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Pharmacovigilance of Vaccines 

1 OUTLINE	

.	!  THE QUIZ 
!  INTRODUCTION: WHAT? WHY? WHO? 
!  REGULATION 
!  FUNDEMENTALS OF EFFECTIVE PHARMACOVIGILANCE 
!  SIGNAL IDENTIFICATION AND ASSESSMENT 
!  PERIODIC SAFETY UPDATE REPORTS 
!  RISK MANAGEMENT PLAN 
!  THE QUIZ REVISTED 
!  GAP ANALYSIS WORKSHOP 
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What? Why? Who? 

"  Definition  
"  Why do we need it ? 
"  What is a Pharmacovigilance system ? 
"  Roles and responsibilities 
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What is Pharmacovigilance? 

"  “A medical discipline crucial in preventing medicine 
related adverse effects in humans promoting patient 
safety and the rational use of medicines” 

"  “the science and activities relating to the detection, 
assessment, understanding and prevention of adverse 
effects or any other medicine- related problem”  
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"  Rare AEFI may only be picked up after large cohorts are 
immunised. 

"  Clinical trial data for registration are limited  
"  Sub-groups are sometimes excluded from trials. 
"  Clinical efficacy needs to be continually monitored.   
"  Errors in manufacture can occur.  
"  Errors in administration can occur. 
"  False assumptions can have a profound impact on 

vaccination programs.  
"  Legal requirement in most countries. 
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WHY DO WE NEED PHARMACOVIGILANCE 



15/07/2016	

2	

CBE  – 100 V1 

Clinical trial data is limited 

"  Rotavirus vaccine and  
intussusception 
associated with receipt 
of Rotashield vaccine 
is estimated to be low 
(<1 in 10 000 vaccine 
recipients (Murphy et 
al., 2001;Murphy et al., 
2003). 
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Resulted	in	WHO	increasing	trial	size	to	60,000	
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SUB-GROUPS ARE SOMETIMES EXCLUDED FROM TRIALS  

 

"  57% OF 209   6 months- 5 years 2010 season 
"  17% OF 109   6 months- 5 years 2009 season 
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CLINICAL EFFICACY NEEDS TO BE 
CONTINUALLY MONITORED 
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VAERS	:	Vaccine	Error	Codes	N=11		
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False assumptions can have a profound 
impact on vaccination programs 
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What is a Pharmacovigilance System 

"  Effective collection of safety information. 
"  System for storage of data. 
"  A process for analysing data. 
"  A strategy or process for conducting 

investigations. 
"  A process for assessing risk verses benefit of a 

vaccine. 
"  A process for defining knowledge gaps and how 

these gaps are to be addressed. 

10 

CBE  – 100 V1 ©	ARCS	Australia		Theresa	Mc	Garry	

11 

ACQUIRE	
DATA	 ANALYSE	

&	ASSESS	

ACT	
COMMUNICATE	&	

REPORT	

Post-Market	AEs	

Clinical	Trial	
SAEs	

Literature	

ISS	Data	

Epi	Data	

PASS	/	
PMS	

Completed	
Studies	

Signal	DetecEon	

Hypothesis	tesEng	

Safety	Topic		
Reviews	

Clinical	Study	Reports	

ISS	

PSUR/PSR	

Dear	Dr		
LeLer	

Label	
Updates	

RMPs	

PublicaEons	

Change	in	
Product	Usage	

CCDS	Revisions	

Med	Info		
LeLers	

7/15	Day	
	Reports	

PSR	

PublicaEons	

PV	&	RISK		
MANAGEMENT	

INFRASTRUCTURE	
• 	Quality	Assurance	OperaEons		

• Consistent	Standards	
• 	Clear	Process	

• 	Clear	AccountabiliEes	
• Data	Housing	
• 	Resourcing	
• 	Training	

Exposure	

CSS	Market	Surveys	

PSUR/PBRERSs	

Partners	

A pharmacovigilance system must therefore have the ability to…. 
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The minimum functions of a national 
Pharmacovigilance (PV) system  
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1.  To promote PV in the country, notably, to collect and manage 
adverse drug reaction (ADR) reports, reports of medication errors 
and suspected counterfeit/substandard drugs 

 
2.  To collaborate and harmonize with existing ADR collection activities 

within the country (National disease control programmes, Ministry 
of Health etc.) as well as international cohorts monitoring ADRs in 
defined patients or populations 

