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OMICS Group. IS an am’lgamatlon of Open Access
H,JJJJF’,]"JI and . wornldwide . internatienal,science
wmar—w gSrandevents: Establishediin"the year 2007 with
tHERSOIE aim of maklng the information on Sciences and
‘L:—)"IJIJJJJS ‘Open: Access’, OMICS Group publishes 500
onling o ‘en access scholarlv journals in all aspects of
;anch "Engineering, Management and Technology
JJJ!‘IJ' s. OMICS Group has been instrumental in taking the
SR edge on Science & technology to the doorsteps of
==ordinary -men and women. Research Scholars, Students,
,--ﬂ@rarles Educational Institutions, Research centers and
- the 1ndustry are main stakeholders that benefitted greatly
_ from this knowledge dissemination. OMICS Group also
organizes 500 International conferences annually across
the globe, where knowledge transfer takes place through
debates, round table discussions, poster presentations,
workshops, symposia and exhibitions.
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1N | 'Internatlunal Lonferencesy

: '
L —
OMIES J; ternational is a ‘pioneer and leading science event
JrJ,JrJJ_/.sr which, publishes, around. 500" open. access

JJLJrfuJ andEconductsTover 500 Viedical, inical,
ENGINEering, Life Sciences, Pharma scientific conferences
dIINOVEIsthe globe annually with the support of more than
J0DONSCientific associations and 30,000 editorial board
uwuug sfand' 3.5 million followers to its credit.

- -_
L - .

= 0}) w'. Group has organized 500 conferences, workshops
& and national symposiums across the major cities including
-::"‘"Sé‘n Francisco, Las Vegas, San Antonio, Omaha, Orlando,
‘ “'Ralelgh Santa Clara, Chicago, Phlladelphla Baltlmore
‘United Kingdom, Valencua Dubai, Beijing, Hyderabad,
Bengaluru and Mumbai.



——— ~ Dr. Subodh Bhardwaj, MBBS, MD
e Vice President, ARABLE Corp, USA
Ex- Sanofi Pasteur and Serum Institute of India
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SNmmunization-the most cost-effective andiwidel
ISEGipUblicinealthiintervention
aalarge:r umber of:'vaccines are available

2 J GIdent e of vaccine preventable diseases | by

natlon AEs due to vaccine and others

*‘-';f? c n‘mdental become increasingly frequent and
premlnent*

A-

*(CHEN R.T. et al, VACCINE, 12; 542-550, 1994)
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oW Vacein

lefer fr'nm Drugs? -
— J‘*

SRDrUgS are administered for an illness or
G JnJJ,JJ WhileWaceinesiare for preventioniofs
1nterventlon Vs Prevention!

- A Jvar\» 8 events to Vaccines indicate Immune
"ﬁsuc nse and drug AEs are undesirable effects
=(or an toxicity).

,4--

,_-—f ‘hiS affects entire analysis, interpretation and
|mpllcat|ons of vigilance data.

: (Cobert’s Manual of Drug Safety& PV,2012)



How Vacei

)'.

Vacd
lject: ess Ilkely to have access to the provider
& 'f/J ]J ness, healthicondition may not be known.

A elgtef AE results in HCP, being informed to
jolly up and treat.

E 1é information maybe available on how many
= doses have been administered for a vaccine, to
whom with what results?

i (H. Boelle, Med Sci, 2007,23(4),391-8)




oW VaCEime: lefer fr'nm Drugs'?

odetailedise W‘pf.l.@f‘
LONICENS ure'?

. CJJIJJS;}_} are done on relatively small

imber compared to wide usage in millions

0! st-licensure.

—dﬁa c JéCtS at extremes of age are excluded.

g '-_ "_
—

_.'_rNew vaccine does not have data on special
groups - pregnant, HIV +, cancer patients and
elderly.

