, thew mctions cam be both gemersl jeg training and
awareness) nd specific (e screngtheming cold chain
nualntenance if the peoblem found to be related 1o cold chain
bsues), Contimied monbioring snd wpportve supervisdon cas
bl 1o minimize these sdverse sven
ol of |

reaction
Training and awareness to sunable health saff to identify and
msnage medical eemerpencies appropeistely & mportant
Faintlag does not reqaire any clinical managessent beyond

REE

© 0 tide to prevent aspiratia

Botrta me contbermaceion compronicie, s
sy caprmaie ........,.....
mpiratien

v I._.an- n—mrrm-—r"*-H

eomenunity concern, those that arv unexpected, und sy that are

-n_. Mo atls ruit or cardioraictar mv"--

sferlaw.z

knawis but ocour with snexpected frequency, Tuble 8,1 below R =
ovide difbiom” of . A T A S ——
provides case ons of commonly reporial o s
]

Howevee, it needs o b

all caves that arv notified to them

All vaccination sealf must be able o recognize AEFl and report
them. However, scoarate disgnosis of AEFls requires staff
traiming and education. HCPy also bave the additionmal
responsibifity 1o manage AEFT and, # necosary, sefer such
patients for any required meatment

Siakeholders in AEF] reporting and investigation; their rolm
and responsibilities

A Subnational Stakehalders

In Kuwalt, the subnational sukeholdess in AEF] reporiing snd
mvestigation are

I Vaceine reciplons’ parents’] guardian

2 Health worken

lw hean a0 0oeul infertiom. May
ar. reaplrwtay o cundiavsssutsr nesepessnlis
Bt thare are avaally eymsptares, sgas ar
i o o

B L
mmusieation relssed sresrs which bave smulted
T —

r o ivvwding
ARFImrveillance in Kuwalt
AEEl s
an integral part of the Nations] Tautunization Pragean (NIP)
llvaceines ot while slio
Belping to maintain public confidence fn li knmusizston
program As shawn in gure 4 1. this i dane systematically

will end -pmn-.mty k-r.
investigations may be required.

illw 1 5 6 .

strom among thowe swaiting injection, through doet waltng

i, o temp of the
wucring amtide the recipient’s line of vistor. and privacy during
the procedure.

health and life nd'lhcm:lnn and in llrwdr dﬂrwnnd Early

autcame and ensure early recavery, and iy alo save fives.
e end raluind

reactions
Imsmunization errorrelsted Teactions are peevestsble and
identification and correction of these eerors in  timely manner
ass impartant
Priot to the introduction of snzo-disshle (AL syeringss, the moa
comunon Mumunization error was an infection s & resalt of &
injection because of o' ar
diluunt visl ot the bnjecting dovics [syringe sndior needle). The
infectivn cosld manifect ws o Tocal resction je.g spparation,
abscens) OF 4 aevere systemic reaction (s g sepris, toxic dock
wvadrome) In sddition, there was the perception of a risk finking
immunization with blood borse infections Nevertheles, one
nveds o connider infection that can oo in canes of man
vaccination or in diseer situstions, particulscdy if thers i 8
shostage of supplics se problems with logistics This can be
avalded by proper planning and preparedness of programsme
Hsnagers
The symptos arising framm an inmanieation sreor may help to
idencify the Wkely cnuse. For lnstimes, ehlldres Imemusloed with
cantaminated vaccne (sually the bactecium Staphybococous
aureus) beconne sick within a few hoars with sn injection site
! then develop
apstemic symptoms (vomsiting, diarrhea. high temperarure,
rigors and circalutory collapre) Bacresiologicsl exsmination of
e wial if siill wvailable, cam confirm the source and type of
infection
Sterile ahscesses, while rars (=1 per 100 G40 doves) ary locs]
reaetbons froen aliminm-comtaining vaccines, mpecially DTP
They, slong with other bocal reactions, sre more fikely to accar i
there is insdnquate shaking of the vaccine befors use, superficil
2 Rt

enidermens, red i

wee of vaccine
af vaccing or injection equipment can lead to a bacterial abscon
Fur BOG vaccine, injection shicess ean result frons improper
technique af injection jpshcutaneous mther than Entradermal
infection)

tmulls . goes
dveprer wind nowdle b inserted at o slighily deaper angle { 45-90)
d.bguﬂ Tnaradermal used for slleriry tests snd tuberculosis test,
very shallow angle (10 - l.nﬁes!rh

Sormetime, caves with bystesio nuy even requi i
and can came pubBc concern Clest explanations sbout the
issunization and a calin. confident delivery will decoams the
level of wnxiety ahomt the injectioss and thus seduce the
likelihood of an occurmvnce,

Careful and clinical s o
btween snaphylaxis and syncope i secessary. However, an
acciduntal aof & single dase of

adronaline to 4 person expariencing only syncope | flnting |
fallowing vacsination das w0t conspromise the effectivensss ae
safety of the vaccine dose of sdrenaline (intramuscularly) to 3
waccine with anly yncape does ot hares the vaccine

i nay lead
and i d an i ization errue The dzati
tumm should be cleardy aware of such comiraindications and amy

Any boubd be referned tom Higher level
— 2 programime ssanager, pediatrician or physicisn. Hmwever. it
is eqpually Emportast Bor 10 overreact o concerns af fal

mlnhnl.l.nﬁuln\ﬂlnwrlud wmu-duppunminﬂu
kol

i

dissase in both individuals and the comemunlcy
Heslth-care workess alio need 8 d—. anderstanding of

and are ot
conteaindlentions, but » docison on whether o veccinate
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anel send the swme o the Follawing National levels

. The Pablic Health Adrministration PHA;

b The Medicines and Medical Product Registratian and

Regulatory Adminisirarios

€. Kuwait Office for Pharmacovigilance Surveillance

RPVE

2. Wurranting « detailed investigation i it is o Serioas AEFI

{death, hospitalization, significant disshility, life thremtening, ar

congruital amamaly hirth defert)

or i part af's cluster or

w suspeched sigaal,

He shauld discss the sume with the lacal experts or techaical

expert conmiltiee if evailable and plas for o detailed feld

investigation. Prior ta initi i he shadd o

mail ar send the repart (Annes B fo the nasiomsl levels as

described abavn

If the DI and the experts feel that the fmvestigation can be dane

locally, they can visit the patiens and locliy and initiate the

detailed fmvestigation alang with sppropriste members of the

local health cars tosn I Brwever awistancs is required for

imvestigation froan the national level, the PHA! Medicines and

Medical Product Registrasian and Regalatoey | KPVC should be

contacted and ssskstance for an investigation solicited. Natlonal

investigations should be led by & teans from the nationsl AEFT

committes. supparted by the PHA, and KDFC During field
the AEFI et {Aunex 10) shoubd be

wsed as o galibe ta collect suitable information

The iavestigatars should seek to dacument any deficiencies

fnd i & grawric way and usgges carrective e, and ant

imgle b

besn st fult, it b more elfective o focus on identifying the
in th i This
s maore effective in svoiding similar errors in the fatare than
blarning or pusishing individuuls. Such sn appeosch is esenial
to eusare that AEFI reponing li encouraged for the ulthmste
beneht af'sll putients s the immunizstion program s whals
s m ‘. pr
‘The specille actividies conducted at this potur will lseduds the
following
# Confieen the AEFT, woign & usiyue seport identifying aumber
complete All details in the AEFI reparting form (in case any of

thasin wers maining when reporting) and initiate  ARFT
Envestigativa,
# Convene » local expert jor technical expert task force if

peior to
* With the experts, the DO shoald visk as required the patient,
the care providers; and the Bespital; interview relevant

uakeholders (parents, health worker, ireating doctor, vaccine

supply fovcal persony; and conduct the lnvestigation of the
AEFI caii.
. AEFI i A iy

# Indriate collection of madbcal reparts, 8 post-mortem report il
available), vaccine vials (if necessary. and kepe undes cold ehain
conditions), logistic samples, and laboratary reports o g, CSF
Serum (ot otber biological products).

