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10 Conclusions

The safety data collected for IPV during the AP do not give rise to any concern about
the safety of the vaccine. The benefit of vaccination by far outweighs the observed

adverse events, Also when used in a Td-IPV combination vaccine the safety isnot a
concern.

The data presented is this PSUR lead to a proposal for adapting the SPC of IPV to add
‘injection site redness’ in addition to already mentioned ‘swelling and pain at the

injection site’. We propose to implement the change as soon as other changes in the
SPC are necessary.

MarikBernayga Belay
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Summary of product characteristics
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1 NAAM VAN HET GENEESMIDDEL

Poliomyelitisvacein, suspensie voor injectie

b KWALITATIEVE EN KWANTITATIEVE SAMENSTELLING

Eén dosis van 0,5 ml poliomyelitisvaccin bevat de volgende actieve bestanddelen:
Geinactiveerd poliomyelitis virus type 1 (Maheney)* 40 D-antigeen eennaden
Geinactiveerd paliomyelitis virus type 2 (MEF 1% 8D-antigeen esnheden
Geinactiy eerd poliomyelitis virus type 3 (Sauketty*  32D-antigeen eenheden
Voor hulpstoffen, zie 6.1,

*) Gekweekt op Vero-cellen.

3 FARMACEUTISCHE VORM

Suspensie voor injeclie. Het product is een suspensie van docr formaline geinactiveerd en
gemiverd virus afgevuld sls monodosis in ampullen of flesjes,

e kleur van hel yaccin varieeri van oranje-geel Lot oranje-reod.

4 KLINISCHE GEGEVENS

4.1 Therspeutische indicaties

Actieve immunisatie Legen poliomyelitis,

4.2 Dokering en wijze van toediening

Eén daals {9 0,5 m| voor zowe| kinderen als volwasien Het vaoein woedt subeutasn of
intramusgeulair loegediend. In hel algerngen kan de primaire immunisatie vanal de lpelijd
viiy 2 magnden warden yilgeyoerd, Een complete primaire immwnisatie beslant uik drie
vacainbies met olkc 0,5 ml, do gerste bwee worden gogeyen met een (nferval van bij

o~
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4.3

vecrkeur 2 maanden doch minimaal 1 maand, de derde vaceinatie wordt 6-12 maanden na
de tweede gegeven. ’

In Nederland worden kinderen bij voorkeur gevaccineerd volgens het
Rijksvaccinatieprogramma met gecombineerd D(E)TP vacein,

Personen die volledig tegen poliomyelitis zijn gevaccineerd en die vertreldten naar een
gebied met verhoogd expositiegevaar aan poliomyelitis, wordt een revaccinatie met 1
dosis poliovacein aangeraden ca. 1 maand voar vertrek, zelker wanneer de laatste enting 15
Jaar of langer geleden heeft plaats gevonden.

Conira-indicaties

De algemene conira-indicaties die voor ieder vacein geiden:
- emnstige reactie na eerdere vaccinatie met hetzelfde vaccin
- bekende overgevoeligheid voor een vaccincomponent.

- vaccinatie dient uitgesteld te worden bij ernstige met kkoaris gepaard gaande infecties

Bijzondere waarschuwingen en voorzorgen bij gebruik

De kleur van het vaccin varieert van oranje-geel tot oranje-rood. Vacein met een duidelijk
gele of violetts kleut mag niet gebruikt worden,

Aangezien ellte dosms sporen van nesmyeine, streptomyeine en polymyxine B kan
bevatten, is voorzichtigheid geboden bif de toediening van dit vacemn 2an personen die
overgevoelig zijn voor één van deze antibioliea

Oudere kinderen en volwassenen kuanen flauwvatlen na vaccinatie Dit treedt meestal op
korte tijd na vaczinatie en ke gepuard gaan met misselijikheid en braken, Indien
flauwvallen bij eerdere vaceinaties is cpgetreden of als er v 6dr of tijdens de loediening
van het vacein symptomen worden waergenomnen die duiden op flauwvallen dan moet de
persoen ziftend of liggend worden gevaceinead,

Polismyelitis vacein mag nocll intravaseulsir toegediend worden,




Doc.: IPV.5.3.6.PSUR.2006-
Module 5 ~ Clinical Study Reports 26);3

Replaces: n.a.

NVI1 5.3.6 Reports of Postmarketing Experience

nederjands Date: February 2009
en, Inactivated Poliomyelitis Vaccine, Drafted by; RvB
suspension for injection, NYI Page 40 of 55

Periodic Safety Update Report 01 January 2006 — 31 December 2008

1

P | Module 1 - Adminlstrative Informatlon  Des:
[ prescribing Information IPYV.13,1.50C.10
NVI olrp g Replaces:
acdertsndd 1.3. PRODUCT INFORMATION PVV.13.).5FC.09
e Date; 15 sepr 2008
Inactivated poliomyelilis vaccine, suspension for g:;f:;do?é M0
Injection, NVY
1.3.1, - SPC, Labelling and Package Leallet

Zoals bij alle injecteerbare vaccins dient tsjdens het toedienen adequate medische
behandeling beschikbaar te zlin, voor het geval zich na toediening van hel vacein
anafylactische reacties voordoen. Zonodig worden epinefrine injecties en corticosteroiden
gegeven, gadosesrd naar leeflijd en/ of lichaamsgew icht

Het is rnogeliik dat de verwachie immuunrespons uitblijftna veccinatie van patiénten met
aangeboren of verworven immuunstoornissen.