,-'



_—
Advisory Committee on Vaccine
' sstablishedbyWHOteraddress =
ine safety in Europe.

d on prompt data transmission by
m:i)_q;‘c' states assurance of data quality,

non antigenic ingredients in vaccine
manufacture / formulation.
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{]eaf Adjivants — -

- '\JJJV’ Ints, stablllsers residuals like
iomaldehydeswiraligrowthimediasvectorss s

EVax project / VENICE (Vaccine European New
nmJﬁ' edl Collaboration effort)

° J,)r la monitoring centre are programs used
— rengthen all aspects of Immunization and
== accmes worldwide.

,-"‘

=¥ It Is imperative that effective Vaccino-vigilance
systems are maintained effectively.

* ( Bull World Health Organ, 2000,78(9):116)



B[ ‘- e’ I- T’AESIS ;

~.--._. e o

—-— -

-~ 4 <+ i

r\,Jvér:sa'\"-' pfispecialiinteresttoVze
jjavenseen classified as they maybe linked with
pJLafJ,J_,j ly serious AEs.

J\Jm ritis, Convulsions, Syncope, Vasculitis,
= ‘- riephalltls Thrombo-cytopenia, Bells Palsy,
== Ilane -Barre syndrome are reportable events.

=

=

— -
e = -
—
- —_—

. —_—



Vaceine Related AES: Daveats

—

'rJ]s"Lor] : I]y limited by.gaps in'knowledge on vaccine
| KRNt alWACCINE 1160) 3rd'edition,

Ip)zield 1.1' e scientific evidence to establish a causal link
Wi rn Var -~ine
22 _31r 0 _|cal mechanisms unclear

.4———,_—-

A ﬁsuﬁucuent or inconsistent information from case reports

.-—'"

=y Inadequate size or length of follow-up of many population

based epidemiological studies

* Limitations of existing surveillance systems to prove
causation .

°* Limitations in the health staff to record AEs



E’ted ADRS:{Faveats -

'

2 Lack: expertlse in pﬁ?ﬁnacoepldemlology and rare
iSEaselepidemiolc yw,ggghsgm_.__.-
e IJJJG oglcal challenges (FINE P.E.M., et al, Am. J.
"‘,)/de/} y

J raj & ind resource allocation for vaccine safety
Js’ éh severely handicapped by narrow, negative
~—te sof AE research; especially when competing
c gainst positive benefits and efficacy of vaccine

==, Vaccme safety cannot be studied directly but can only
" be inferred by the absence of specific ADRs when
appropriate surveillance and risk management systems
are used

I \ :
“’__
r



-';advent of reporting systems like VAERS and
| f' ,f—IO) itis lmportant for aII natlonal programs to

safety monitoring is essential

*" Further, research in vaccine safety can help distinguish
true vaccine reactions from coincidental events and
estimate their attributable risk as well as identify risk
factors (MMWR 46 rr-3, 1997).



- J'J'El g of Vaccine Safety

L L

Asligner _standardQTS'afety required than other
phEnmaceuticaliproductsiwhichiarercurativer s
whilelvaccines are preventive
Lzif Ja;:. aumber of people are exposed to

VACCInes
=10 erance of vaccines ,given to healthy infants
= sJower than products given to the sick

ThIS requires investigation into the possible
causes of rare AEs to vaccines as compared to
other pharmaceutical products

_-".



The | gD ‘. 2'of VaccineSafety T —

T

Sjttje]]e f rare events are Iess likely to provude
SlRIuVe conciusia
A_r,m,)“;. risk of 1 per 10° is on the margin
a;)]v‘J emioelogically
9 \/Jr° ne safety studies have narrow margins for
=~ € —QT
\/accmes cannot be substituted like other drugs
"'An erroneous association can undermine

confidence in a vaccine and affect National
programs adversely

—
R
""?.
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a'_r:Jrr:)r.:, orelicensune