Genarally, befare the ARF] is suribated 1o any vaceine peoduct
related problems. the investigator should rule oat sy potential
imrusization errors and ohvious coincidents] events, as these

Chher severe and unusasl events

Mo i it 1€ thay are thought by beakth workers or the
pabslc to e related to immmmiztion

Figgure f Kuwait AEFI Reporting routing, timeline and actlons

Rrwat AE Repocimg, Raving Tirelow ant Actiam
== = ]

L —
[ehastpan ey

Hole of the Subnational Stskelolders

Role of the Vaccine recipients [Parents
At the time of immunization, it is important for health workers

such a5 fever and pain at injection site ete following
immanization Parents shosld be advised shout simple hoene
renuedios (p.g correct positioning of the child when deeping,
Increming intake of flaids, iponging, breast feeding, antipyretics
#tr | should such events occur; howsver, st the same time,
Vacrine recipients Parents daould sl be instructed 1o report
Aevers expreted events (ug, very high fever, not responding ta
antl pyretic) or other unissual events to the bealth wgrker if’

.
vecur
Role of the health worker ~

I fosie pommedies do mot work, vaceine recdpients thenseves

$2026/1/11 - 2 1447 =, 22 41
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nd/ or parents or guardians of inwnuni
unmally report the evens

e e ooy cfar | aw.ico

ta the motice of the health care worker o detected by the warker
shauld be reported to the District Immunizacion Odfficer (DY)
uséng the standard reporting form [(Ansex ),

Thus, the main role of the health warker is to provide primary
medical care and repont the basic detals abowt the nosified
adverse event 1o the disteict by campleting the AEFT reporting
farmn (preceded i appropriste with & preliminary report by
sebaploni I3t b w suriinn svmat

Hole of stakeholders us the districe und th
When an AEFL | e sbrousld
review the report s determine if the reported AEF] case mests
the criteria required for » detalled investigation. If necessary, he
shauld contect e peisary reporier aud vist the ooty of the
event and interview relevant stakeholders for additional
imformation. The case may be considered

MOT sertous AEFL b

AFEFland

Fypoonl, | Event of vedden sewst sccurring within | Mty | 3. Tl Dintrict Tmmumization Offices (TIECH
Hyparesgoml | 48 Jususlly lews tham 13) haurs of DFT, B Nati In AEEL: s
weEpisde | smrcinstion ssd lseing from oas rarsly In Kixvenit, the national A
(HHE o misuty 1 pevers] bsary, in chibires adhars 1\ B _“M' = 3
shock- younger than 10 years of age. Al of the 2 o o Mty i Moot
velfaque) llising st be prewent Prulot and and
Empnen hypeeonic)
i vamiad bepamictensioss i 2 Nasional AEFI comasitten
roaponneg Field investigation of AEF]
{pallae e £yaneaia = ur fallare to The wltimate gosl of sn AEFI fiehd imvestigstion i to fimid the
e "'I‘"‘"""' | cxure of the reported AEF1y) and prevent recurrence. Remedial
Tnpjectinn sive Plucrisnt oo drsining Ouid-Glled levien A
i e Skl :ﬂ:nm W be taken prorply for immunization crear
e shotevpmmmoniarrmeetl| ks ted AFFL Fven if the canse canmot be identified or the e
ki | ZA of the event was dise to s other resson, the fact that yesff bad
| M‘,h,“wllm lavestigated the incident itsslf will incresse public confidence in
Irscenn il ne evidence of baciwrial the immunization progran
nfictian om cultues. Stesils shivcenses The prarpse of imvestigating AEFT cases b
are usually dus to the inherent » clarify the vatcome of the medical incident comprising the
W'Sﬂ-m-"rﬁ"_____ ; AEFL.
i i e # T aucertain the particulars, circumstances and procedares
around the vaccine used to dmssisnbse the uifected recipiont
Mot . idensify any patential o
¥ Alisost sncluslvely consed by DOG and the given AEFL
| b s cmrvimg withim 3 40 & oths . e o Eveniil
| after receipt of BCG vaccine, an the e e ik i
L T r———— » To determine whether s reparted event wis & single ineldent
anillaey|. | or ane of o chaster and iFit is & chasser, confirm that the
Peoslstent. | Inconsalable and contisoous cryisg. | DR suspocted {naunisarions ware kdeed ghees ased vhe individisd
Rasting I b ! Pretuss 7
wirraning . 1 ol 1
i : Tt ;‘:n iufmd.n:;;m:—x
| ths e s accompmbedt by focal wipciall iy
| meurnlogical signy o7 symmpeom: r »Ta confirm the reported diagnosis and ar propose other
| Bebribe sntrares if trmperature. Areriunm possible diagnoses & well as.
| alovasd 2100 4 T e 38 8 pocral Mesales Table & Case definiti portabl events
febrile wizures i trmpersture iy ART1 Cane defimizion Vincrime
mormal Anaphyleds | A clinical spndrame chararserized by | Al
z F o g il T smdidien dsmeet (within une hour), sapid
’ g i pregremion ofsige sed spmptuns

imeskving sesleiple (musre than te|
argan pvisems - Skin - articaris
{Hives) angiosdema rweling of

e ooy, Meepirutary ~ parsisent
cough, wheere, seridor. Cardiovascular
~ low Llood pressrs ey petension; ot
reduced circalation (Ent weah pees)
Gaatroimesting) - vamiting, sbdorsinal
pain

Serious AEFL Any ALFI causing.

Deathy

Hospirafization
Disability. congesical anoasaly

| Requires boaphiaianiion BEG Omriti | TnBarsamation of the bome with nolition | DG
R ——— COusauyelisis ol Sycabacteeium bvis BOG srain
accwrring commenly, which end vl | £ BCG
LS it v o st peG T4 12 s after BEE vaceination
| B anil contirmed by lsalation of
Toaic ok | Abrupt oasct of fover, vomitmg and FT] infections ey L rrts Bl
ydrame wmtery dissebes within s fr hosrsal | injecsab i _‘"' S
(T35 | imesiasion. Ofies leading ta dexth | @ A el
| sithis 24 10 6% e vaccimes R ——
Vacelae " Acate saae of flsceid parbysis and o o chnmcnerizesd Ty —
Assaciared | menrologieal dedicits, compuishls with + Depramed ox slteeed Teved uf
Parsdytic | dlagnasis of poliomysiitis, with comsciommen and ue Gutinct <hasge
|y dab i beliavinur busing for one day o
: | 5 mare
:\_,, ol Ketrnd i “Feves The fever can b clissified (hasd on All