Het potentigle risica op apnoe en de behoefie om de respirateire functies gedurende 48.72
uur te moniteren dient in beschouw ing te worden genomen int hel geval van primaire
immunisatie bij zeer premalure kinderen (geberen € 28 weken zwangerschap), in het
bijzonder voor kinderen met een nog niet volledig ontwikkeld ademhalingsstelsel in de
anamnese Aangezien het profijt van vaccineren in dege groep kindersn grool is, dient de
vacginatia niet ontheuden of uitgesteld te worden,

4.5 Interacties met andere gencesmniddelen en andere vormen va interactie

Poliomyelitisvaccin kan gelijktijdig met andera vaceing werden toegediend, mits het op
verschillende injedtisplaatsen wordt toegadiend.

4.6 Zwangerschap en borstvocding

tregavens betrelfende een groot aantal zw angerschapp en met blockstellingenaan
poliomy alitise accin laten geen padelig effect zien op de zwangerschap of cp de
gezondhed van de fostushet pasgeberen kind, Echter poliomyelitisvacein dient alleen
tiydens da zwangsrschap toegediend te worden, wanneer er sen nadnkkelijk risico op
besmelting is.

Peliony =litisvancin kan worden gebrukl Hjdens de borslvosdingsperiods,

#,7 Beinvloeding van de vijvasrdigheld en van kel vermogen o machines te
Ledlenen

Het is niigt waarschijniijk dat policmyelitisvsecn een sffad haeft op de djvaardigheid en
het vermogen om machines te bedienen
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4.8 Bijwerkingen

Op basis van postmarketing gegevens (spontane meldingen) is vastgesteld dat de volgende
bijwerkingen kunnen optreden. De bijwerkingen die gemeid zijn na vaccinatie met hat
poliomyelitisvaccin vonden meestal plaats gedurende de eerste drie dagen na vaccinatie en
waren van tijdelijke aard.

Zenuwstelseloandoeninigen
Zeer zelden (< 1/10.000}: (Poly-) Neurcpathie,

Ademhalingsstelsel-, borstkast- en mediastimonaardoeningen:

Ademhalingsproblemen (apnoe) bij zeer vroeg geboren kinderen (geboren € 28 weken
zwangerschap) (zie sectie 4.4). -

Algemene aandoaningen en toedianigsstoornissen:

Lokale reactieg;,

Zelden (> 1710000, <1/1 00G); Zwelling, pijn op de injectieplaats.
Systemische reoctiss:

Zelden (> 1/10.000, <i1/1.000)): Koorts, malaise.
4.9 Overdosering

Er zijn geen gevallen van overdosering gerapporieerd.

§ FARMACOLOGISCHE EIGENSCHAPPEN

51 Farmacodynamische eigenschappen

Farmacotherapeutische categorie: Virale Vaceing, ATC-code: JOTRFO3

In dieren (apen of ratten) resultesst de toediening vin het vecein in de vorming vad
neulralisersnde antistoffen.
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Immunagenicited in de rmens

In mensén resulleert toediening van het vacein in de verming van antistoffen en het
onistaan van mmunologisch geheugen, toediening van een tw eede dosis van het vacein
resulteert in een s=cundaire respons gekarakteriseerd door een snelle stijging van antistof
niveaus helgeen wijst op de aanwezigheid van immunologisch geheugen.

Het antistof niveay is in het algemeen indicatief v aor bescherming: Voor poliomyalitis is
een tiler (reciproke v erdunning in neutralisatie testy 2 8 beschermend. IMa de voltedige
serie vaccinaties worden in het algemeen bij de gevaccineerden beschermende antistof
niveaus tegen poliovirus type 1, 2 en 3 bereikt. '

In een onderzoek is bepaald wat het percentage seroprotectie in d¢ algemens Nederlandse
bevolking was in 1995-1996 (Immunity to Poliomyelitis in the Netherlands, Am. J, Epid,,
2001:153, 3). Gedurende de decennin voorafgaand pan dit onderzogk was de
vaccinatiegraad in het Rijksvaccinatieprogramma 97 % voor de primaire seri¢ DETP (3
doses op 3, 4 en 5 masnden). De leeflijd van de endergochts personen lag tussen de L ean
7% jrar. De mabe van seroprotectie Ran afhankelijiz zijn van de tijdsduur na vaccinatie, dis
niat zo als in de meesle klinische studies standeard | maand is masr kan varieren
uftinnkeliji van de leeftijid van de leeRijd van de persoon op hel moment van
blosdafname, Tevens wordt opgemerkt dat de data afkomstig zijn van hel plain
Poliomyelitisvacan of combinatievaccin met gen poliomyelitiscompenent. Hel percentage
sereprotectie is in de volgende tabel weergegeven.