EHESE 'ﬁéls include less than 20 subjects, can detect
JUJHJJ; .adverse events

Phase | L'irlals comprise of 50 to several hundred

SUIJE C ts: and when conducted carefully, relationship
— PELY een concentration of antigen, vaccine components,
— ermulatlon techniques, effect of successive doses and

e —

== 'reactogenlmty profile can be ascertained

s For phase lll clinical trials, sample size is based on
efficacy considerations and inferences on safety are
drawn to the extent possible during observation of <30
days (Rosenthal K.L., 1993)



Vaccine Safety -Mnmtnr'lng Methuds

hisimeans that only_observatlons of common and

_1/3“-““]](*’ sactions are possible whether done i

gmrur on with a placebo or double-blinded

J

E)e r y‘- ndardization of safety evaluations in phase ||
if] J z re requlred so that safety data across trials and
_/ » lnes can be compared

-r_—-

a'phase Ill trials, in infants with DTaP, a standard case

.-—'"

= defmltlon was developed for efficacy but not for safety

== " Definitions of high fever varied between 39.5°c to 40.5°C
(Oral vs. Rectal) and time after vaccination (48 vs. 72
hrs.)



N Acoine Saiety Monitoring Methﬂlé's-

— s~ Euntd

eRViajerdifferences,in rates off HHEs with Pertussis
vaceine in swedishranditalian'trials brought out the
gifficulty of standardizing assessment of rarer adverse
BVentsiacrossicultures and health systems (Heijbel et al,
Dey. & 3j0). Stand. 89; 101-103, 1997)

2 _5:3 == assessment of vaccine safety before licensing

= ay /be needed due to methodological difficulties of

;-:"" assessing safety after licensing

- * Fundamental to preventing safety problems is ensuring
that vaccines are made under GMP with pre-release lot
testing for safety and potency preferably parallel to
clinical trials before licensure

°* Immunization staff required to be trained in vaccine
storage, handling and safe injection practices
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st Lice surveillance
- g .—f}"

NSieritical to detect delayed onset reactions

Jrff”vl("’ onsinsubrpopulations notdetected™

—urJJs
° H,r“ "survelllance

o ntly, phase |V trials and large linked

= dat bases (LLDBS) have been added to improve
f-i—f-"rﬁethodologlcal capabilities to assess rare risks
_of specific immunizations (Chen, R.T., 1994)

- ® Variation in rates of adverse events and
immunogenicity by manufacturer or even lot
might be possible (Baraff |. J. Paediatrics, 1984)

-e“‘z:‘ r



10 Surveillance ‘
e Sontd...
lionalist diesyposeimethodological..

[HE

c1o economic status

= Such individuals may have a different risk for an
ADR, than vaccinated individuals

® Seizures or SIDS may be more common in
unvaccinated (VACCINE, 3rd edition, 1147,
1999)
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IRdeveloping countries; thereis increasing recognition
of ]ffJ‘r)Jr‘n’f ce of adverse events due to program failure,
pananherent properties ofivaccine (WHO, Wkly.
~,)J,Jamc ‘Rec. 71, 237-41, 1997)

S INECO! stltutlon with wrong diluent , TSS With Measles
=Vaccine..

- p—
p——
'_,——_ — —=

aastLicensing Surveillance

— -&- -
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ontammated needles or syringes.

™
p—

A .,'In Zimbabwe, switch of strain in BCG vaccine -

lymphadenitis outbreak
* Problems with intra-dermal techniques.

