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Incidence of Herpes Zoster (HZ) in adults aged 50y
stratlfled by age class and sex. Italy, 20;];3’&@?)15

Cases of Herpes Zoster/1000 persons-year
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Modelling the impact of varicella vaccination on vargp%&a and zoster.
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Abstract \?
It has been suggested that the incidence of herpes zoster, % ierease due to lack of natural boosting under large-scale

vaccination with the van::ella vaccine. Tr::l study the st&LB'hQ@@nd magnltude of such negative consequences of mass vaccination,
@iglogyin the Finnish population. The model was based on

Oy one to more than two thlrds in the next %Eﬂ% This will be due to increase in case numbers in the 35 years age groups:
However, high vaccine coverage and a Q@J—@SE programme will be very effective in stopping varicella transmission in the
population. @Q& AQ
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Diisease or status l,l'.l'l?l'} Disease Comparison patients  Umi varia@ 5\\\\@' Multwvariate
‘E::in- HZFE (+) HF (—% HZE (+) HFE ( —) Haza.@gati@\{gﬁ% p-value Harard matio (95% -valoe
interval) confidence interval)
‘\ )]
Brain turmor 17.3 22 1.371 T47 53,352 \\(Q%% S1-3.52) L0000 369 (2.41-5.66) L0000
Lung cancer 51.9 as 1.375 T34 53,348 \(b (1.34-2.63) L0000 2017 (1.53-3.08) 0000
Breast cancer 17.3 19 1.450 750 53 3]-60 6\1 62 (1.03=-2.56) 0038 234 (1.48-3.72) L0000
Esophageal cancer T4.1 9 208 TE0 270 (1.40-5.20) 0L003 405 (2097 .84) L0000
Gastric cancer 26.9 a7 1.740 732 1.59 (1.14-2.21) 000G 1.92 (1.37-2.67) 0000
Colorectal cancer 20.6 39 1. 885 730 7;& 1.&l (1.17=2.22) 0000 1.82 (1.31-2.52) L0000
Gynecologic cancer 28.3 16 1.108 ?53&? (3'@ JelS 2.24 (1.36—3.67) 0001 334 (2.02-5.52) L0000
Malignant lymphoma 95.2 o3 1.824 L) Q52,899 034 (7.52-11.60) L0000 2539 (6.67-10.55) 0000
Systemic lupus 53.7 a8 1.039 $© \\Q 53,684 10.45 (7.54-14.48) U000 411 (2.80-6.02) L0000
erythematosus Q)O
Rheumatoid arthrtis 30.0 110 @ 45,119 2.38 (1.94-291) L0000 203 (1.63-2.53) 0000
Sjigren’ s syndrome 4.7 16 ?r% 53
Diabetes mellitus 24.9 73 %. lﬂ 406 2. 14 (1.84-2.48)
Hypertension 7.4 282 (&5 6‘& 4857 39,030 1.ed (1.41—1.94)) L) 1.93 (1.66=2.26) OO0
Renal failure 56.3 73 @%m 556 52,219 3.30 (2.59-4.2)) U000 221 (1.70-2.87) L0000
Disc hermia 24.4 3 Q 2773 T38 51,950 1.94 (1.35-2.78) L0000 227 (1.58-3.26) OO0
Cataract 23.0 6\’@\% &\\Q 18049 571 36,674 g (0.541LT5) =000 ] 1.31 (0L91-1.27) 0.399
Depression Zr.d O QQ‘ B, 751 TXi 47 962 1.03 (0.75-1.41) 0.875 1.31 (0.95-1.80) 0102
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Hata A. et al. Risk of Herpes zoster in patients with underlying diseases:
a retrospective hospital-based cohort study. Infection (2011) 39:537-544
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Herpes zoster e dlabet 0\°
quanto mi costi

Increased Burden of Herpes Zoster (HZ) in Adults
with Type 2 Diabetes in the United States (US)
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Increased Incidence of HZ d Costs

Herpes Zoster and Diabetes in US
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Q} Q However,
Q\}\ts w@\HZ and type 2 diabetes spent,

on average:

34.1 million adults have diabetes (2018).
Around T million HZ cases occur annually.

Patients with
type 2 diabetes
are nearly twice

as likely

to be diagnosed with HZ&V

Little is known about the impact of HZ
in adults with diabetes.

HZ develops due to the reactivation of an

earlier infection with the varicella zoster virus. E i <$ PS
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— | Type 2 dla{ costs healthcare costs
Given the increased ¢ HCRU and cost burden

in patients with type 2 diabetes, I&vac{d}latlon may be beneficial in this population.
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> Diabetes Care. 2022 Sep 22;dc212053. doi: 10.2337/dc21-2053. Online ahead of print.