percentage sercprolactie (W) 95 % betrouwbaarheidsinterval
Polio type ! 96,6 % 95,9-97.2
Poliotype 2 934 % 92,3 -94.5
Poliolype? | - 897 % 883 91,0

53  Farmacoklnetisclie gegevens

Wiet van toepassing voor vaceins,
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53 Gegevens uit het preldinisch velligheldsond erzock

Preklinische gegevens duiden niet op een speciaal risicd voor merisen. Deze gegevens 2ijn
afkomdig van conventionele studies op het gebied van veiligheidsfarmacologie en
toxiciteit bij herhaalde dosering.

6 FARMACEUTISCHE GEGEVENS

61 Lijst van hulp stoffen

Formaldehyde (12,5 g, 2-phenoxyethano! 2,5 mg), Medium 199 ©,1 mb e
verdunningsvlceistof en fosfaatbuffer (samen 0,08 mi) met de volgende samenslelling:
natriumbosfast, natriumchleride, kaliumehlorids, magnesiumaulfaat, Eenolroed e
calciusnchlotide,

%) Gevallen van onverenighaarheld
Mieb van tospassing.
&3 Houdbasrheid

24 maanden

6.4 Speciale voorzorgsmaatregelen hij bewaren
Bewaren bij 2 - 8°C, Niet invriezen.
6.5 Aard en Inhoud van de verpakking
Het vaccin is afgevuld in ampullen (type 1 hydrolytisch glas) of fiesjes (type 1

hydrolytiseh glas) afgesioten met een rubberen (atexvri)) stopje en een aluminium flip-off
kapje en bevat 0,5 ml vacein {voor 1 dosis). .
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6.6 Speclale veorzorgsmaairegelen voor ket verwl]deren.

Geen bijzondere versisten,

7 HOUDER VAN DE, VERGUNNING VOOR HET IN DE HANDEL
BRENGEN

Nederlands Vacein Instituut
Antonie van Leeuwenhoekiaan 11

3721 MA Bilthoven
030 2748010

8 NUMMER(S) VAN DE YERGUNNING VOOR HET IN DE HANDEL
BRENGEN

Poliomyelitisvacein is in hek register ingeschreven onder RVQ 17642

9 DATUM VAN EERSTE VERGUNNING / HERNIETTWING VAN DE
VERGUNNING

25 augustus 1994

10 DATUNM VAN HERZIENING VAN DE TEKST

Rereftvolledige herziening: 21 juli 2008
Laatsle gedealtalijce herziening rubriek 4.2: 10 okttcber 2008
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APPENDIX 2. Line listings

In the tables presented in this appendix the main characteristics of all individual
reports concerning SAEs and unlisted AEs are shown. Some explanatory notes to the
labels of the table will follow hereafter.

Table 8 Explanatory notes to the line listings

Label Explanatory notes

D Identity number of the case. For reports received via othet pariies, NVI adopts the ID
Source Source of the report

Dose Number of dose in the possible series of scheduled vaccinations (unk = unknown)
Vacdate Date of administration of the vaccing (dd-mm-yyyy)

Age Age of the patient in years (y), or months {(mo}, unk = unknown

8 Sex of the patient (f' = female, m = male, unk= unknown)

Cone. medication Concomitant medication at the time of vaceination
Report NVI Date on which the report was received by NVI '

V/8 Interval in days between vaccination and the first signs / symptoms (d= day, h= hout, mins=
minute, se¢= second, wk= week, mo= month, y= year, unk = unknown)

Sighs / symptoms  All single signs and symptoms that were reported, If the sigh or symptom is unlisted, it 1
presented in italic typeface. T: see All signs and symptoms are listed in Table 5 and

Table 6
c Causality evaluated by NVI (U= unlikely; P= possible; N= not able to assess)
Medical If known, hospitatisation and/or medication given to treat the event(s) is listed
intervention
Outeome Rec’d= recovered, rec’ing= recovering, rec’d/seq= recovered with sequelae, not rec’d= not

recovered, unk=unknown

Comments Any other relevant information
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Bilthoven Biologicals

Doc.: IPY.5.3.6,PSUR.2009-

Module 5 — Clinical Study Reports 15
5.3.6 Reports of Postmarketing Experfence  Replaces: n.i.