‘rectal temperature; sach s

» il fiever: 3850389 1

» Boderste fever. 39 10 #8470
& Suvers fover 240370
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ceviewing:
 ull data on vaccine(y) wed [Eeme, o namber, e |,
# data on ather peaple in the area {alsa nan-—sxpared;; and

potentially
When an AEFL cluster has been identified, the cowse—specitic
definithons provide o framewark for inyessigasion and cansality
assssmant. Usaslly, the key comsdarstions will be to investigate
the possibility of an immumization errar Taceine or o quality
deduct i ddered
when events cluster in one seeting withowt a similar change in
frequency In ather settings uing the same vaceine On the ather
hand, i am incresed frequency of events bs reported o
siliiple seteings the possibility of & quality defect must be
considered more stongly, Clusters of fainting  afier
eIl i e
veluted reuctiom dursg lnmsuniration programines targeting
adnbescent girls

For relatively new vaccines or established vaccines used in new
target populations, a claster may represent a3 previcusly
wnrecognized vaccine product-reluted reaction Kaawledge of
the background lncidence of events which muy sccur in cansal
relationahip with & vaccine iy therelisre esential for assessing &
whaster in termis of the serength of the sigal it may provids
Tntwrpretation of reudts fram AEFT clusters

wrall Snes B haslth work

and there are o other cases, an lmmunization ervor b lkely 1
all v th e e bt th sivilar
easos I the communiry, a problem with the vaccine

ar the respeerive Iot is Bkely 1f the event b o known vaccine
reaction but is found to eccur st am incressed rate, an
Immunization error or & vaccine problem are Bkely causes.
Fimally_ if cases in the umvaccinated population are occumring at
about the same rate propartion as among the vaccinated from
the sanie ares i the o age geoup, the advere event was
probably eoincidental (Figure 7).

Figgare Tidentifring coninn of AEF] chistor
Labaratary testing of specimens
Lalsosatories have an insportant role in AEF] case dingnosis and

Number of iemmanizati o greater
thas narmal?,

Obuerving the
servlies Inaction.

Tekrigersaoe — what slve is stored
[mote W simillar comtxinees mored
mext b0 vaceing vish which could be
conllassd); which vacelnes dilusat
wwaredd wits othwe deugs; whethee
amy vialy harve Lous their tabel
[—— pruceduses
(recomeimtion. deawisg up vaccine
o e peinge  Injection
wafety of mendlen and
yringes; disposal of spened viah)
15 my o viala look cotarminaied
[T e — p———

3 Farnmlae = working.

hpohesis: e
i = i i
hypoihess working pocesist
Laburatory e siaay halp v tn)
. Canchade Trach » conchaion on the came
imvestigation Compleie AEF] lnvessigstion Form
Take carrecsive scsion e

secommend Turther action
Investigation of ARFI with fatal outcome

In the event of an identified death following immmunization, the
Geld Envestigation bas 1o be initisted inumediandy Within 14
hours the death should be notified to all administrative levels
concerned. Including the Distrlet bmusization olficers the
PHA and the DRA Tnvestigation of the case shoubd be carried
vat by s i
A a denth caisally lisked to immusization is extremely rare
(naphylactic reactions belng ame of the onky -3 knawn events),
o ptgtkimietie srvec sy by Bavdlvel kel dhiei
imvestigation to rule those ot has to be conducted withowt sy
delay to prevent sdditlonal cdses.  As any fatality tesporally
linked to a vaccination cam cause pamic, the public will o
dernand an immsediate explanation o

Hawever, the decision to condust  post— mortern sbould be

A post-mortem is preforred and recamm ng
denths suspected to be coused by @ vacciok | mmunzstien

2026/1/11 — a 1447 <, 22 1041
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fier program errons etc) and emsuring tha they sre
implemented

The DRA

are mues common Therefore, the investigation sheuld first ry
b0 rale cul inssniestion erron related to the storge. landbing,

w share the formaton with the globsl community by
wpbonding the nfrmation into the Global phrmacovigilance

P

darabase - Vigifiase®, maimuined by the Upprals Manitoring

af vaccines
Attention can then faces an other svents, Details of caincidental
avents can be determined by reviewing hospital sdmisaons for
similar conditions during the same period and verifying their

WHO

Program

nketed cAb s i

form (Anmex 1l The

e Lot
DRA can ulo provide information on the

wacehies, snd lots distribused in the country when requested by

PHA und MOH The DRA

status. & guick review of the morkidiny pattern of

stendlar condition in the previoas years can s ndicats if the

wvent is n part of 3 similar pattern observed in the previous Tears,
i alio help, as th

additional information an AEFL fram other sources
“Table § Stepsin an AEF] imvestigation

ihe published

callect duta, Aboss
thee paciens

[ Peevious mdical hiseaey.
including prior bistary of sliiler
rewcilem e ochey slergios

[] Fumily bissary of simiar
evens

Ahout the svens

[ History, cisical description
e n— rerults
alve tlie AEF] assd diagnonis of the
wvemt

3 Troatmset. whacher
nospitllzed aisd ourcsene

within the religions, cubmrnl acceptance and legal framework of
the locad popalation.

Investigating AEFI clusters

A cluster of AEFT is defined as two or more cases of
adverse ovent selated in e, place ur vaceine sdenisistrarion
Apart from checking om thess thres factors, the investigator
shasld losk for AEFl ocourring in smilar age grosps and
papulitions with guestic predispuition or diwase

Clisster Dejlng by eitals 4 euse dafialtion for
the AEFT and related circamatances and by ientilying sl casen
thats mees the case definition The investigator should demarcare
the cluster and idestily commuon sxposurs Factors within the
cluater

Chaster identification il e cases with commen characteristics) i
dane by gathering details (when and where) of vaccines

They al o vl b i gt gy This can be achirved by
af P th # detailed datm on each patiens

Lalsoratory tests for the purposs of AEFT cas di cam tuted A handling, ute i and
maagernens conducted on the patient jeg blood, urine. pL SR PN

radialogy. ECG etch are based an the provisiansl case diagnasia
and recommendstions of the tresting physiclan. Theae tests are

esferlaw.

Sup | Diaiption Actiam informn the PHA asd the KIFC on the statiss and progross of the
1 3 o B vt Thin iy mecessary, ms » national level afficer should
Inrpors ot clisleal racordy b the spokaspersan of the government io the media and the
[ Check patient detaie and event pablic about the i Th loted investiy
4 Amnex 10) aloag with t

medical report, vaccine. Jogistic samphes, hibaratory reposis e g,
C5F, Serum (nr other biokogical products) should be sent to the
PHA/ T it il I this ix mot.
possible, ut least  progress report sbould be made with decalls om
whseas the completed report cas be sxpected

imvestigation is requested. more accurste nfrmatdon can be
ohtsined by o wingle conrdinated Emvestigation rather than »
pircemeal imvestigation Table 5 sammsrizes the key steps in an
ARFT investigation

Role of the National stakeholders

i int of the PHA the AEF]
reparting firm, it i ssential t review it in the contest of ather
reparted i of the cosnery.

I the same period of thie. 5o see If this report may comsdiate &

signal This can be done by sppending dsta it « national AEFL

limelint (Ammex 9) with information frem the reporting form asd
i, A \ dvvis an mosdad 1 ik

wete seported ealier It b esential to determine i am

S i bodcal Bk e ldentifled if thars

is one. The need for technical or aperational assistance fir the

the National AEFI Committee at this paint.