Herpes Zoster Incidence and Burden in Adults With
Type 2 Diabetes in the U.S.: A Retrospective
Database Analysis

Jean-Etienne Poirrier 1, Juliana L Meyers 2, Saurabh P Nagar 2, Brandon J Patterson 1,
Lisa | Glasser 1, Serge A Jabbour 3
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PMID: 36149780 DOI: 10.2337/dc21-2053

Analisi di corte retrospettiva:

* Nei pazienti con DM2 una probabilita
guasi doppia di ricevere una diagnosi
di HZ

 Aumento dell’utilizzo delle risorse e
dei costi sanitari.

Eta fattore predittivo piu importante
per le complicanze legate all'HZ



La storia del vaccino anti-varicella zoster
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virus (VZV) o

1970: Oka strain VIV

isolated from cultured

primary human 1981: Start of the

embryo lung cells in clinical

Japan, from an development of the R\ 2003: VARIVAX®
otherwise healthy 3 varicella vaccine by 3 marketed in Europe
year-old boy named Merck in the USA X9 by SPMSD

OKA who had typical (Oka/Merck strain)

varicella’

2006: Herpes
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Merck strain: (ZOSTAVAX'): OKA
PFU21350 licensed strain>15400 PFU
in the USA * licensed in the USA
& Europe *



Breve storia della vacc

* Marzo 2006: FDA approva il
primo vaccino anti-HZ vivo
attenuato

* Maggio 2006: EMA approva il .
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vaccino anti-HZ vivo attenuatQ\B\@
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* Esperienza pilota di offertQ\@lQb
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(H S @er and its prevention in Italy. Scientific
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Abstract

In this paper, an Italian group of experts presents a revision of the available data about
epidemiology and prevention of Herpes Zoster (HZ). HZ is an acute viral diseases caused by the
reactivation of Varicella Zoster Virus (VZV). HZ is characterized by neurological and
dermatological symptoms with a dermatomeric localization. The reactivation of the virus from the
latent status in the sensitive ganglia increases with age and failing cell mediated immunity. In
Europe, more than 95% of adults presents antibodies against VZV. Incidence of HZ is similar all
over the world, related to the age of the population: from 2-3/1000 persons/year in the age group
20 to 50 years to 5/1000 in the 60 years old, 6-7/1000 between 70 and 80 up to &gt;1/100 in older
than 80. In Italy, about 157,000 new cases of HZ are estimated every year with an incidence of
6.3/1000 persons/year mostly in older adults. Among the hospitalized cases, 60% are over 65
years of age. The more frequent and severe complication of HZ is post herpetic neuralgia (PHN),
characterized by severe localized pain lasting at least 3 month after the beginning of the acute
phase. The pain is responsible for a sharp decrease in the quality of life. In Europe, PHN is
described in 2.6-27% of HZ cases. In Italy, data obtained by a network of General Practitioner
show PHN in 20.6% of HZ patients, while 9.2% of the patients still presents PHN at 6 months. The
more frequent localization is thoracic; when the virus reactivate at the level of the ophthalmic
division of the trigeminal nerve most patients develop ocular complications. The clinical and
therapeutical managements of HZ patients is difficult and the results are often poor. Prevention of
HZ e PHN in the population over 50 years is possible using a live attenuated vaccine containing
VZV (Oka/Merck strain, not less than 19.400 plaque forming units), available since 2006. Efficacy
of anti-HZ vaccine was demonstrated in two large clinical trials that showed a 51% reduction in the
incidence of HZ and a 61% decrease of the burden of illness. Incidence of PHN showed a
reduction of 67% in immunized subjects. Long-term follow-up showed a persistence of the
protection even if a decrease was noted in older subjects and with time. Effectiveness studies
confirm the data of clinical trials and numerous pharmaco-economical evaluation show a favorable
profile of HZ vaccine. The vaccine is recommended in USA, Canada and some European countries
for people over 60. The expert group concluded that HZ and PHN represent an important clinical
and Public Health problem in Italy and that the possibility to prevent them should be carefully
evaluated.
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Vaccino vivo attenuato: ca ratterlssei@he

e vivo attenuato o c‘\‘

e E costituito da virus della Varicella- zos\tegrﬁfeppo Oka/Merck, non

meno di 19.400 unita formanti plagélaoéfrodotto su cellule diploidi
umane (MRC-5) @q

* Indicato per persone a partir @arso anni di eta

* Previene l'infezione da h@l?pe’? zoster e il dolore prolungato ai nervi
che segue la malattia (@eﬁﬁlgla post-herpetica)

* Non e indicato per ga g?evenzmne dell’infezione primaria da
varicella e non d@?@féssere usato nei bambini e negli adolescenti.