* Constant vigilance for mothers/children required to be
kept by health personnel.
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Spontanenus Reporting Systems

PASsIVe surveillance

[ I

BCOTIIENSTONE of Vaccinersarety moni oring
SIOWIC cvm

e OYSle mih place for all drugs including vaccines
Jts , Sweden, France, New Zealand

- - ™ - -:‘_
e p— =
_-":___ ’_-,

’ -f;n’.any developing countries, WHO(EPI) - MOH,

= f __admlnlster all vaccines and adverse events are
first reported to health care providers (workers)

* Many countries have different systems for
vaccines as Canada, Denmark, India, U.S.A. and
Brazil
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JRERS' (U.S.A)  + ABERDEEN DUNDEE

— _—

MWM—_ e

ADA) | (SCOTLAND)

\j Jr EF (EJ
(CF

VARE

> PRESCRIPTION EVENT
MPAC vANADA
{fj \C \{ U ) MONITORING (DSRU,
P/;;_é e SOUTHAMPTON, U.K.)
= = = * ICMR (NEW DELHI,
INDIA)

{USP(USA)

—_—
- —

. —_—

* UPPSALA (SWEDEN)



‘_’*"Anaphylaxus (Within 24 hours)
s Encephalopathy ( within 7 days)
- » HHE Or Shock (Within 7 days)

* Seizures ( No time limit)
* Death



JAE

“‘_'-j‘b

S

REPOY able events MMR vaccme

\\J"'J'fl "'

AN yle ‘
ENG e,)r alopathy (wnthln 15 days)

-.. ‘“'.

JJ »or 2'seizures without fever or with fever <
= ,.,—JEc Deg C Within 1 year of vaccine receipt.

== ﬁBr OPV:

- Paralytlc Polio within 30 days in healthy, 6
- months in immunodeficient.

* For IPV- Anaphylaxis within 24 hours.



j -
Saceines undergo extensive preclinical and
SlimcalievaluationswithiPlacebororcomparatorss
'npnr’a'% is possible to pinpoint local or systemic

IS Iow

» Continuous PMS is needed to identify such
events.



aastMarketing surveillance

—

SEPIISICan be done in several ways:
VaceIne
Sterlity p
eles s
J r\ _'r, _ 1censure Vaccine is monitored through a
ﬁplanned Phase |V protocol.

i ’ | i Lol o - -
10| Al teStea Ior note V5 Salety,

rity,identity,constituents prior to

\‘)—o )

-

.

i

e

rﬁ RCoIIectlon of spontaneous reports from
5 “VAERS or medical literature provide an
affordable, ongoing means of detecting new

adverse events.



rjr r

fVAERS ‘
-~ - j’

2 Sen "Jﬁr for detection'of previously unreported
Vaceine mmwGr-ted-—-ﬂ

SVENLS.

:seu} or newly licensed vaccines, new
Jr)JJf“ ations of previous vaccines.

es number of adverse events nationally

. P vndes Vaccine specific AE data.
* Relatively inexpensive.
* No Laboratory or clinical data?



s T

eaknesses -
boserdistribution datanot available.

JJ.)',(‘"' DIFgroue aencecausanty

n ent is limited.

reporting.
IJ:LLQE te information by reporter.

= -4 ,,, _Vé surveillance.

= ,:'Blased reporting??



- . J‘«b’
B

nsure studueS‘are expensuve and test

VOO UIIESIS

_..LIDBs

- Po .‘r,Ji
e J
> Lzige it mk Databases are a promising approach
for rm' maco -epidemiological studies.

RETV 5d from defined populations like universal
?" oal fh care systems, information on Exposure &
utcomes IS available.

Under-reportmg & bias are minimized.
* Denominator data are available.
* DTP & SIDS. MMR & seizures. Etc.

€
h

p—

ol ,\‘. m,\‘;



SN ACEINE

2ty Datalink(COC) e

—
4 CJJJJO ratlon between' CDC and 9 Iarge HCOs in
J\.)r\ |

500, J)O cohorts 0-6 years are linked to conduct
J,Jrasj nalysus based on reports

hlite ature or concerns from VAERS.
= J«,JJ gvude information to Committees.

= ﬁf pld cycle analysis ( active surveillance) iIs
~done every 4 weeks between vaccinated &
unvaccinated cohorts to compare AE profile. Eg

Pentacel, Kinrix,Rotavirus, 2009 AH1N1
vaccine.




