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Abstract

Background: During the Influenza pandemic of 2009/10, the wholevion, Vero-cellderlved, Inactivated, pandemic

influenza A& (HIN1) vaccine Celvapan® (Bater] was wsed in Austria, Cefvapan® is adjuvant-fee and was the only such K
vaccine at that time In Eurape. The chjective of this observational, nonvintervertional, prospective single-center study was
{0 eveluate the immunogenicty and tolerabilty of two intramuscular doses of this novel vaccing in HIV-positive individuals,

Methods and Flndings: A standard hemagglutination inhibition [HAV) assay was used for evaluation of the seroconversion
rate and seroprotection against the pandemic HINY strain, In adition, H1N 1-specific oG antibodies were measured using a
recently developed ELISA and compared with the HAI resuls, Tolerability of vaccination was evaluated up to one menth
after the second dose. A total of 79 HiV-infected adults with an indication for HIN1 vaccination were evaluated, At baseling,
55 of the 79 participants had an HAI titer =140 and two patients showed a positive laG ELISA, The seroconversion rate was
3% after the first vaccination, increasing to 41% after the second; the correspanding seraprotection rates were 9% and
3% respectively. ELISA IoG levels were positive in 25% fter the first vaccination and in 37% afterthe second. Amang the
participants with baseline HA titers <140, 63% seracanwerted. Young age was clearly associated with lower HAI tites at
aseline and with higher seroconversion rates, whereas none of the seven patients 60 years of age had a baseline HAI titer
<140 or seroconverted after vaceination. The vaccine was well tolerated.

Conclusion: The non-acjuvanted pandemic infuenza A (HIN1] vaccine was well tolerated and induced a measurable
immune response in a sample of HIV-nfected individuals

Citathon: Lagler H, Grabeier-Piteshammer , Toupeau-Rr V, Tobulic S, Ranthartee W, et al (2012) emunogenicy and Tokerabilty st Towo D of
NorAdjuvanted, Whale-Virkon Pandesnic Influnza A (H1NY) Vaceine i Hfectd ndhicuels. PLoS ONE 715k 36773, dot 101371 ousmal pane DI36T73

Editor: John £, Tavis, Saint Loais Universty, United States of America
Received Novenber 27, 2011; Accepted Aprl 5, 2012 Published May 21, 2012

Copyright: 2013 Lagler et &l This 5 an open-access aticle cistibated under the: tems of the Creatve Commans Atibution License, which permits
untesrited use, distabytion, and reproduction In any medium, provided the oriinal author and source are credited

Funding: The authars have no support or funding ta réparl.
Competing Interests: The authors have declred that o competig nterests exkt

* Email. heinz burgmannmedunéaienac.at

Introduction Medicines Agency (EMA) lcensed an inactivated wholesvirion,
o ) o Veroecellderved pandemic HIN| inflenza A/ Cabfornia/ 03/

A svin-orign, triplescasortant inffcnza A (IND s 900 yagcine wihout adjuvant, This vaccine was based on an
that emerged in Mexico in Jate March 2000 began to spread — gypr 15N mockup vacene [3]. In Ausria, the Fedena

rapidly through buman-to-human ransmision outside the wual

Mty of Heaklh selected this vaceine for wse during the national
ez segson [1-3], On Juoe 1ih, 2008, the World Healh  pandenic aceinacon eampaign rom Novessher 00 10 March
Organization raed the inflenza medfmk alert o the Bighest 9010 and therelie it was the: nly avallable pandemic vaceine in
el el 6 as b nfuenza A (AN cases we neported o during dhe whole of the pandenmic perind. A i e
workhvide i 74 counmies [4]. The pandemic vins was  yernation] guidefines from the Centers for Disease Control and
antigenically and penetically unrelted fo- human seasonal i
influenza virus, and former seasonal infloenza vaccies appearec|

Prevention recommended v
pocompromised indiicual, sinee underlying medical conditions

citation [3] particularly for i

ot protective, Reports of severe respiratory flure associated with
his strain, particularly in young persons, forced the rapid

siich as immmunosuppression appeared to predispose for infection
vt HINT [2]. Inmunosuppressed patiens are at nereased risk

Feference | Preview L] Lagler2012 T ﬂ 4  p

OHAX 4+ 8:

EII Open PDF
Crpen thiz FDF 1 2 seference window,

[HIN1) Waccine in HIV-Infected Individuals

Mrrn Lyl Falures abesn FAalegusres', Veredge leaimm-Rore ' Geies = sraw
Bt bmal Bardra=es" | Ak Merbeh, fhida Brders Baaldond’ Blordhe Eecllnoger Triee”,
Trayph Popaasapy’ Bree g, Miger fargrans’