RCP Zostavax
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Effectiveness del vaccino vivo attefiuato nella
prevenzione dell’Herpe gZ@ster
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La vaccinazione anti-HZ nel PNPV&Z@N 19
Soggetti di eta > 65 anni \é\‘b\:i\’\\ 0\0
@00 2

La terza vaccinazione rilevante per il soggetto anzgﬁlg}‘é quella contro I’Herpes zoster. Tale
immunizzazione ¢ in grado di ridurre di circa il Qﬁ%@cam di nevralgia post-erpetica, che ¢ una
delle complicanze piu frequenti e debilitanti @ﬁa@vﬁalatua e circa il 50% di tutti i casi clinici di
zoster. La coorte cui la vaccinazione deve«@gseg@ offerta attivamente ¢ rappresentata dai soggetti di

65 anni di eta. Come per le precedenﬁ\c%@\?é di eta, possono sussistere particolari condizioni di
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La vaccinazione anti-HZ nel PNP\:7017-19

Vaccinazione anti-zoster )
. . . X0 O : . .
L’Herpes Zoster ¢ una malattia debilitante causata dall@@ﬁat&v?zmne del VZV silente nei gangli

. o7 &
del sistema nervoso. @ KQQ)

La presenza di alcune patologie pud aum@?gc?@ﬁ‘?'isclﬂo di patologia da herpes zoster o

aggravarne il quadro sintomatologico. Ol 16?&1]\@’3‘&5&21 d’eta anziana la vaccinazione va quindi

offerta in presenza di: é\ (){\
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Soggetti d%e.ﬁ}mtgé terapia immunosoppressiva
Q
O

.




La glicoproteina E %
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* VZV, @presentare dalle 70 alle
Zéﬂ’zm’z’oteine di superficie, tra le

Glycoprotein 0.2 .. ] i
spikes Audli diverse glicoproteine
Lipid envelope Q,GO S . . . . .
S o Ste glicoproteine di superficie
g0 _ ((0@ 5% possono essere espresse anche
uclaocapsid ,\?“ (g@ .
& dalle cellule infette
Double Etfanu@Q N
D”Agegg?b{oo@ * La glicoproteina E e la proteina
& .
2 @ maggiormente rappresentata
> o e
KR 2 sulla superficie di VZV
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Arvin et al, NEJM 2005



Il ruolo dell’adiuvante
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Humoral immune responses up to 10 years post-initial RZV v\@cﬁ’:matlon1
%)

Anti-gE antibody GMCs 6\0\
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* Ten years post-initial vaccination, humoral immune responses remained 6.0-@3@%’& pre-initial vaccination levels

(anti-gE antibody GMCs).
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* Responses increased substantially post-additional dose 1 to higher Ievel@th@@hose elicited post-dose 2 of the initial

vaccination course, demonstrating the ability of RZV to induce stron
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ATP, according to protocol; Cl, confidenc@&rval; GMC, geometric mean concentration; M, month; N, number of participants with available results.
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Efficacy of the Herpes Zoster Subunit Vaccine in Adults
70 Years of Age or Older

Herpes-Zoster
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Shingrix ¢ indicato per la prevenzione dell’herpe%&(@b%é? (HZ) e della nevralgia post-erpetica (PHN),
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Abstract Q\

Background. An adjuvanted recombﬁﬁa@ varicella zoster virus (VZV) subunit
vaccine is being developed for tl@})r tion of herpes zoster and its
complications. @

Methods. Inaphasel ,@)K&abel randomized, parallel-group study, older
adults (50-70 years@ec@@d 2 doses 2 months apart of an adjuvanted