The KDFC,, PHA and the National AEFI Committer play a key

role In supporting the immaunization program far AEFL

Imvestigation and causality assessment They sl provide
joms b0 the MOH on vacelues based on thelr

and whasher they need o be

Incladed i the investigasion

[ Wiasher aibers s sinlar

lnens sy ned woneking case

dfinitimni; i 0 wxgasers of caes

Vi et e

I ivisces with ather

inannization servics provider to
of the.

causality assessiment findings. The KDFC and the PHA together
coardimate and provide technical logistiesl sapport 10 conduct
the mestings of the Mationasl AEFI Cosniniztes (Figure £), Dased
oo camullty ssessment and  Matanal AEFI Commites
recommmendations. KDFC aloag with KPVC shall take the
action i Hesited to recall

of the vaccine or the affected hatches update of product labelling
jon  wddition  of precaution,  contraindication,

practives

restriction of wee to special populstion or other sections),

[ vaces e
apes viniy, dissribarion snd
dinpusal

MNational AEFI Cosmittee assigns the respansible entity far
o the relvarst within 7 days

Uiluents storage and dintsilassion

of causality assessiment or potential sigrak determined by das

[y
Use ssel srerilizarion of yyvinges and
meedin

iv nt the mational level Narional AGFT Commities
alio pespamyible on Elowing up on the sciiom recommetided at
the nationsd level e g change in logistics, cold chain, trainding
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» at the district level by DIC and relevant staff
« at national level by the PHA and DRA
Amalysis of data st dEstrict level is important to Mentily the

wesults 1o all persons with contact details {complate sddress with
postal code, phone and fax numbers and email addres)
mentioned in the lab request form

programme errars, This belps ta carry om0 n Tuble T Lab tigate AEFT ng
dlemsely iasnee. Table 6.1 describes the type of amalysis and the hypothesis
purpase Warking  [ipecimens ta s ETee———
Tabde & Types and purpose of dars analysis as ditferent levels hyposhesi
T | Seggried Asaiie Parpase sl amipsis ot fhin [Vaccieme Vaccine visd Viwal imt fur chariiy. presence of
implrmrnistion el Soreign murtes, rurbabence,
e ot Ao e discoluraelon or acoulstlon
tocal vl Jovamine under magmificanan;
Eg dimict ey o pepis by | o - o i
* ctiniaa l—-pn:I: r;h: speracias indicaion sch | - ORI AT, sty
frsdserlon e e landior dileenin  whnoral componst (s g, wepec

o Rrprend AEFD by | o Rlenibp sl sasion
Plase ulnin, hoapioads, | srmons snd sy will bad
Femvern wn time [ =

Hrug used fnstead of vaceios of

dilssenr; or melerobdaloghoal
bulemra  far  bacterisl

Piom-sterde  [Needls,  wyvinge]  Steriiry ifam infictious came is

fmjection  [eecine vl and spected
S,

Waccime compasitia

probeen n nabysis.

procervatives, adjuvast beval wic (e g

plapiningm  comtent] or hiokegical

kests fr farelgn substances o raain
s wpecned

Process af data analysis

Before analysis of the Ene li i level, it ix i

s recheck the  ewse defnitions sdopeed by the reprting
saurces. The case should fit into & case definition wch s the
Brighton collaboration case definirions
(www beightancollabaretion arg) or any definition slected by
the National AFFI Cosrmitiee.

Line Hsts should be used 10 sore data by place, persan and tims.

Dhata and performance analysis

Saurces of AEFT data

Tnforsmation on vaccine safety and the pesible occurrence of

AEFIs can b obtalsed from cinkeal exansinations, interviews of

health workers, parents and commumity leaders. review of

registers. Vaccine and Injection logbooks, observation of
izati i i torage and

Inboratory reports. Amlysis of datn on AEFh comsists of

ruvivwing data rosm the fallowing warces.

« Diata callated inta a linelise

o G i AEFI

* Laburatary infarmstion (Husmmn and vaccine reated)

« Records abaut similar evenss in the communey

.
= Records of the liplcated vaceine I_C
Anslysis of ATFI reporss
that all natifiod casax are repo ous and non—

Amalysin chould he dome by antigens by type

events (e 5. high fever, abscess) afiar stracifying data Number of

doses sdministered for each antigen is the bew denvtbnatar fur
i AEFI rates for cach antigen in  given tine

periad by month, quarter or pear) Various denondnstars and

their limitations are deseribed in table 3 Amalyss can be

expanded 1o AEFT rates by first or second or thind dos, when the

£2026/1/11 - 2 1447 0y 22 41
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diagnosis. Samples for both rexleslogy and  pathological
examiimation shosll be went to the reference labaratories
idemtified by NIF ax sarly a3 posibile to avedd loss of hiodogicsl
samples due to decomposition It & eviential to ensure that o
densiled patient’s history iy included in the satopsy foem and
submitted to the sutopsy team 1w help them look for any
underiying pathologies.

Guide to human specimen sngple collection

The details of the type of AEFL, the tests to be pesfonmed,
the specimens to be collected, the process of worage and
shipment and the labi are sutlined in Tobls &

Tahile 6 Type of AEFL, the tests to be performsed. the specimen
10 be coll d. il bl

comsidered ‘rowtine’ and should be perfarmed in clinical
laboratorios. The resalis of thess tests are important to confirm
the ease disgnosis and arrive st the “valld disgnois® fir nisessing
easmality a8 described bn secibon 7.2

Labarntory testing of samples af vaccines and bogitics are rarely
mecrnary Bivnot mandstory (oowlag an AEFL, particlary i
the cause i evident such as a coincldental event or a program
error. However, laborstory testing of yaccimes snd logisties are ar
Girraes requsired io conflrm or rule out the sispected cane.

T th simrih i " h
patient, vaceines and logistics s cutlined below may alio by
mecesary to coafirm the essse The testing of additionsl

serious AEFT) using the AEFT roporting ™ T
reparted AEFI cases should be line listed ot sll levels using the

ABF Bine lst {Ansvex 9, This is the first step of data o
batorethe st ety maremmere e sty ol S | © [ 1AW

surveillance system shauld inclade,
Timielines and completeness of receiving ATFI formms.
« [deni AEFs ure not reported by

astigen is sdministeeed more than onee For this,
Ao advrsinistered af the given antigen by first. second or third
need 10 be used as the demominator

Table a wed iEnts
Dhesronsater T Lininstions
Adiinsieeed doses ol vaccines  Beat reliable, but 6ot afen sl

Creater than sdeinistered dmes.

rariabiliey i coverage siinises
Target pegraation Proay mwamse for vacrine

checkiig on “gero reporting or nil reposting Determine
whether it is dee 1o failare of reporting or whether there are no
AEFTs ts be ropocted

» Asieuing AEFT cawe tepores received during wipalatod time
peckod

» Auewsing number of events and separting rate per 1000 or
10,000 ar 100,100 doses of vaccine awed

+ Analyses lay the type of AEFT

* Analyzing programimse ertor by sumber anid rates per 100 or
1,000 doses of relevant vaccines uied

ppulatim (may sl ]
and alva varied by purpose and level of analysis At locl lovel,
porcentage (x100= %) s the best cholce, wheress at sums and
mntienal Tevels, one may s 1000 100008 or million a5