Dale: February 2012

Poliomyelitis vaccin (Inactivated Drafted by: RvB
Poliomyelitis Vaccine, IPY), Page 1 0f 49
suspension for injection

Periodic Safety Update Report 01 January 2009 — 31 December 2011

Periodic Safety Update Report for Poliomyelitisvaccin
(Inactivated Poliomyelitis Vaccine, [PV)

Marketing authorisation tumber:

Marketing authorisation holder:

Manufacturer:

Period covered by this report!
International birth date:
Date of report:

Author(s):

Reviewed by:

Approved by:

RVG 17642

Bilthoven Biologicals BY
Anionie v Lecuwenhoeklaan i3
3721 MA BILTHOVEN

The Netherlands

Mederlands Vaceln Instituut
Antonie v Lecuwenhoeklaan 11
3720 AL. BILTHOVEN

The Netherlands

1 January 2009 - 31 December 201 §
235 August 1994

29 February 2012

Renée van Boxiel, MSe¢
Pharmacovigilance Officer

Rudy Burgmeijer, MD, MPH
Diug Safety Officer

Xandra Bouwstra-Vinken, MSc
Director Quality & Regulatory Department

o (RAAL van Boxtel)

. (RJ¥. Burgmeijer)

e (AM, Bouwstra-Vinken)

This periodie safety update report contains confidential proprietery information. It is provided to you in
confidénce as a clinical investigator, medical expen or representative of a regulatory authotity, for review
by you and your staff. 1t i understood that thig information tay not be diselased to any other party, In
any form, without prior authorisation from Dilthaven Biologicals BY,




) . Doc.: IPV.5.3.6,PSUR.2009-
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o : Replaces: n.a, -
v ol 5.3.6 Reports of Postimarketing Experience Date: 29 February 2012
T ¢ Poliomyelitis vaccln (Inactivated Drafted by: RvB
Polfomyelitis Vaceine, IPY), Page 2 of 49

suspension for injection

Periodic Safety Update Report 01 January 2009 - 31 December 2011

EXECUTIVE SUMMARY

Inactivated Poliomyelitis Vaceine (IPV) has been used in the Netherlands since 1961. Since
1962 the IPV component has been included in several combination vaccines that were used in
the National Immunisation Program (NIP). From 1993 onwards, vaccines fell within the scope
of the ‘Wet op de Geneesmiddelenvoorziening’, Consequently, manufacturers of vaccines were
obliged to apply for a marketing authorisation. The marketing authorisation for IPV was granted
under RVG 17642 by the Dutch Medicines Evaluation Board as per 25 August 1994, This
Periodic Safety Update Report (PSUR) includes all safety data on IPV from the time period 01
January 2009 to 31 December 2011, the analysis period (AP). The Netherlands Vaccine Institute
(NVI) was marketing authorisation holder (MAH) of the product during the AP. From 10
January 2012 onwards, the marketing authorisation has been taken over by Bilthoven
Biologicals BY {BBio).

During the AP 35 spontancous and clinical reports were recejved from outside the Netherlands,
in which a total of 98 ABs, including 54 SAEs, were reported. No clinical trials have been
performed. No individual case histories describing serious adverse events (SAEs) associated
with [PV were published,

The safety data collected for IPV during the AP did not give rise to concern about the safety of
the vaccine,
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ABBREVIATIONS
AE Adverse Event
AP Analysis Period
BBio Bilthoven Biologicals

CBG-MEB College ter Beoordeling van Geneesmiddelen (Dutch Medicines Evaluation Board)
DLP " Data Lock Point

GBS Guillain-Barré syndrome

ICH International Conference on Harmonisation

Lareb Netherlands Pharmacovigilance Centre

LTR Laboratory for the Evaluation of the National Immunisation Program
MAH Marketing Authorisation Holder

MedDRA Medical Dictionary for Regulatory Activities

NIP National Immunisation Programme

NVI Netherlands Vaccine Institute
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RMU Regulatory & Medical Unit
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DEFINITIONS

Adverse event Any untoward medical occurrence in & patient or clinical investigation
subject administered a pharmaceutical product and which does not
necessarily have to have a causal relationship with this treatment.

An adverse event can therefore be any unfavourable and unintended sign
(including an abnormal laboratory finding, for example), symptom, or
disease temporally associated with the use of a medicinal product,
whether or not considered related to the medicinal product.

For a marketed drug, an adverse event will include those events
occurring from a drug overdose, accidental or intentional, from drug
abuse, those occurring from drug withdrawal and any reported failure of
therapeutic effect,

Serious adverse event Any untoward medical occurrence that at any dose:

o resulls in death,

+ s iife-threatening,

s requires inpatient hospitalisation or prolongation of existing
hospitalisation,

+ results in persistent or significant disability/incapacity, or is a
congenital anomaly/birth defect,

Medical and scientific Judgemem should be exercised in deciding whether expedited

reporting is appropriate in other situations, such as imporiant medical events that may not

be immediately life-threatening or result in death or hospitalisation but may jeopardise

the patient or may require intervention to prevent one of the other outcomes listed in the
definition above, These should also usually be considered serious,

Life-threatening The term “life-threatening” in the definition of “scrious adverse event”
refers to an event in which the patient was at risk of death at the time of
the event; it does not refer to an event which hypothetically might have
caused death if it had been more severe,

(Un)listed ndverse event  Adverse event which is (not) mentioned in the company core safety
information.