 
3.  To identify signals of medicine safety i.e. unknown or poorly 

characterized adverse events in relation to a medicine or a 
combination of medicines and/or its use 

4.    To undertake assessment of risk and options for risk management 

Ref:	WHO	 CBE  – 100 V1 

The	minimum	func8ons	…con8nued	
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5.  To identify if there are quality problems in medicines resulting in 
ADRs; and more generally, support the identification of medicine 
quality issues 

6.  To provide effective communication on aspects related to medicine 
safety, including dispelling unfounded rumors of toxicity attributed to 
medicines and/or vaccines 

7.   To apply resulting information from pharmacovigilance  for the 
benefit of public health programmes, individual patients and national 
medicines policies 

8.   To develop and maintain drug utilization information 
9.   To identify issues associated with unregulated prescribing and 

dispensing of medicines  

 
Ref:	WHO	
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The minimum requirements of a national PV 
system  
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1.  A national pharmacovigilance centre with designated staff (at 
least one full time), stable basic funding, clear mandates, well 
defined structures and roles  and collaborating with the WHO 
Programme for International Drug Monitoring 

2.  The existence of a national spontaneous reporting system with 
a national individual case safety report (ICSR) form i.e. ADR 
reporting form 
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The Minimum Requirements …continued 
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3.  A national database or system for collating and managing ADR 
reports  

4.  A national ADR or pharmacovigilance advisory committee able to 
provide technical assistance on causality assessment,  risk 
assessment, risk management case investigation and where 
necessary crisis management including crisis communication 

5.  Clear communication strategy for routine communication and 
crises communication  

CBE  – 100 V1 

The 'follow-on' after the “minimum requirements” 
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"  The 'advanced' requirements of a PV system relate to broad  higher 
levels of PV practice (full details in meeting report available from 
WHO/GF) 

"  Policy and Governance including existence of national laws 
and policies related to pharmacovigilance  –  in particular 
legal requirements on companies holding marketing 
authorizations to report ADRs, provide data on drug 
utilization, and produce risk management plans; and to 
empower the national authority to suspend, revoke or vary 
marketing authorizations 

"  Methodologies highlighting what PV methods may be 
appropriate in specific situations 

"  Information management including data management, 
crisis management, communication and public perception 
surveillance 

"  Monitoring and Evaluation including availability of a set of 
PV indicators  
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WHO	Pharmacovigilance	indicators:	Purpose	
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hVp://www.who.int/medicines/areas/quality_safety/safety_efficacy/EMP_PV_Indicators_web_ready_v2.pdf?ua=1	
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European Medicines Agency: 
 Good pharmacovigilance practice modules  
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"  Module I: Pharmacovigilance systems and their quality 
systems; 

"  Module II: Pharmacovigilance systems master files; 
"  Module III – Pharmacovigilance inspections (Rev 1)\ 
"  Module IV – Pharmacovigilance audits 
"  Module V: Risk management systems; 
"  Module VI: Management and reporting of adverse 

reactions to medicinal products; 
"  Module VII: Periodic safety update reports; 
"  Module VIII: Post-authorisation safety studies; 
"  Module IX: Signal management. 
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I.B.1.	Pharmacovigilance	system	..................................................................................4	
I.B.2.	Quality,	quality	objec8ves,	quality	requirements	and	quality	system	........................5	
I.B.3.	Quality	cycle......................................................................................................5	
I.B.4.	Overall	quality	objec8ves	for	pharmacovigilance	....................................................5	
I.B.5.	Principles	for	good	pharmacovigilance	prac8ces	.....................................................5	
I.B.6.	Responsibili8es	for	the	quality	system	within	an	organisa8on	..................................6	
I.B.7.	Training	of	personnel	for	pharmacovigilance	..........................................................7	
I.B.8.	Facili8es	and	equipment	for	pharmacovigilance......................................................7	
I.B.9.	Specific	quality	system	procedures	and	processes	..................................................8	
I.B.9.1.	Compliance	management	by	marke8ng	authorisa8on	holders	...............................8	
I.B.9.2.	Compliance	management	by	competent	authori8es	.............................................8	
I.B.10.	Record	management.........................................................................................9	
I.B.11.	Documenta8on	of	the	quality	system................................................................10	
I.B.11.1.	Addi8onal	quality	system	documenta8on	by	marke8ng	authorisa8on	holders......11	
I.B.11.2.	Addi8onal	quality	system	documenta8on	by	competent	authori8es....................11	
I.B.11.3.	Cri8cal	pharmacovigilance	processes	and	business	con8nuity............................11	
I.B.12.	Monitoring	of	the	performance	and	effec8veness	of	the	pharmacovigilance	system	
and	its	quality	system	...............................................................................................12	
I.B.13.	Preparedness	planning	for	pharmacovigilance	in	public	health	emergencies	...........13	
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Module	1	