* Comps ilable of known b
Thatn snalysss ac different lnvels

BT rant Revals i the | L F

conducting tests Human specincns
=gl e el B g Yy * Histopathology, bedy fuids etc can be done at Mhoraarie
[ T R e ey identifiod ami approved by the MOH
b -l g | in e
gl s e = Autopey wpeckusis s appravid and sccreditsd govemmm
meaty farensic identified by MOH
B | e | Bed N | W L T
woieint | v | A | i [, ot b Wl wil Boglitio
- Cubare | Biegaromd « Vaccines and R —— -
i s Viccins e dold e
oy | Vil Tk stapriad b rovivi il = Syringes and meedles for sterility,
shuin A : "
Collopars | Miivmer | Dlesied s A Y T—— Quly cha e coctwtguaitity fegdonl
P R [y e far the investigation should be collected Laburatory apecinsens
||| = Famers s bt shoald be stored and trimsported w recomsmended and
et ot siers
v by clear i ressans fir
[ ot = T B i Ty rpr—p eollection iod
e | e i s specm anif any additional infomastion required by
e | aemd the i Tn case lnbaratory investigation s required,
) - emietn AEFI liborstoey request form (Amnex 1) sbould be eampleted
o PP Z i
detecian S anel sent with any specimen collected.
[ — + Labaewtary testing s no¢ # rowtine cequirement but may be a
Torplaibte | M | e a [y —Ers——y o o N ok
e o oL -
Culnas. T s
bl P et s [—
g - PP e * Howsver, securing samples (vaccine viabi, syringes, blood etc |
i [ a— und stoeing them correctly b lmportast because later
i Imvestigation ssy require them.
Therefre. proper starage and tramsport of nspected sampbes is
[er——
Hunnan Specisncns
. 1t s difficalt 1o genernlize what specimens will be required in 2
Vaccines and logistics ven sitsatian ai it will depend on th igns of th

Vacchnes and logistics samples

ﬂ. olected as
ey shduld be sent to the 1
the reconmmendation of the locsl experts

Testing of vaccimes and logisties should he requested on o clear
suspicion and sot s rowtine and mever before the working

i - o
the cue. Table 51 gives o general ontfine of same of the
specimens thet could be collected, Tise Bst is ot exhaustive. 1t is
wecessary (o record the rype date and time of collection of sach
and every sample collected

d seedical reconds related

Iypothess his biva (Tabile 5 3 iming which

samaples 1o sead for testing (if any) depends om the working

lypothesls for the cause of the eveneis) IF the med vial of

sunpect vaceine iy availably, it should be separately labelled and

sent abomg with unused viak of the same lot

The DIO will bs respouilble for the packaging, cold chain
= AR,

to consalt the tresting dialelan(s; to make a decision on smples
0 be tested

For ieal, Bisto-puthological  und
sxnsnination, specimens shald b e at the district bospltal
wndl forwarded o the aearest lshoratary, where facilitien are

o the nurlonsl laborstory at Medicines and Medicsl Product
Megiseration and Regalstory Isboratory. ALL specinasms seat to
the lab should be accompanied by a labotatory request form
(Anmex 1)

The laboratory will process the specimens and vend the
Inharstory rewilts o National NIP Masager and DA Disector
General Laborutories will also send 3 copy of the lsborarory

d aboratory testlng, 1F fuciliti
wwsuntial bboratory testing are not svailable it intermediae level
(State/Dsericr) institations, senmfing  somples o nationsl
luboeatory or an accredited laboratory abeoad nesd o be
eomsidered after discussing with NIF.

I case of death suspectad to ho dos o an AEFL an autopsy needs
o be peeformied 3 woon = powible (within 72 hoars) o avoid
dasee lyds (for eg in the sdremsl glands, which can alter
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vaccines on novel platfarms followed by it rapid deplaymet
on & s sesle poses uslgae challenges in monitoring
vuecing safety Timely detection and reporting of adverse
events fallawing COVID-19 vaccination in the first step in
smuring the continmed safety of the vaceinn, imesniation
wafety mrveillance wsl reponse

disprave an assoclation between am sdverse everst and the
immusisation 1t is meant (o salst in determlning the level of
certainty of such an amaciation. A definite causal smociation ar
absence of sssociation ofies cannot he coablished for an
individusl event

Action and Response to ATFI

10 be preparad for identifying end responding w hoth advarso
events fallowing immunization (AEFls) and sdvere evest of
special isterest (AEST) o well as oter safery events thar muay
cause public concem. Albough bosh AEFl and AESls can be
detected through passive and active wwrveillance, if active
wsrveillancs is not ingplonsenced foe AESE, all AES1-Eke adverse
ing follawing COVIL: i should be
comsidered as AEFls and the standard procedure for AEFI
response should be adopted The WHO *Guidance on AEST in
preparation for COVID-19 vaccine introdoction’ provides
detaled i inehudis AEST
their case definitions, stdy prosacols, trsining requitements,
dats collection 1ol (acluding AES] confirmation forms)
and  repone

proceming.  trammision,  snalysis
s www wh It vaccine_safty

1o AEFL may lnvolve lmmediste short-tenn
uctivitis orand long-term follow-up activities Follow-up
activities should be based on findings of investigations, canality
assesuments and recommendations by the National ARFI
Comumittes

Proper snd sarly trestment shosld be provided o patients
regardless of the disgnosis. Case managoment and referral will
wvary depending va the seslousness. Mild symptons such as mild
fover snd pain are likely to be of short duration and can he
managed by swaring  snd  educating  parents  durlsg
Emmunization 17 parents reuem o wek medical artention. these
cuses should be documented and reported n the standard form
In case patients neod hospitalization_ a closr system for refirral
should be in place,

May_ 201
Jen)

on the nazure of the event/s), the number of people
affected. and community perceptions, an lnvestgation may be
conducted Tn general it is mot sdvisable o discontinae the

izati e ting pletion of the
investigation IF AEFL caunality is mot sutablished - depending on

Ca wnd Media
Risk Communication
sange of the jon Th

groups and their representatives should comprise a pant of an
averall communication srategy. Diecisions including what,
whaom and bow, should be part of an overall communication
atratugy

Need far Improved Communicarion

Concerns are frequently ralsed abour veceines and

the nature of the event. s extent and whether It bs omgoing — »

that in the

However, it nanst

to vaccine will mever be clear
Comrmunication and training are two importmt follow-up
actions that have long teem implicarions.

“Tabie 10 Actions wo be taken apos completion of the

anad

i the maedia Thy Ut
sslsplaced The graphic below (Figure %) Bustrates somse of the
fiactors that may trigger public concems: hence the need for
inmpeoved quantity | quality sod (e gted communieasion shout
vaccine oy

Figare

pabils cancerns

Challenges to Effective Communication
Challenges that need to be avercorme with effective
commmunbcation lncluds sy athery
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» excluding coincidental events

mltiplisr. Far commen. inlner vaccine reactions, percestage is

s detection of siguali for potential follow-up, testing of d for rare seri 18,000, 100,000 ar
hypothesis and ressmrch; and 100,000 (million) can be ased.
Haation of pre-B s v g ey

matketing surveillance safety data
Case welection for causality assessment

+ Serious AEFI

+ Clusters ansd events above sxpacted ratn! sverity

« Evalisation of supected Sigmly

* Other AEFL|If requbredjas decided by reviewing team |
commitres inchuding

o Wimmunization evror is mipecied

© Sigmificant events of unexplaned cause witkin 3 days of
vaceination

Avsilalsle axpacted rates for each type of AEFL for » given
antigen is provided st

bt inio_ i

wenindex biml This can belp to make declsion on corrective
actin 4 be taken on reparted AEF, Ti is abun mportant o
Hasow whowt backgronnd mtes of reported madicsl events in the
wountry. Conparison of b vl d rates ol
AEFL will gaide toa possible hrpothesis of o colneldental event

For example, febrile seizures with bacterial or viral infectivn

aetialogies

s i DTwh, Thesefore. it is

o Evests causing significant paremtal or
comcern e Hypotonic Hyparespomsive Episade (HHE),
febrlle sebzures etc. |

ip [P Ffebiriln smizuges due to ather
rewsons snd expected rates follwing s given antigen.