SN ACEINE

‘Yl]gtalin!( . J 2

T'nemc" Aimnisitorconductvalid; accurate
Safety s tudles
Z AN aw oI to detect early signs of vaccine AEs.

2 '\r} crease In Intussusception was detected
= aiter 2589 doses about the same time reports
ﬂﬂﬁere submitted to VAERS for Rotateq.

—'. ‘Allows rapid & routine population based
assessment of new vaccine safety.
* (Davis RL et al, Epidemiology, 2005,16(3) :336-
341)




AERS Form

WEBSITE: www.vaers_hhs_ gow E-MAIL: info @ wvaers.org

FAX: 1-877-T21-0366

VACCINE ADVERSE EVENT REPORTING SYSTEM
Information 1-800-822-T967

P.O. Bax 1100, Rockville, MD 20849-1100
PATIENT IDENTITY KEPT CONFIDENTIAL

24 Hour Toll-Fras

For CDG/FDA Use Only
WV AERS Mumber
Drate Raceived

Patient Mame:

VWaccine administered by {Mame):

Form compbeted by (Mame):

Last Furst ML

Responsible

Physician

Facility Mame/Address

Relation O ¥accine Provider [0 PatiznyTarszs
to Patient [ Manufacesmr O Other
A (i i from petiert or provider)

City
Telephone no. ]

Hip

Tty
Telephone ma. »

Tty
T . 3

1. State 2. Courhy wihene acministeresd

| 2| Dete of pinn

I-L PatiesTt Bge

E. Sex | 6. Date fonm cormiatesd

oM OF —

MMmmqm.mmm] and treatment, It sy

&, Pablent recovered OYES [OMNOD [ UNEMROWHN

12

diagnostic e p—

Ewummmm Estad In no. 10

Waccine (bypaj MAanuiachres

Lot murmiber

wacone (typs) Marutsciurar

a

14. Any oiher vaconatons wilinin 4 waeks prior o the date lisied in no.

Lod rumibsar

15."-'&4:1:!1!51:1.51:

O Priveie docior's oficevhospiial
] Pubiic health ciir atal

1 Mistarny clirichaspitsl O Privats
OO Ctmerurimown

roinasesd
funds [ MBltEny funds
O Pussc junas (=]

1E. liNEss &1 Hime of vaccinaton (speciy)

19. Pre physiciar:

[ )

20. Have you reporied
s arfverse evert

O To health depariment

birth WNS (SPECily)

Only for chidren 5 and under

22, [t we e 23 No. of rothers and sisiers
previcusly? [ To doctor [ To manutachrer I oz !
21. Adwerss evenl folowing prior vaccineson (check all applcable, spachy) Omiy for reports 5 ubmitted Dy man Hire PIMmUn Zation proje ot [
Adbrerse Oresssrt Type
Aps I seres 2. M ATIT. Orof. FeDorT o, 25, Dafe recaived Dy mir A proy.
CJin patient
Cin 2 15 dey report? 27 Agport ype
‘or sistar

Hialh cans p
mnmmmm

O Yes CONo

1 Initied [ Fodlow-Lip

byl [42 USC S00a 25) to report reactions io waccines Bsted in the Tabis of R
Vokeninry Semopt e mwars.

Evants

reqU S & ConOon of M aton et

Form VAL RS- 1({roa)
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Jiie koL
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J\JJJJ\JJ‘JJJJ‘JJ JJ\JrJ MVIAY J‘JJN rwl ejicle "rr' '
Adverse £ _J,.l“ AT
_"~ \

— N\ JJaj flable source

r\n di ntlflable patient
1dént|f|able product

: «f;Aﬁ Adverse Event or fatal outcome

.

