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L'HZ e causato dalla riattivazione del wru@
varicella zoster dormiente!l

NP Riattivazione dell'infezione:

varicella’ Il VZV si latentizza nei o® & HZ (herpes zoster)’
gangli dei nervi % 9\6\

Infezione primaria:

i sensoriali’ \ o2

g \s)(b 0\

s D

8 Colonna @0 <

Q H Q@

gl spinale = > (N ] .
%- toracica % Q@ euroni esioni da
© sensorlall zoster

é / A
@
S -
R lio della crrdngor
O gilice dorsale Lesione da
- \,bb e\’b(virus latente) varicella
*vedere nota a pie di pagina 2 \

Circa il 99,5% degli adviti 240 anni mostra evidenza sierologica di infezione da VZV e negli

Stati Uniti 1 »ersona su 3 sviluppa I'herpes zoster nell'arco della vita2

*Dati dell'American Academy of Pedlata_& Infezioni da virus della varicella zoster. In: Kimberlin DW, Brady MT, Jackson MA, Long SS, eds. Red
Book®©: 2015 Report of the Commlt\gpl {8n Infectious Diseases. Elk Grove Village, IL: American Academy of Pediatrics; 2015:846-860. Copyright ©

, herpes zoster; VZV, varicella zoster virus. 1. Kimberlin DW, et al. New Engl J Med 2007;356:1338—43; 2.

2015. Reproduced with permissi
"0 Harpaz R, et al. MMWR Recomm Rep 2008;57:1-30.
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Passaggio
da Vz a Hz
nel
tempo

Gershon A.A. doi:10.1038/nrdp.2015.16 .Published online. 2 July 2015
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disease with the levels of cell-mediat
immunity to varicella zoster virus (

Clinically apparent disease

hogenesis first described by Hope-Si

5%(@0 links viral replication and clinical
mgnunity (CMI). In primary infection, no
&Xfsts and infection becomes apparent as
varicella. CM| then controls replj@thgf and reactivation of the virus remains subclinical

and asymptomatic (‘contain%é\'\eversions'). Exogenous contact with VZV can boost CMI;
nevertheless, CMI levels CL@'ease over time and when they fall below a critical level,

zoster can develop. Ada@ted with permission from REF. 20, The Royal Society
of Medicine.
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L'incidenza di HZ e PHN aumenta con Laéta“
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Si prevede un aumento d«,.l':wmdenza dell'HZ, e di conseguenza della PHN, dovuto all'invecchiamento

della popolazione3* e ziio sviluppo di patologie immunodepressive associate all'invecchiamento*

2
O
Reproduced from BMJ Open, Kosuke Kawai, Berhan &ebremeskel, Camilo J Acosta, Systematic review of incidence and complications of herpes zoster: towards a global perspective,

4, Page No. Copyright © 2017. with permission fr MJ Publishing Group Ltd. *PHN, postherpetic neuralgia; PHN cases were defined as those patient records coded with postherpetic trigeminal neuralgia, postherpetic
polyneuropathy, or other nervous system complications or neuralgia, 4—12 months after HZ diagnosis

1. Kawai K, et al. BMJ Open 2014;4:€004833; 2. Pellissier JM, et al. Vaccine 2007;25:8326-37; 3. Varghese L, et al. BMC Geriatr 2017;17:30; 4. Schmader K, et al. J Infect Dis 2008;197:S207-15



I decorso naturale dell'HZ consiste in una.fase
acuta che puo essere seguita da complaoéanze
croniche 5
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Fase acuta
(2-4 settimane)’

Prodromi

Cefalea,

fobb alaia’ Dolore acuto associato a
ebbre, mialgia

eruzione cutanea unilaterale,
vescicolare’

HZO (rischio del 10-25%)"2

Fase cronica
(1— 3 mesi)3

Altri: ictus, superinfezione batterica, perdita dell'udito,
paralisi, cicatrizzazione, danno alle cellule/fibre nervose’>6

Postherpetic Neuropaty (rischio del 5-30%)%.%4

Pho Reserc < i\
%)