If the values exnceed the expected backgrousd rater, then one
whould couslder trun icrease or calneidence die to angoing

und Evalusting the performancs of the ARFE
surveillance system

Freparation for causality assessrrent

Prior to cnauliy ameniens, ather diveases
* The AFFI igati —

* Al detalls of the case such m case report form, case

inveatigrion fi 18), completnd clisical

lsb reports sutepsy report details af field mvestigations etc.
should be available at the time of asseaement

» There s be & valid diagnods” which b which the extent b
‘which the unfaverable or umintended sign. stnomal kborstary
finding. symptom or disease is defined

With it or i cure an adequate
causality assessment cannot be performed ar if attempted, the
AEFT may be il ar not d Inck
of information. Om the other hand, even with complete
infiarration tve AEFT sy be categorized indeterminse dae 1o
the lack of clear svidence af 3 causal link, or condlicting external
incongistencies.  Neverthobess  thess
assessments should be recorded because the reparting of more

® Llrmaging Irghtis for mogplring e racrine:
® chamging pooceibanes ol beshh facitr;
 brstaling af bl workies;

* inmemnifying maprrvishen
Whairvwr actinn & takes, |t b imparmat in seview st @ lur

buen cormcted
T e il (s 1 prre Cha rabbeass sheaiig i
thors i 1o imdivasn shat the AEFL % reccis-relaind
renctian ox tmarousization-reisnd error sad. that e mest
Bhaly axplasatiig b » sesegpirad apociativn bemees the cieat
and vcclsevacnetian THe  sommricuion on b

st
[E T ——

Semriimes, |t may be sl e onlint fursher sxpert
Hrsestigatben s srmeee thai dar evest mes trsy coincadeinl
The posidl for ndidesl el e the

+C icat i deaths immksition g easgh Gk anuies
from VP [

. ofnew o ruluted i s TResponding To Adverse Fvene Following COVID-

™ " Som Acihei tAedls

S1As “The unprecedented rapid developimest of the COVID-19

psferlaw.jgg

Toe of AEFL Pl g weivms rvidence o ather
[ T P —
mited | vwcrine oe e, whtsin dsformativn fram e st snd
RN P . . cases maxy Jead o a wtro nal med
e C A0 Rt
[ Jr————— .o L_.F |
= btaiming racoms e o
T
womee | iheituwing
selatna

The AEFI surveillance system perfarmance needs to be
reguadarly rviewed at all levels to ensure that the system ks
- o

L] ¥ P
Sorme of the key indi i i
af the system Inchade
= Timekness and completeness of ARFT reparting
o Percontage of ARFI cases reported on time (< 34
hours of notification] to the national level
o Percentage of serious AFF cxves investigated um time (< 4%
hours af onset) asing standard formats.
= Nstnber (%) of AEF lmvestigatlon concbasions supported by
fimdings of special tests (climical specimums, Pos-mortem
fieudings (armomg AEFT desth), lab Gndings o vaceine samples)
9 (%) AEF1 cases final elassifleati usdl
eansaliry AEFL ittee is completed within 30
days of recwipt of all decumentstion from districis
< Number (%) AIFI cases reviewed by National AEFI
corermmitive fellowing recelps of repoeted AEFL cases fram
reghon at National level
= Numaber (%) AEFL cases reviewnd by Narional AEFI

i o back i i
& Respanse to AEFI by the programn particulacly thase related 1o
programme s

This sictivn is o shost introduction and practical everview of the
jpurpase, process and clanification of AEFT cases after causaliny
-

Camuslity sasesment s the syseematic evaluation of the

obinined sbowt nn AEFT o determing the Bkelhood

that the event might have b d by th
Camsality aswesument does set necesarily establish whetber or
d ascartaing & drgres
of association hetwesn the reported advenz evenis and the
=
L | rausality i n
‘Cansality assessmsent team. i
Cansali £ in Kuwalt & done by » natisnsl rev eritical part of AEFl masitoring and enhances confidence in the
PR mathonal Causalicy s
. important fir
wmmary, cossality assessment of cases seeds hi
- 'I i i :’.-h“”h e . f_‘ » Tdentification of vaccine—relaied problesms

a1 the natianal level An asesiment wwally will not prove or
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that bas beon wicd

» Huve o miedls kit ready and share it with journalists. The media
Hl mn;r comist of o medis release with all the esential
bemefits

In the media release, mantion the mame and contact detsils of the
ABFT focal personis) and the masne and comtact decalls of the
official spokesperson for farther defails should jouraalin have
additional questions at the snd)

X ek

and o vet of fraquenly ssked quests E i

wysten

Media Mansgersent Past AEFI The Matinnal AFFI committes shall assign after the sppeaval of
Keeping Provalses to the Madin MOH & spekesperson whe will be cesponsille for
1 b ervedia will be kept updated ab i AEFL to mewdia, pablic and Thia

she dnvestigasion findings, make sure the media is updaed by the
promised date 1F the findings have heen delayed, ensurs the
saedia ls Informed because they would be expecting aswer.
Providing Answers 10 Unssswered Quession

Daring media conferences, if a question could mar he anvwered
five anry reason — for examgle doe 10 absence of data ot i you were
mnpreparsd to answer the questians - gel back va tho media with
the answees as soon s possible

Keping Media Infomsed Abost Subssquent Develogmem

If amy decishon ox sction is taken ot thw bighest bevels following
AEFT i foms ot during the i ions s the pabslic
it kmow about B, keap the medis informed thongh & press
release or hard copy dacument

Deuling With Rumeurs wnd Misisformation

m the context of immumization, remar i defined s e

lissits the pessibiliy of condlicting tesages coming from
dilfererd wources Ensure wpokesperson has the important
imformation

Ovisncation workibops and field vils for wedis,

Hogular ori A wisins foe will
help them achieve s h.u.. understanding of immunization
sdvaniages as well as tbe complesitios of an immanization
Kand o

ki o ameims ,p«mnl,« have.
Mudia Managesnuns dariig e AEF] crisi

While every single AEF] st be bivestigated in deril, ol ALFL
cases muy not be a crisis situation. A crisis often accurs fram
imaction ruther than frem tking appropriste action os AEFT
Mosbtoring of nsedis:

When an AEF] occurs  medis dhould be msonitored for

axsertion that is ciroulating, or af their eeparting The AEFI Comsmittes shoubd
f firm o tristh i about mave very qnmhru comect any inaceuracies. The AEFT
mmumiration sre smangst the mst serious et 6 e sctiss:
wacews of i izar o Analy lu'lwdlml
they can be very hard 1o stop Sosme examples of fusnon -Mliupnn bwliunlluhmuﬂn rnﬂrmlq aupomo.
+ *Vacclmes are o contraceptlve to control population or to Bmit prepare before responding.

the size of a certain ethnic group *
iy the i aad cow

« “Children ars dyitng altor recelving vacelnios

+ Dieal with a simple mistake in reparting with a simple solution
Wit is wn bsoluied error, make s polite call to the reporter snd offer
to help the reparter with correct dsta and facts then and in the
fature.