Note: the terms (un)labelied, (un)expected and (un)listed are used as synonyms,

Related An (serious) adverse event is considered to be related when there is a
reasonable possibility of a causal relationship.

Spontangous report Report on (serious) adverse events ohserved during usual practice of a
medicine {marketed use) and communicated in an unsolicited manner by
any means,

Data lock point The date designated as the cut-off date for date to be included in a
periodic safety update report, This date is based on the international birth
date,

International birth date  The date of the first marketing authorisation for @ new medicinal product
granted to any company in any country in the world.
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1 Introduction
1.1  Scope of the periodic safety update report

This Periodic Safety Update Report (PSUR) on IPV has been drawn up in accordance
with Directive 2001/83/EC, Volume 9A of the Rules Governing Medicinal Products in
the European Union: Pharmacovigilance for Medicinal Products for Human Use, and
the ICH E2C guideline on PSURs for Marketed Drugs and the Addendum of this
guideline, adopted on 25 April 2003,

The safety information compiled in this report includes all safety data from the entire
territory of marketing of the product, which were made known to the Netherlands
Vaccine Institute (NVI), Bilthoven, The Netherlands. This report covers the time
period from 1 January 2009 to 31 December 2011, the analysis period (AP). Data lock
point: 31 December 2011. NVI has been marketing authorisation holder (MAH)
during the entire AP, From 10 January 2012 onwards, the marketing authorisation has
been taken over by Bilthoven Biologicals BV (BBio).

1.2 Product characteristics

Inactivated trivalent poliomyelitis vaccine (IPV) is a suspension of purified and
formalin inactivated poliomyelitis viruses containing the three types of poliomyelitis
virus: type 1; strain Mahotiey; type 2: strain MEF 1; type 3 strain Saukett, The virus
is cultured on Vero cells, IPV is a suspension for injection that can be used
subcutaneously or intramuscularly, IPV was supplied in glass vials as a single dose of
0.5 ml

IPV is indicated for active immunisation against poliomyelitis. In the Netherlands it
has been licensed for primary immunisation of adults, children and infants from the
age of 2 months, A complete immunisation schedule consists of 3 doses, given with an
interval of preferably 2 months, but at least 1 month between the first and the second
dose, followed by a third dose (booster) 6 to 12 months after the second dose.

In the Netherlands, plain IPV (i.e., not as a component in a combination vaccine) is
almost exclusively used in adults, because the National Immunisation Programme
(NIP) for infants and children does not contain the plain IPV, Instead, a poliomyelitis
component of different manufacturers is included in several combination vaccines in
the NIP. [PV from NVI is a component of the NVI combination vaccine Tetanus-,
Diphtheria-, Poliomyelitis vaccine (Td-IPV). Td-IPV is licensed for the Dutch

Go - Directoga Tecnica
WP S 148
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market under no. RVG 17641 (‘DTP-vacein’) and is therefore addressed in a separate
PSUR.
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2 Worldwide market authorisation status

IPV has been authorised for marketing in the Netherlands under marketing
authorisation number RVG 17642 on 2 December 1993 during the entire period
covered by this PSUR.

Bulk IPV and/or final lot IPV are also exported to several EU and non-EU countries,
In those countries other companies than NVI are MAH of the product. IPV may be
part of combination vaceines in some countries, see Table 1,

Table | Marketing authorisation status of IPV worldwide

Country MAH Formulations licensed
The Netherlands NVI PV

Td-IPV!
Germany Other PV

Td-1PV
India Other PV

DTwP-Hib-IPV
Republic of Korea Other PV

"Td-IPV is licensed separately from [PV on the Dutch market under no.
RYG 17641 ("DIP-vaccin’) and Is therefore addressed in a separate PSUR.
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3 Update of regulatory authority or MAH actions taken for safety
reasons

During the AP no actions for safety reasons were initiated by any regulatory authority
or NVI (MAH)} for IPV,
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4 Changes to reference safety information

The currently approved SmPC for IPV, dated § January 2012, is included in
appendix 1, There have been two updates of the SmPC during the AP with minimal
changes.

One change concerned the addition of 'injection site redness' in the "Undesirable
effects’ section 4.8 as a result from the previous PSUR in MedDRA frequency
category ‘rare’ (> 1/10,000, < 1/1,000).