-



lISn S

T, -

(CPMP/PhVWP‘ /108/99)

ANINIS JnJJ.JvJ:g:: difadversemeactionwWhichi
folloyisle) _~" gorles

= ".-

OERoOUS dverse Event

~ Far) 8
= Life-t »‘étening

'ﬂ u ts in persistent or significant disability, incapacity
2 *.%‘ — - E‘sults in or prolongs hospitalisation

== ‘= Congenital anomalies/birth defects

.° Other Medical judgment should be exercised in deciding whether a
reaction Is serious in other situations. Important adverse reactions that are
- not immediately life-threatening or do not result in death or hospitalisation
but may jeopardise the patient should be considered as serious.



r" rlr " | -
EXpECtEdness

T .
Unexpected _&dyerséﬁlﬁ’on (CPMP/PhVWO/A1108/99)

- I A o

—— -

L4

BIISHS difadversereactonw pecifically
nejuded as a suspected adverse effect in the Summary
o f HJ‘JJJP’ ‘Characteristics (SPC). This includes any

Jv—>r ‘ eactlon whose nature, severity or outcome is
HEONS! Slent with the information in the SPC.

S

) ) N
0

.so includes class-related reactions which are mentioned in the
SFCbut which are not specifically described as occurring with this

product



B r‘- 1 DEItEI ShE'Et J =

".__.

2 Gl)S) (JJ'J ')rgc 5now ﬁmm

e

A JJQJI‘ ént prepared by the marketing

A UILIOY satlon holder (MAH), containing in
,Uc lon to safety information, material
_._f_; € a‘tmg to indications, dosing,

?’ft' :pharmacology and other information
= concerning the product.



-

Whatis Vaceinovigilance ?

. \/,\ocm*“wn SOVIGILAN

Jaf]; ed as the science and activities
J‘#J,JfJIJr o the detection ,assessment,
inder “‘tandmg prevention, and

== comi mumcatlon of adverse events following
= pmunization,or of any other vaccine-or

- e

-|mmun|zat|on related issues »

‘.

"‘\

WHO/CIOMS Working group on vaccine Pharmacovigilance 2007



[HustE

Atgle er r of r1cases of Adverse Events
r—)r)Jrr"'e ‘after administration of the same
vaceine, coming from the same lot or/and

‘rrr m he same area or/and from the same
= fce

.(1 e.: same physician) during a short period

——

== of time (af the same time or within less than

c a month).



Definitions: Brighton Lollaborationg ——
| - —

B

ol
-
—

heBrightonicollaberationwasiinitiatediin.
399913t Brighton (UK) during an EVM

IIJ:—BLJ}: ‘due to a lack of international

J sfinitions for AEFI.

= Brlghton Collaboration is an

i -~ _-——_

n‘ternatuonal voluntary collaboration to
faculltate the development, dissemination
‘and evaluation of high quality information
about the safety of human vaccines.

@)

- -
—— —
4—

——

| uh

-

Br@ghton

Collaboration

http://brightoncollaboration.or



http://brightoncollaboration.org/

J’J _JJ in Liollaboration

ehmt?ﬁ‘!ﬂ’dﬁ'de INE

" Developed

In progress PIanned

,'-

ule _;:J,, :u?n 5|te

:‘fr‘*-"‘ duration, swelling

, cellulitis
= E€'s istent crying
- | Seizure
| subr
Aseptic meningitis, Encephalitis
Thrombocytopenia

CFS

Fatigue

Smallpox AEFI:
Generalized Vaccinia
Inadvertent inoculation
Eczema vaccinatum

Rash

Local reaction

Myalgia
Paresthesia
Urticaria

Bell’s palsy

GBS

ORSS

Flu like syndrome
Neo natal AEFI




T
assment

Pharmacological

or

-%_‘.;;--; e .e.. LA Vaccine)
‘ ’: f‘."f-' () Laboratory findings

e underlying disease
e other drugs,...