« RN veceime will gt ¥ . Flaed dienee,

gomen group omly. [ the ervor is widely reporied, it may be pecessary to
Unless the v adall & addvaed Al 4 ol e 1
poou s refer the ickly s to further duninge.

possible. You will need 1o wnd( nmler thedr direction - sction
The

+ Plas how to prevent furare rumoes
Prapare a medis relosss.

ol e serius and, 4, they
can travel quickly beyand youe bocal area,

Comman causes of Rumors

+ Inadequate information sharing by HCPs or

« Failure to communicate correct mformarion abowr
vaccine effects amd sehedubes,

» Failure to check whether caregivers know and undersand
information,

+ Faidure to give clf & queath

« Parenn caregiven’ negative attitndes abous immumization
services

Wihat you ciss do ot the health fucility?

Under the direction af your sapervisar

® Mest with key apinion lesders (peliticiany, tradisional and
religious landers, cormmarity lesdurs, other health workers)

+ Oeganize meetings a1 sites whers the individusbs grosps are
comifortahle and feel 3t esue to urk questions.

#1F there is o natiomsl mass med response, encourige
your connmuuiry messbers 1o wateh and talk ubout it
Words of Advicr

An effective media rebeave should Iu:l-l--xwwylﬂi n:wnl ol
the event, fransed n b

of AEFlLor 4 anmﬂnﬂnn

+ An ouiline of actions taken or planped {nuch a the
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Commanication with Other Healthcare Stalll

.t 1 bl

» Nivsdl fior transparency snd secountabiity

with Chents, Pareats or Guardian and

o Rei i whilliy, skilly and p

+ Update them an investigation process, Cammusication with pasents, other members of the

R he staff of ongoisg the i health saail and d b be carrind A
quuality of the vace ided all ci They should be kept informed sbout  the

Do not blame bealth care worker, instesd focus on the
correction and guality of the NIF program,

‘Commanicating with srakeholders

Vaccle safery informstion needs to be shared with odher
stakeholders in arder to ensure dissemination of correce
infurmation amd thereby smsuring the smoath fusctiouing of
mational immmnization programme Depending on the need.
stabuhslders mentioned below will be given prellnslmary
information at initisl stage and finsl eepart sftee completion of
investigation and causaliry assessmsent at a later stuge

* Kuwait Office for Il ve

« Modicines and Medical Product Registration and Regulatory
Adssinistration

* AEFI Committees at all levels

« Politicians

* Professional sssoclations

« Universities and hespitaly

» Manulactusers

Communieating with Media

The medin |5 wi mporant gateway b inform the public and
shapes cheir view amnd attitades towards vaccimes and
immunization, especially including the occaonal s
campaign In the long-term, bailding partnenkips with the
wmedin in key o keep the pablic regulardy nfarmed abou
imanunization. its benefits and 0 motivete  families and

i L o X

Advance preparedness
Effective commemication with the media inchaden efficisne
coondisation with the leld sl a plas, trained personnel budgee

o cormmanication 1n wpport o

- .o
= Reference 10 any relevant publicmion, video materisl or web
site

« Sender’s nanse and spokesperson’s detadls
= Lissited to one page of matter (400-500 words ma)
« Short senteaces ot exceeding rwo lises)

A Tnwbiase of joarnalise
wnnentisl o maintain s dutsh,

et mesferlaw. comrs =

permisdon. The quotes must be positive and carry the key
messages.

Call o media conference

Madia conferences may need 1o be conducted If AEFL s being
reported extensively and widely and there is 2 need 1o provide
accuratn faces wnd de—sensatlonalize the story. A medin
conference enables all jowrnalists o have the same informarion,
thus there I3 then Tess likely of event being ‘sensstionalized
Comsider the following sieps when preparing for the medis

+ React ewifily and adapt your ongoing scrivisl quick

with ity im

press conference

* Give clear and consistent mesages.

Annex § 5TANDARD AEF REPORTING FORM
REPORTING FORM FOR ADVERSE EVENTS
FOLLOWING IMMUNIZATION |AEFT)

- It an the panel, agree o
the o syt st the ARPL

e o qusstisws (o, palitical eic) sach pael maraler
st bl
o Panel members must avoid contradicting each ather in the

wircumalances of the AEFI
Information packages.
Keep medin informed through email o hasdcopy by sending
regular updates on wsy plass, programs and decisions. Sensitizs
medin about heslih benedits af immunization nd it lpace
lobally and nationally. Prepars nsoadidy or quarterly updates
Provide an updated infornution package with docaments

investigation, resslts and action taken slready or golng to
be Nw-ngldhgmnﬁﬂ It i crocsl to highlight the
benefits of while g AEF with
the public and stakeholders

Ky points to comider when comsrusnicuting with the vaccine
recipient (patient or dlieat) or parents snd guardiams of the
patient, commaniry and health saflare;

» Listen to the clivnt, parents or guardian and their concerns
empathecically

* Reassure and support the chens, parent o gaardian but do mot
rmaake false promises

* Amist the client. parents and guardian for hospiralizaton i
necessary

» Froquant communication with the clisne, prrents or guardias
regarding the progress of the patient

» Propare s fact sheat on adverse svent for the client, parents or
uardian, commanity, heelth stalf and medls.

+Bulld wp and waintain redsionship emong bralth st
commumity and medis

- , parent or i

cotmimbun dtverse evemts an how 40 handle them

fent, parent

e commmnity during the iwvystigation period 1 asre
the risk~ benefit of vace

Rale of Healbesre Workers in Ce

timg AEF

programme as well as campaigns. Whers medical intervention,
are necesary, they should be carried out as rapidly m pasible
Suppeeming feports o AEFI o dow reaction can cause
considerable damage ta the immenizstion programme in the
lomg-term  Memages relating 1o adverse events must be
dinserminated rapidly to provent mmoe proing
Oncs am AEFT han occurred, sespomses should Inelade the
Following commuanication demmts:

» Commmnicate mumedistely with the MOH. and other high
officials.

» Pravids the vacclne secipient/parents with factnal information
Remermber that some vaccine reciplents /parents may seek

infurmation elewhere and yon may b ity if pou da ot

i ¢ The public
snd the other stakeholders have s right o know exacily what
happaviad

ke bclng uhn w ﬂm the members of the communicy and
d of whar ls ha is

including Freg Asked Quastion FAQH

in general, for specific disase amd AEFL Factsheet or a technical
brief on & specific vaccime preventable disense etc |

Divaft media release

The drafi mwedis relesse must specifically answer the 6 Ws fur
jowrmalists.

* Wha is affecred is respomsble’

* What luas happensE

* What is being done?

* Where has it happensd?

» When did it happen?

= 'Why did Ie happent

» Will it hapgpes againt

» Communicate the results of the investigation o the Natiansl
Iunization Program  managers and to the Distrher
Irnunizarion officers as sll levels.