The other change regarded a slightly altered description of the primary vaccination
schedule in the ‘Posology and method of administration' section 4,2

Old text: In general the primary immunisation can be given from the age of 2
months. A complete immunisation schedule consists of 3 doses, given with an
interval of preferably 2 months, but at least I month between the first and the
second dose, followed by a third dose (booster} 6 to 12 months after the second
dose,

New text: A primary vaccination schedule consists of 3 doses poliomyelitis
vaccine, to be administered with a minimum interval of 4 weeks, Children
receive these 3 vaccinations during the first 6 months of the first year of life.
After completion of the first series of vaceinations a boester dose can be glven
with an interval of at least 6 months. If local quthorities use a vaccination
schedule that starts before the age of 2 months, and/or if the Interval between
the administered is less than 8 weeks, then a booster dose should be
administered, but not before the age of 9 months,

CAW 5.A,
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5 Patient exposure
5.1 . Market use

The total patient’s exposure to IPV during the AP is not exactly known but can be
estimated based on total number of doses distributed. In the Netherlands 1,003 doses
were sold during the AP,

NVI-produced IPV is also exported either as trivalent bulk or fina! bulk to companies
in other countries, where it can either be formulated as plain IPV or as an IPV-
containing combination vaccine, NVI is not the marketing authorisation helder of IPV
in those countries. For informational purposes, knowledge of (S)AEs are mutually
exchanged between NVI and the MAHs, this includes IPV-containing combination
vaccines. The exposure to IPV in other countries is estimated to mount to a total
7,168,834 doses (= doses sold} as shown in Table 2, Thus the world-wide use of NVI-
produced IPV greatly exceeds the use of plain IPV in The Netherlands, '

Table 2 Number of IPV doses marketed during the AP

Cbuntry Number of doses

The Netherlands 1,003
Germany o 669,822
India 5,020,000
Republic of Korea ' 1,377,000
Unicef 101,009
Total 7.168,834

! procurement by Unicef Supply Division, Copenhagen, Denmark;

country{ies) where distributed unknown

52 Clinical trials

During the AP no clinica! trials were performed with IPV by NV
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6 Presentation of individual case histories

In Table 3, an overview is presented of reports of adverse events (AEs) and serious
adverse events (SAEs) obtained from spontaneous reports, clinical trials, literature and
other sources during the AP. The numbers are stratificd by plain IPV or [PV-
containing combination vaccines (see section 5.1).

Table 3 Overview of number of reports of AEs and SAEs, categorized by source and
stratified by plain IPV or IPV-containing combination vaccines

Source Reports of AEs | Reports of SAEs Total

IPV |- IPV-- | 1PV | IPV-. | IPV IPV-: -

. combi - “eombi - combi:

Spontaneocus reports® 6 o8 9 4] 15 s 12
Clinical studies* R F I o o
Literature* - L - e - e
Other sources - S - S w0 - e
Total 7 g 12 [ 8yl 19 {01
Total (both vaccine types) 16 19 35

* not within marketing authorisation territory, see paragraph 6.1./

Table 4 shows an overview of the number of listed and unlisted adverse events
classified by seriousness, The numbers are stratified by plain IPV or IPV-containing
combination vaccines (see section 5.1), Line listings of all reported SAEs and AEs can
be found in Appendix 2.

Table 4 Overview of number of listed and unlisted adverse events, classifled by
seriousness and stratified by plain IPV or IPV-containing combination vaccines

Source AEs SAEs

IPV IPV-combi IPV | IPV-combi
Listed 10 ORI 3 B BT
Unlisted 4 TR0, a8 .
Total | 14 30 41 R
Total {both vaccine types) 44 84
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6.1 Relevant individual case reports from spontaneous reports, clinical
trials, published individual case histories, and case reports from other
sources

6.1,1 Spontaneous (sericus) adverse event reports

During the entire AP no spontaneous reports of (serious) adverse events of plain IPV
were made known to NVI within the marketing authorisation territory. However,
copics of 35 spontaneous (S)AE reports of plain IPV and IPV-containing combination
vaceines were forwarded to NVI by other MAHSs, of which 11 from non-EU. Nineteen
reports regarded IPV, whereas 16 reports concerned IPV-containing combination
vaceines.

6.1.2 Relevant individual case reports from clinical trials

~Two clinical trials are being performed in India by the local MAH, entitled 4
randomized, multicenter, open label, comparative study to evaluate the
immunogenicity and reactogenicity of a new fully liquid hexavalent DTwP-Hepb-Hib-
IPV vaccine (EasySix™, Panacea Biotec Ltd,) with pentavalent DTwP-Hepb/Hib
vaccine (Tritanrix-HB™ reconstituted with Hiberix™, GSK) co-administered with
Imovax Polio (Salk based inactivated polio vaccine; Sanofi Pasteur India Pvt, Ltd.) in
healthy infants’; and ‘4 randomized, multicenter, open labei, comparative study to
evaluate the immunogenicity and reactogenicity of a new fully liquid pentavalent
DTwP-Hib-IPY vaccine (Easyfour Pol™, Panacea Biotec Ltd.) with tetravalent
DTwP/Hib vaccine (TetrAct-Hib™) co-administered with Imovax Polio (Salk based
inactivated polio vaccine; Sanofi Pasteur India Pvt. Ltd) in healthy infants' (personal
communication), The trials are still ongoing. Sofar 8 individual case reports have been
forwarded, Four reports concerned IPV, 3 a DTwP-Hib-IPV combination vaceine, and
ong 8 DTwP-HepB-Hib-IPV combination vaccine,

6.1.3 Published individual case histories

No individual case histories deseribing an SAE associated with the use of IP'V was
published during the AP in literature reports,