Module
II	

	
Modules		
V	to	IX	

		

Module	
II	
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1	.Patient details 
 
•  Identifier- eg.  Initials/patient number  
•  Gender 
•  Age/Age category/Date of Birth 
•  Concomitant medications  
•  Medical history including relevant past drug history  
•  Relevant family history  
•  Weight and height of patient  
•  Ethnicity  

Australian	pharmacovigilance	responsibili8es	of	sponsors	of	medicines	V1.3	June	2014		

Adverse Event Reporting: Individual Case Safety Report 
Form (ICSR) 

CBE  – 100 V1 26 

2.		Suspected	medicine(s)	

•  Drug	iden8fiers:	Brand	name,	Interna8onal	Non-Proprietary	Name	(INN)	or	
Country	Approved	Name,	Registra8on	No	on	label	

•  Ac8ve	ingredients		
•  Batch/lot	number		
•  Indica8on(s)	for	which	suspect	medicine	was	prescribed	o	
•  Dosing	informa8on		

•  form	and	strength/	Daily	dose	&regimen/Route	of	administra8on	/Star8ng	date	
and	8me	/Stopping	date	and	8me,	or	dura8on	of	treatment		

•  Ac8ons	taken	with	drug	(e.g.,	drug	withdrawn,	dose	reduced,	dose	
increased,	dose	not	changed,	unknown,	not	applicable)		

•  Addi8onal	informa8on	on	drug		
For	suspected	drug/drug,	drug/food,	or	drug/alcohol	interac8ons,	the	names	and	
ac8ve	ingredients	of	the	suspected	interac8ng	products	or	substances		

Australian	pharmacovigilance	responsibili8es	of	sponsors	of	medicines	V1.3	June	2014		

Adverse Event Reporting: Individual Case Safety Report 
Form (ICSR) 
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3.   Other	treatment(s)	
	
The	same	informa8on	as	in	item	2	should	be	provided	for	the	
following:		
	
•  Concomitant	medicines	(including	non-prescrip8on,	over-the-

counter	medicines,	herbal	remedies,	dietary	supplements,	
complementary	and	alterna8ve	therapies,	etc.);and	

	
•  Relevant	medical	devices.	

Australian	pharmacovigilance	responsibili8es	of	sponsors	of	medicines	V1.3	June	2014		

Adverse Event Reporting: Individual Case Safety Report 
Form (ICSR) 
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4 	Details	of	adverse	reacEon(s)	

•  Full	descrip8on	of	reac8on(s),	including	
•  	body	site	and	severity	
•  	as	reported	by	the	primary	source		
•  reac1on	in	MedDRA	terminology	(lowest	level	term)		

•  The	criterion	(or	criteria)	for	regarding	the	report	as	serious		
•  Descrip8on	of	the	reported	signs	and	symptoms		
•  Specific	diagnosis	for	the	reac8on		

•  Timing	of	the	reac8on	
•  Onset	date/8me/Stop	date/8me		
•  Time	interval	between	suspect	drug	administra8on	and	start	of	reac8on		

•  Relevant	diagnos8c	test	results	and	laboratory	data	
•  Senng	(e.g.,	hospital,	out-pa8ent	clinic,	home,	nursing	home)		
•  Outcome	of	reac8on	at	the	8me	of	last	observa8on	(e.g.,	recovered/

resolved,	recovering/resolving,	not	recovered/	not	resolved,	recovered/resolved	with	sequelae.	
Describe	sequelae)		

Australian	pharmacovigilance	responsibili8es	of	sponsors	of	medicines	V1.3	June	2014		

Adverse Event Reporting: Individual Case Safety Report 
Form (ICSR) 
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In	the	event	of	a	Death	
•  Date/Stated	cause/	autopsy-post	mortem	finings-			

Relatedness	of	product	to	reac8on(s)/event(s)		
•  Assessment	of	reac8on:	

•  Source	of	assessment	(e.g.,	ini8al	reporter,	inves8gator,	regulatory	agency,	
company),	

•  Method	of	assessment	(global	introspec8on,	algorithm,	Bayesian	calcula8on)	and	
result		

•  Case	narra8ve	including	clinical	course,	therapeu8c	measures,	outcome	and	any	
addi8onal	relevant	informa8on		

•  Sponsor’s	comments	(e.g.,	diagnosis/syndrome	and/or	reclassifica8on	of	
reac8on/event)			

•  Medical	confirma8on?-	Lab	or	other	test	date?-	health	care	professional	opinion-
on	causal	or	not?		Were	there	reac8ons	with	other	subjects?	