& IF the AEFT was caused by immunization errar, tell the public
what stups o prevent smil, s the

» Broadeast an official statement abost the event on radio and
televigion and publish 3 satement is sewspapers or social media

» Ropeat the message 1o dispel all fears
» Conuuntly reassure the public of the safety of vacclues.
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Annex 10 AEFI INVESTIGATION FORM
AEFT INVESTIGATION FORM
Death | Disability | Hospitalization | Claster)
Wasic dusails
Caae 1D
m] ot health faciry
O Privase heahh faciliey
] Ottt ey}
e investigation.
o Glling this Faren: | L
Dhesignatien | Positien | [rhlmpwh [P [ ] neerim [ ] Fima
Telsphurs i laealine Mobils
Frmail
Fatient Murs [ Y

Yuine 3 sapamat Form for sach case 2 chester;
Dtz of bisik (DD MM YYYY) f

R Age 95 omaet yeare manthy e

K Age group. o2 doprar + 15 ymn - =5 yoan
‘Brasd Name of Vacelne incudag Daze of Time of Diose Lot date
stimsufacrurer Sl secelvnd by patient | Vaccisation vacelnsion e g 17, 3%, 000 it

Type alxita ) < Foad = Mobils
Diate ol first Ry symptinn (DDMMYYVY

Datr ol howpitaBeation (DEMM YY)

4+ Died + Disabled »

Bdicd date and time of death (DD MM YYYY)

Wautopey domat (| o+ Viea jdate)
Planned on dete)  Thne
urtich roport (i€ available)

$2026/1/11 - 2 1447 o 22 141 9% gty 2 21 1773 st gt s

[ N [T —
i Inisution.
Lbeignasion and Deparmuent
[Telephose e
B oM F IFeleplusae and E-sil.
¥hane patient tificel evest 1o Baalth sesmenn
Fiateateirts || __ i i
KR A st Fonbiy’s st __( | __

[Varcination Centre s Place of Vacclmstion - name and sidrm

Vacciem [Dfbeomt (fnpplicalie;
Timenl G o pod Barch - By st Duteaad i o
e mamrel weto eecnsim oy jlee AT RAER
rsmafcrer e
" Adveru evens) Dhase AEFUstaried __ | _ 1 __
Local pesction s <Map v 53diys o beyoudmmrmatjuict [Fime
Paim o ] sbie + Erythenia + Swslling + laching » Seizures IR Yy p—

bl alikeile

Absces Sepit
apuity
Texic duock sardrome
Thrambacyiopenia Anaphylazis
Vo ZINC
Foelous: Yo Mo, 11w “Dwsth ¢ Life Threatering ity -
+ Anather important mesdicsl evess pecifyy
[Chatsome: * Recovering. * Recoversd * Recovered with vequielas  + Not Recavered * Unknows » Died

oV oMo * Uik

g, ke canen

Plasie I

istrict; Ares

C JAuO (g T

i = IR —— ]

* Othr
i | Tome of st apieprteen (hhonns, . L
VYY) ] ) LJ o
g » Usknowa
) LT I
* No

m

Hownarks (1 yes provisbe detals)

0 Full termn

I yos. nmmie the deug, lialicaiion, duss and brestmmnt deic)

ey diveas relevans to AEFD) or alergy | Yea | Nu | Usik
g ‘Currentéy preguant!  Yes pwesk) Mo Unksean.
. Currently bremefeoding ¥es | Mo
b z i =
The bisth was

1] Minor [1] 5

Oubcome (Recovened disility Died

esferlaw.com e

e —
Fohvet e terval fbours, days. weeks,

e reporting |4 y77H)
| Hvastigusedt A yus, dase|

IFimal Tisggmsts
1 ——

F Establishing codes for ares. reaction type, cause af AEF], nd certainty of canse will facilitate reconding, data entry and amalysis Because of
& sl & e e hechied
¥ Coding for cause of AEFI. o
fan =] ] T} [Z] ]
Vaccineselaimd Anadewuate

related fafsermation 10

frhwsify
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! I o Pre-tem —
fox a (m] [
Sertien £ — i 1 firstivery procedurs wa
(m] Nermal
Syringes and moedien used (] Casrean
b Arw AD yriages coed o brmmtaaiva? [ s | o | Linkn O iy
[ Gl [ ] Diepomabls [ ] Recycled Dispusabie [ Otk PR S e
m} Wik
L oo ]
= CpPRpT e NA Heali i e
® Recomtitstion proceds. | ool |
i fres e | section © Diwiaids of first e asminstion™ of srivas AEFT rase
Sr— Haurce of enlemmation | all that apply
e
rmmudmmpwmm O . — -
by i i e g il e (] Thacumen
| e radat | » | (] Veskal matopay Other 1 Erouss verbal autepay.
e jplesss seacion source
i " . e |
T 1 pars o Hame of ather perions iresting
o ahe patient
Bection P [P pr— | ot o
P i praction) = = T r—
o e 1 L [ime e
ey ALL avallabi pr—— =
< | i NOT A¥AILABLE in sxiving documents. Le.
o 1y, ¥ € v ki { - care. misech copiss of ol aveliabl : il
b2 Weyer provida decaih of manitaring separarely | i ¥ 0
% 5 n Veu Mo Uinkn | L % ; : Y
® Was amy acher loem | ocher 1 a freezert Ve No | Uk |
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' cemched dirty Vv N Lk l AEFL
pecific key |
Vacrine tramsporiation
# Type of vaccime carrier mod |
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o Wan e s Ve N
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pedd
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‘ere amy slmiilas svents coported within o time period similar o when the sdvme oo oocmred sod in the ame loclnd Yo | Mo |
[ yen. describe
e, how many eventy episodes’ LI
I thee effiected, how many e
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T ) ey (7
: color, varkidity, farelgn ¥eu | No | Unable b ames
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Annex 11 AEFI LABORATORY REQUEST FORM . = = o
[ AT - LANORATERY REQUEST FORM (LRF, ] ] . L
| frartal 1 i o that o vacci eralk T cold thaim You N | Unabla 6 s
1 TN g et D e . e -
i wrang dess, site ox You | Mo Unabie in ssess
[hinrict, Area. "
e I - s L —
- Euce of ling LR = - 2 3 :
Disignatiin | Numiber
Fiwone Nusber Sowcify
e N Bacasioms.
rae ol Birth — I ¥ ST pr— e ——) Yot [ Bl Vuken
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Yes No Uskn
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Vaccine Name Quantity Sent Name of Manufacturing Date
[Diluent Manufacturer Batch No. Expiry Date
{in BLOCK
Letters)

Complete Address of the patient with landmarks (Street name, house number, village, block, Tehsil, PIN No., Telephone No. etc.)

Date of vaccination Date of Onset
Date of collection of specimen Time of
collection of specimen

Precise description of samples:
a) For vaccine/diluents specimens: (to be transported in reverse cold chain)

b) For logistics specimens: (AD, Reconstitution, Disposable syringes)

Mention Logistics Quantity Sent Name of Manufacturer Batch No. Manufacturing Date Expiry Date

(in BLOCK Letters)

For Biological product specimen: (CSF, Blood, Urine, etc)

1. Specimen Type: (CSF, Blood, Urine, etc.)

2, Test requested.

3, Preliminary clinical diagnosis (working hypotheses);

4 Name and complete address of officials to whom laboratory results should be sent:

Send to Complete address Phone Mobile Email-1D

National Level

District | Area level

Others (specify) . 1 .
Tobe cprfpibedd ty Tabjofficaldhfdr r@ﬂ‘hmﬂn

Date of receipt of specimen at laboratory

mesfeglaw,com| = ¥ ¥

Name of person receiving specimen(s) at laboratory

Condition of specimen upon receipt at lab (encircle) Good l Poor Pnhmwn

Comments by pathologist, virologist or bacteriologist

Date specimen results sent from this lab

D D M M i Y Y Y

Name of laboratory professional

@nﬁuﬂ
Phtme number: iEtnnl