6,1.4 Relevant serious adverse event reports received via other sgurces

No relevant serious adverse event reports were received via other sources,
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6.2 Summary tabulations on spontaneous serious and non-serious

adverse events

During the AP a total of 98 AEs were reported, of which 54 were classified as serious.
Of these 54 SAEs, when stratified by plain IPV or IPV-containing combination
vaccines, 41 SAEs were reported after plain IPV administration, and 15 after IPV-
containing combination vaccines. The reason for SAE classification of the reports was
hospitalisation in 12 cases, medically significant in 6 cases and unknown in 1 case. A
summary listing of all listed and unlisted SAEs is presented in Table 5, categorised by
MedDRA system organ class (SOC). All reported listed and unlisted AEs are
presented in the same way in Table 6. Line listings of the reports can be found in

Appendix 2.
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Table 5 Swmmary listing of all spontaneously reported, listed and unlisted SAEs,
categorised by MedDRA system organ class (SOC), and distribution by plain
IPV or IPV-containing combination vaccines.

MedDRA system organ class Number of SAEs

Preferred ferm 2009 2010 2011 Total
. per SOC
APV IPY IRV

comb camb

TPV TPy [ 1BV

comb

BV | 1PV

tomb

Infections and infestations <20

breast abscess® N 1

infection susgeptibility increased® RS

upper respiratory tract infection* S 11

Blood and lymphatic-system disgrders = Gyl B S 1 1-

haemolytic anaemia * SR

TP * o 1

Endipering disorders >0 e T el - 0 L L1 e

autoimmune thyroiditis* l i I 1 i { 1

‘Metabolism and nutrition disorders © v s S T T 1

diet refusal* E i | ] | - i i

Nervous system disorders ~ 77 i T R L T T 7 3
dyskinesia* BN I : =

Guiilain-Barré syndrome* - Sl

hypopallaesthesia* : 1

hyporeflexia® i1

hypotonic hyporesponsive episode* e e 1

migraine* e

paraesthesia hands RS

paralysis transient*

somnolence*

‘Eye disorders i s P

eye inflammation* SR BN )
eye pruritus* S ] s

Enrand lahyrlnth-disorder{ S i B ;,Z_‘_ L R ) 1 o

agute hearing loss* - A S T |

congestive heart failure* : s T 1

~ tachycardia* o ' 1

Yascular disorders__':_:_.i oL S R e R S L I 4 -

cyanosis* ) SR
hypatension® e Co
" pallor* - T 12
"Respiratory, thoracic and mediastinal @lsorders. - - oo oo ] 2 |3 .
" bronchoppeumonia* ' T S 3 :

—

‘cough® ik ' 1
hyperventilation® ' Sl 1|
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Gastrointestinal disorders oo v i s BT i e - s e ST T

diarrhoea* 3

loose motions* . 1

retching* - SRS

vomiting* 2

Hepatobilisry disorders i 7 iiv o e TeL T S SRR I T R

choledocholithiasis* ! [1 ] B

Skin‘and subcutaneous tissue disorders = - = - v 2l R e I N

pruris S T O 0

Musculoskeletal and connective tissue disorders - - - o - TR I S ey
arthralgia* 21 : L

fibromyalgia* T 1

muscle twitching™® L 1

muscular weakness* el

myalgia* 1]

tendon pain* a1

General disorders and administration site conditions - NN

fatigue* REEN

fever 2 |1

gait disturbance* 1

influenza like iliness* 1.
Irritable* 1]

Social elrcumstances - v i e S Coecren il e

walking aid use* ) S

Total B8 = T4 T4 16

* unlisted events
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Table 6 Summary listing of all spontaneously reported, listed and unlisted AEs,
categorised by MedDRA system organ class (SOC), and distribution by plain
1PV or IPV-containing combination vaccines.

MedDRA system organ class Number of AEs
Preferred 1erm 200% 2010 2011 Total
per SOC
1PV | IPY.| PV [ IPV | 1PV | 1PV | 1PV | 1PV
comb - _comb tomb comb
Invesiigations * 0 e S sy ) I e 2
blood urine present® N ce
C-reactive protein increased* e :
Nervous system disorders: 02 0070, 0l o - 2
paragsthesia H1
speech disorder® Sl : -
Ear and.labyrinth disorders i 0 R i p e ] L Py,
hypoacusis" ) [ e I S | ] :
Cardiae disorders = "o R R - |2
cardiovascular disorder* vl :
tachycardia® 1 :
Vaseular disorders- i, i 500 BT S - 2
dizziness* 1 N
hypotension® ‘ o e T
Gastrointestinal disorders o3 o 0 R - |
nayusea® Ll B
vomiting* 1
Skin and. subcutaneous fissue disorders: . LS 111
rash generalisgd* o 1 [
rash pustular* SN
~ skin giscoloyration* T L
Mousculoskeletal and connective tissue disopders ™00 00w - 1
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7 Studies

7.1 Newly analysed studies

No relevant (clinical) studies were performed or analysed by NVI during the AP,
7.2 Targeted new safety studies

No safety studies were targeted by NVI during the AP,

7.3 Published safety studies

No data from non-clinical, clinical or epidemiological trials revealing relevant new
safety information were published during the AP,
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8 Other information
8.1 Efficacy-related information

No data concerning lack of efficacy of IPV came to our knowledge during the AP. No
cases of poliomyelitis are reported in The Netherlands in vaccinated people.