3“6 - recombinant g %’prrog&n E vaccine (HZ/su; n = 45), a live attenuated Oka
Sa&eﬂ 0,910‘6 strain VZV v, %@KA n = 45), or HZ/su and OKA administered
a“'ﬂ\%e‘ G\qc'&o\&e" Concomlt‘%&\ly@ 45). To evaluate safety prior to administration in older
\ &Q‘qa\\a("‘os‘oo 20 S adults@%ug adults (18—30 years) were vaccinated with 2 doses 2 months apart
‘ ,‘c,a\‘g‘ q a{\ce e.\“\lo ( a“ée"aq of 8@ S =10) or OKA (n = 10). Safety and immunogenicity were assessed up
\,LC,\\‘} o ol 0&‘63" e \i«\o‘“o‘es Qe z,,zﬁslonths for older adults immunized with HZ/su and up to 12 months for
9\"“%2@9“.\c‘¢x e P e \Q: . e@c?{hers
i@@“‘:“\‘\&qac \e@“*' ‘::;\asc,-\)‘e A\O \g Results Few grade 3 events and no severe adverse events were reported.
g%“‘o ‘5@ e e€ \,eée(\,“ c)\ @O Fatigue, myalgia, headache, and injection site pain were the most common
p&“\ e(oo*'@:eq,@(’“a NG ‘:O\OQ solicited reactions for HZ/su and occurred more frequently than with OKA. CD4"
\53“6\»\5\3‘*‘%55 X0 AQK T-cell and humoral immune responses were much higher with HZ/su than with
Net Q’b{b@\(b OKA and remained elevated until 42 months. Addition of OKA to HZ/su did not
@Q‘Q)@Q@& increase immunogenicity.
‘:o\;& éﬁ\o Conclusions. In this study, HZ/su adjuvanted subunit vaccine was well
’OQO Q tolerated and more immunogenic than a live attenuated VZV vaccine.

Clinical Trial registration. NCT00492648 and NCT00492648
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Efficacia vaccinale: @
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dalle certezze del passato all’attesa di risaitgti ancora miglior
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ZVL éébsg@}fective in preventing herpes zoster
in p{b@,@o[@%ith comorbidities, including diabetes:
> ‘&Q’ vaccine effectiveness 4.9,8%

b&(bé\@o (45,1-54,1; three studies)

Meta-Analysis > Lancet Healthy Longev. 2022 Apr;3(4):e263-e275. OQ)
doi: 10.1016/S2666-7568(22)00039-3. Epub 2022 Apr 4. %)
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Post-licensure zoster vaccine effectiveness against< Q%
herpes zoster and postherpetic neuralgia in old o & The pooled vaccine effectiveness for RZV against
adults: a systematic review and meta-analys1\s§\ N o

N\ i _ .
James F Mbinta 1, Binh P Nguyen 2, Prosper Mandela A Awuni 3, Janine Paé%?‘i‘\o(\e herpes ZOSter n CIdU/tS was 7QIZA (5 7/ 6 89/ 7/
Colin R Simpson 8 %) H

@ & two studies)
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Vaccinazione antizoster o\Q, N
Oltre alla fascia d’eta anziana la vaccinazione e raccomandata ai s;g@qea@*soggetti:

e Soggetti con diabete mellito \\‘b ‘AQ}

e Soggetti con patologia cardiovascolare previa {@I(gt%zﬁne del rischio

e Soggetti con BPCO e asma bronchiale Q)E}\\’ b\

o7 2
, o oD
E raccomandata per le seguenti ulteriori segug@.\co@%ioni purché venga utilizzato il vaccino anti HZV
. . . \
ricombinante adiuvato (RZV): & @%
<Y &

.

e Soggetti con immunodeficie&@cc{sib\enita/acquisita o destinati a terapia immunosoppressiva
e Soggetti con insufficienz%‘ﬁynalg,?ronica ed in dialisi
e Soggetti con recidive %«mn é@%e particolarmente gravi di Herpes Zoster
X0 Aé
Si sottolinea che il vaccino a )g&ls\@./o attenuato (ZVL) e indicato dai soggetti di 50 e piu anni, mentre quello
adiuvante ricombinante a@grt'&@dai 18 di eta.
N

X0 .
Dosaggio: ZVL singo@@?}ioe&\.chzv due dosi (0, 2-6 mesi).
(e) %)
X R
Q\



Per concludere

quotidianosanita.it Scienza e Farmaci

Home | Cronache | Governoe Regioni e | Lavoro e Scienzae | Studie | Arc
Parlamento : Asl Professioni | Farmaci = Analisi

ASSIMEDICI. #INSIEMECO
’_\ SRIENCE
Vet L'EC(,‘ELL]*L\" ZA S
(= stampa
Le vaccinazioni nelle persone fragili. l}pb%g@ risposte

di C.d.F.
Le persone fragili presentano un maggiore rtsch ﬂf&zre in complicanze, se

[ ] [ J
affette da una malattia infettiva. La prevenziong( “fondamentale. Bisogna G r a z I e e r I’ a tt e n z I O n e
pero valutare il vaccino giusto, in termini dl e sicurezza, al momento p

giusto, come sottolineano gli esperti interv ncontro online sul tema
svoltosi lo scorso 24 marzo. N
! PN
%)
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