B (R Bkl |y o W e e B % e Temm ] s ey Telaap o Pl

B bprveent Doy o miyeay pesiesn o (0K = ppiewes Seerridered maieaied pesiee
S MR e AR A S m B ey e @ Rl ] s ey B
wm e e e M e e o e el pel. sy e i gy E—— e E ol e,
B ] % L St Ty A S Ay o Nt L e TR o e S e it G P e e

bt e iy, L ¢ b rr i m e P e b i o e e
W ] R e e i o N 8 0 s 7 RS AT oo W ] e B TS A
rremip s 1L ured ek e A el b pide S ma e pm e -
B R B B RS o S e kg R S, o b, B P B e A e A ]
T o T g s, o e B, i 5 il e o e, b g v g BT, o e e e e
[Tt g S i s 5, sy el —_ -
1% e el [1ES i mmbs ey g i [ Fe sl e b vt s o 10 2% i b ol e g
P T R B W R, S SRR, PR S ST R e S T R P R
Lt ek b s el e s B e = e sy mda bk BN B
i e g e e Ty e A Sa e

Falenbers, P m miramied pumber—s oflrevn & BN s mor o bt gl ok 2 = ik
[ty i pppuiinp g el

(ST JEECP P EEET R A s L L ESEASLI L A

o L, Mo L E=a

2 TR

e to sy, TOATT2 Lot Updated: FHICEEON2 ‘




o] B ##EE-mailZ B #PDFtE 451t A (BEOutlook)

4l

@& = Fefene 1 Lagles-201 2 rmmmmogendcity snd T.pit'| ﬂ.

Eﬁigl-i‘l sa|g@162% .

Y
E-mail FDF
= Attach s copy of this FDF to an e-meadl. i

OPEN @ ACCESS Freely available online ="PLoS one

ﬁiﬁ| W| 4 bk

Immunogenicity and Tolerability after Two Doses of
Non-Adjuvanted, Whole-Virion Pandemic Influenza A
(H1N1) Vaccine in HIV-Infected Individuals

Heimo Lagler’, Katharina Grabmeier-Pfistershammer?, Veronique Touzeau-Rémer?, Selma Tobudic’,
Michael Ramharter'-, Judith Wenisch’, Guido Andrés Gualdoni', Monika Redlberger-Fritz®,
Theresia Popow-Kraupp®, Armin Rieger?, Heinz Burgmann'#

1 Department of Medicine |, Division of Infectious Diseases and Tropical Medicine, Medical University of Vienna, Vienna, Austria, 2 Department of Dermatology, Division of
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Abstract

Background: During the influenza pandemic of 2009/10, the whole-virion, Vero-cell-derived, inactivated, pandemic
influenza A (H1N1) vaccine Celvapan®™ (Baxter) was used in Austria. Celvapan® is adjuvant-free and was the only such
vaccine at that time in Europe. The objective of this observational, non-interventional, prospective single-center study was
to evaluate the immunogenicity and tolerability of two intramuscular doses of this novel vaccine in HIV-positive individuals.

Methods and Findings: A standard hemagglutination inhibition (HAI) assay was used for evaluation of the seroconversion
rate and seroprotection against the pandemic H1IN1 strain. In addition, H1MN1-specific IgG antibodies were measured using a
recently developed ELISA and compared with the HAI results. Tolerability of vaccination was evaluated up to one month
after the second dose. A total of 79 HIV-infected adults with an indication for H1N1 vaccination were evaluated. At baseline,
55 of the 79 participants had an HAI titer =1:40 and two patients showed a positive IgG ELISA. The seroconversion rate was
31% after the first vaccination, increasing to 41% after the second; the corresponding seroprotection rates were 92% and
83% respectively. ELISA IgG levels were positive in 25% after the first vaccination and in 37% after the second. Among the
participants with baseline HAI titers <<1:40, 63% seroconverted. Young age was clearly associated with lower HAI titers at Ad
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A two-year subscription to EndNote Web comes with the purchase of EndNote X6.
The free subscription allows you to create an EndNote Web library of up to 100,000
references and up to 5 GB (gigabytes) of data in file attachments.

Sync includes groups and group associations but does not include group sets, smart
groups, and groups within combination groups. These will be added in a later
release.

Sync will put groups where a group set cannot be identified in an Unfiled Groups set.
Drag and drop the group to the appropriate group in the desktop library.

All file attachments that you transferred in an earlier version of EndNote are replaced
with the actual file attachments.

Sync works with only one library and one EndNote Web account.

You can always cancel a Sync process that is currently in progress. However,
EndNote processes all information that has gone through the Sync process up to the
cancellation point.

If you have a ResearcherID account, then your My Publications list and Publication
Lists 1 and 2 will be displayed in Unfiled Groups. You can create a ResearcherlD
group set in the desktop library and drag and drop those groups into it.
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