Bibliography
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Coincidence

Adverse Immunization Reaction

Adverse Vaecine
Reaction Trigger Programmatic Error Injection Anxiety
Reaction Reaction Reaction




P"".‘; = li8-12 CHECK ALL
— | APPROPRIATE

TIENT INITIALS la. COUNTRY ZDATEOFBIRTH 2a. AGE |3.SEX INONSET 8.-12. CHECK ALL
Wik N i P
D CR E
&

__——_.__._.--—

[] PATIENT DIED

[1 INVOLVED OR
PROLONGED INPATIENT
HOSPITALISATION

[] INVOLVED
PERSISTENCE
OR SIGNIFICANT
DISABILITY OR
INCAPACITY

- :E"i UDY-[] LITERATURE [] LIFE THREATENING
[] HEALTH PROFESSIONAL [] OTHERS
| [] HEALTH AUTHORITY

25a REPORT TYPE
[] INITIAL [] FOLLOW UP




WKV anagement Pla
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N LJA.J- a ng to medicinal products , including the assessment of

ﬁ._ ]}-

1€ effectlveness of those interventions
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- >10%

| .fS‘?Ommon 1% - 10%
lent/ uncommon  0.1% - 1%
0.01%-0.1%

0.001%-0.01%

TR
| | - '.’ " ‘.l
ok A A

vy \;.“,. X " ¢ _ Y ey

—— ~ Exceedingly Rare <0.001%-<1x 1076
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gpjectvesio evaluate the risk of narcolepsy in children and

A6l ESCEntsSHtarg etedforvaceinationWithPAS@8radjuvanted s
SENCIEICH 1’H1 N1 2009 vaccine .

DESIONSRE! rospectlve analysis. Clinical information and results of
SIECIIN ra,,,% lere extracted from hospital notes between August 2011
zifle] Felogl 1y, 2012 and reviewed to confirm the diagnosis.

VG “Jf e 40n and clinical histories (GPs).

J,;‘\:’; xng Sleep centres and paediatric neurology centres in England.

> .4‘
S
-

== ar‘tuﬁpants age group 4-18 with onset of narcolepsy from January

e 2008 forone year.

~Main outcome measures: The odds of vaccination in those with
narcolepsy compared with the age matched English population after
adjustment for clinical conditions that were indications for
vaccination. The incidence of narcolepsy within six months of
vaccination compared with the incidence outside this period
measured with the self controlled cases series method.



.g-“- LT e

Resulis: Case notes for 245 children and you .peoEle

wereneviewed; 75:had narcoelepsyd(56withicatapl

andionset after 1 Jamﬁ'?-zoo& Eleven had been

Vaceinats . o before onset; sevenwithin six months. In

ESeWIth a diagnosis by July 2091 the odds ratio was

445459505 confldence interval 4.3 to 48.5) for

vch]rr tion at any time before onset and 16.2 (3.1 to

B4L9) 1 r ‘vaccination within six months before onset.

J‘h" elatlve incidence from the self controlled cases

— S eries analysis in those with a diagnosis by July 2011

"" ‘with onset from October 2008 to December 2010 was

~ 9.9(2.11t047.9). The attributable risk was estimated as
between 1 in 57 500 and 1 in 52 000 doses.




umber of cases of narcolepsy by month and year of anset

according to vaccination status-at onset.
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J F’Jr) sion: The increased risk of narcolepsyafter
yaceination withiASO3 adjuvantedipandemic A/HINT
_ —_—
Z00PWaccine indicates a causal assocuatlon consistent
mithiindingsinom Einland. Because ofivarniable delay.in,

BgNoSis; however, the risk might be overestimated by
preNapid referral of vaccinated children.

ENA """icted use of Pandmerix in subjects younger
rrunf "years

== SE: sonal influenza vaccines have not been linked to

-~ N \arcolepsy.

""'.' 3 The cause of narcolepsy may have been the AS03

adjuvant which contains squalene (oil emulsion), alpha-
tocopherol and polysorbate.

* However, the vaccine is still licensed and being used in
several countries worldwide.
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