Australian	pharmacovigilance	responsibili8es	of	sponsors	of	medicines	V1.3	June	2014		

Adverse Event Reporting: Individual Case Safety Report 
Form (ICSR) 
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5  Details	about	the	person	reporEng	the	adverse	reacEon	to	sponsor	
		

•  Name/Contact	Details/Profession-speciality		
	

6 	AdministraEve	and	sponsor	details	
	

•  Source	of	report	(spontaneous,	epidemiological	study,	pa8ent	survey,	literature,	etc.)		
•  Date	the	event	report	was	first	received	by	manufacturer/company		
•  Country	in	which	the	event	occurred	
•  Contact	Details	
•  Product	registra8on	number		
•  Company’s	iden8fica8on	number	for	the	case	
•  The	AR	iden8fica8on	number	(if	known)	of	possible	duplicate	reports	ini8ally	submiVed	

to	the	TGA	by	a	consumer,	healthcare	professional	or	other	primary	source		

Australian	pharmacovigilance	responsibili8es	of	sponsors	of	medicines	V1.3	June	2014		

Adverse Event Reporting: Individual Case Safety Report 
Form (ICSR) 
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MAH	

NIP	REG	
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Adverse Event Reporting 

33 

Who has overall responsibility for PV in your organisation ? 
 
Who do you report AEFIs  to..Contact details ? 
 
What is included in your ICRF? 
 
Are all elements of the Pharmacovigilance system familiar with 
ICRF? (Manufacturer, Distributer, MAH, Regulator)? 
 
 
 
 
 

CBE  – 100 V1 34 Australian	pharmacovigilance	responsibili8es	of	sponsors	of	medicines	V1.3	June	2014		

What happens to reports received by the regulator ? 
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An effective pharmacovigilance system: 
 
"   is a system that facilitates the systematic collection, storage and 

ongoing analysis of safety information associated with a medicinal 
product   

"   allows periodic analysis of the Benefit/Risks profile associated with 
vaccines. 

"  enables the effective communication of Benefit/Risk information to 
customers in order to prevent harm and minimize risks to the 
patients 

"  evaluates the effectiveness of any specific risk mitigation steps 
"  identifies gaps in the knowledge on drug/vaccine safety profile and 

defines measures to address these gaps  
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FLASH QUIZ  
True or False?  
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FLASH QUIZ  
Match the Group with the Function  

36 

	Group	 FuncEon	
A.	WORLD	HEALTH	ORGANISATION	 1.  TRAINS	STAFF	ON	CORRECT	WAY	TO	

ADMINISTER	A	VACCINE	

B.	NATIONAL	IMMUNISATION	PROGRAM	 2.  PROVIDES	SUMMARY	INFORMATION	ON	AEFIs	
IN	THE	FORM	OF	A	PERIODIC	SAFETY	UPDATE	
REPORT	

C.	WHO-	UPPSALA	MONITORING	COMMITTEE	
	

3.  	COLLECTS	AND	ASSESSES	CASE	REPORTS	ON	
AEFIs	FROM	MEMBER	COUNTRIES	

D.	NATIONAL	REGULATOR	 4.  GRANTS	PRE-QUALIFICATION	AFTER	
CONDUCTING	QA	TESTS	ON	VACCINES	AND	
INSPECTING	MANUFACTURING	SITES	

E.  VACCINE	MANUFACTURER	 5.  LICENSES	AND	APPROVES	VACCINES	THAT	ARE	
SAFE	AND	EFFECTIVE	AND	OF	GOOD	QUALITY	
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• HPV	INCIDENT-		UNITED	KINGDON	

• 	ACELLULAR	PERTUSIS	STORY	

• INFUENZA	VACCINE	STORY	
	

Some	case	studies	

IntroducEon	