8.2 Late-breaking information

No relevant additional information was received after the data lock point,
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9 Overall safety evaluation
9.1 Reported serious adverse events

During the AP, no spontaneous reports of {S}AEs of plain IPV were received that
originated from the marketing authorisation territory (The Netherlands), This is not a
surprising finding in view of the very low exposure; in the NIP, IPV is not used as a
single component but is always part of a combination vaccine.

Since other MAHs use IPV bulk or IPV final product manufactured by NVI it is
considered appropriate to evaluate the forwarded reports by our export partners, The
forwarded reports contained (S)AEs after administration of plain [PV, and also after
administration of IPV-containing combination vaccines. There does not seem to be a
difference in type of adverse events for the combination vaccine or the plain vaccine,
as far as the small numbers allow such a statement,

Table 5 shows the distribution of the SAEs reported during the AP categorised by
MedDRA SOC. During this period a total numbet of 54 SAEs (41 for plain IPV and
15 for IPV-¢ontaining combination vaccings) were reported, concerning 19 vaccinees
(12 received plain IPV and 7 received an [PV-containing combination vaccitie), The
calculated SAE incidence is 19 reports in 7,168,834 doses, corresponding to 0.75 per
100,000 doses, or 0.27 patients per 100,000 doses for whom an SAE is reported,

In general, there is no specific pattern among the unlisted SAEs, and the majority of the
unlisted SAEs occurred no more than once, The MedDRA SOCs with the highest number
of SAEs occutring were Nervous system disorders (10), and General disorders and
administration site conditions (8). In 6 of 19 patients the SAEs were evaluated as probably
or possibly related (4 for-plain IPV, 2 for IPV-containing combination vaccines), In 13
cases the SAEs were evaluated as unlikely related to the vaccination, or there were
insufficient data for a causality assessment, Most of the unlisted SAEs are isolated cases
that are unlikely related, and therefore seem to be of little relevance to the safety of the
vaccine.

We conclude that the incidence of reported SAEs is low and that they do not cause any
concern about the safety of IPV.

Details of the reported SAEs are described in the following paragraphs, and a line
listing can be found in Appendix 2.
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9.1.1 Plain IPY SAEs

2009-1402 and 2009-1403: The two reported SAEs (linked cases) were assessed as
medically significant by the reporter, The described symptoms, somnolence directly
after the vaccination for a short period, occurring in two infants, may possibly be
related to the vaccination, but do not cause any concern about the safety of IPV.

C-055, D-029 and D-080: Three SAEs were reported in a clinical trial in India, All
three cases were judged as unrelated to the vaccination, The cases involved diarrhoea
after 1 day (1 case) and after 9 days (2 cases) and were likely due to gastrointestinal
infections. All children were hospitalised and recovered or were recovering at the time
of reporting.

2010DE04549; This case concerned a spontaneous report of acute hearing loss 3 days
after vaccination in a 32-year old female, No more details were available, therefore
causality could not be assessed. Acute hearing loss has earlier not been reported after
vaceination with IPV, This isolated report does not lead to a new safety concern.

2010DES2935; This case concerned a 44 year-old female who received several
vaceinations between 1989 and 2004, of which 1 dose of IPV in January 2000, In
1990 the patient presented with generalised muscle weakness and migraine, muscle
weakness in arms and legs in 2000, musele weakness predominantly in arms and legs
in 2003, and worsened muscle weakness in arms and legs following vaceination and
needed a walking cane in 2004, Examinations were compatible with autoimmune
thyroiditis with hypothyroidism. There is no known pathomechanism to explain a
causal relationship with IPV vaccination, and a temporal relationship is uncertain,
Therefore the case is assessed as unlikely related,

2010DE67831; This case concerned a 32-year old female who received a first dose of
1PV, Three and a half months later, the patient presented with an abscess in the breast
(side not indicated). The patient was hospitalized and underwent repeated surgical
interventions because of the abscess. The patient received homeopathic therapy
(unspecified). The final outcome of the event was reported as completely resolved,
Breast abscess is unlisted, Due to the long latency between vaccination and the event
and the lagk of a biological plausible mechanism, the event is assessed as unlikely
related,

2010DEB0154: This case concerned a 47 year-old female who experienced slight
itching on the day of simultaneous IPV vaccination and diphtheria vaccination, and
iichy eyes one day later, Itching and itchy eyes are unlisted. Due to a close time-event
relationship, causality is assessed as possible, Nine days later the patient experienced
tingling in hands, and later on the same day hyperventilation, for which she was