*Oltre ~8 anni di follow-up 4(0 Q

HZO, herpes zoster oftalmico; PHN, nevralgia p@}erpetlca
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1. Harpaz R, et al. MMWR Recomm Rep 20 1 -30; 2. Kawai K, et al. BMJ Open 2014;4:e004883; 3. Opstelten W, et al. Fam Pract 2002;19:471-5; 4. Dworkin RH, et al. J Pain
2008;9:S37—4; 5. Dworkin RH, et al. Clin Infect Dis 2007;44:S1-26; 6. Nagel MA and Gilden D. Curr Neurol Meurosci rep 2015:15:16; 7. Yawn BP, et al. Mayo Clin Proc 2011;86:88-93



Forme atipiche ed errori diagnostici
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Atipical rash: absent (Herpes sine Herpete) or disseminate N\ @@\
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Common Complications of HZ

Overall 26 }grooc;\g\\(b
N
By Gender \,0’3 @°
Male @6‘)%6*.%
o,
Female Z 5\37.3
X 4
By age (years) \on Q@
<35 © 2 8.9
Nl
35 to 44 S 14.9
45 to 54 S 23.9
55 to 64 &S 22.1
> 65 2 35.1
N
Individual complication rates Q}é\(‘)\\e}?’
PHN S 19.6
Ocular complications .@foQQ?} 5.7
Facial palsy Q&\ 0.6
Others Q® 2.1

Volpi A. Herpes. 2007;14(Suppl 2):35-39.

More than a

quarter of patients
with HZ have
complications

The risk
increases with age

Ocular and
cutaneous
complications
are common
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Reciprocal relationship between herpes zoster and ~fz§f @
cardiovascular diseases: A nationwide population-based N @%\
case—control study in Korea ¥

 Studio retrospettivo caso-controllo su dati Q\lzfigé’mentl da database assicurativo

nazionale L&
P Q‘

e 20 311 pazienti con HZ e 13 980 pamgﬁt@%on patologie cardiovascolari, match con
controlli 1:5, gen 2006-dic 2013 O<§‘ &

 HZ ospedalizzato aumenta il r@@hﬁ conseguente di infarto del miocardio (HR, 1.831;
95% Cl, 1.354-2.476)), |ctus @cbemlco (HR, 1.523; 95% Cl, 1.212-1.915) e
insufficienza hyun-min et ra‘fgérdlaca (HR, 2.034; 95% Cl, 1.615-2.562)
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Hyun-Min et al.Journal of Dermatology 2018
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Figure 4. The pote%@ mechanism of varicella zoster virus (VZV)-associated vascular events.
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Ping-Hsun Wu. J. Clin. Med. 2019, 8, 547; d0i:10.3390/jcm8040547
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Open Forum Infectious Diseases

Infectious Diseases Society of America  hiv medicing association

IDSA #

HZ/su, herpes zoster subunit vacc

Risk Factors for Herpes Zoster Infection: A Meta- A‘n

Fawziah Marra, Kamalpreet Parhar, Bill Huang, and Nirma Vadlamudi

Faculty of Pharmaceutical Sciences, University of British Columbia, Viancouver, British Columbia, Canada

N

SIS

88 studi caso-controllo,

Risk Factor No. of Studies Effect Estimate Pooled Effect Est@ K 12 PValue d | COO rte e cross
. °-> X
Innate Characteristics % H H H
Family History 9 o 0 48 12 60) 04.40%  <0.0001 sectiona I In CI usli
Age 39 =] % 37-1.97) 100.00%  <0.0001 ne”'analisi (N =3 768
Sex (Women) 56" - \)Rll (1.14-1.24) 00.40%  <0.0001 R ’
Race (Black) 17" - 0 ga 0.69 (0.56-0.85) 97.90%  <0.0001 691 casi di HZ)
e &
Immunosuppression ?* (b'
HIV/AIDS 16" I—Q__Q i Q)Q AR: 3.22 (2.40-4.33) 98.10%  <0.0001
Malignancies 40" | - @ Q& RR: 2.17 (1.86-2.53) 99.60%  <0.0001
oY
Co-morbidities, U
Systemic LupyE Erythematosus 13 %—.—%\ RR: 2.08 (1.56—2.78) 98.00%
Rheumatoid Agthritis 12 Q:)Ij § RR: 1.51 (1.31-1.75) 99.10%
Chronic Obstrijctive Pulmonary Disease 12 <b &\ BR: 1.41 (1.28-1.55) 99.10%
Cardiovasculaf] conditions 16 O RRA: 1.34 (1.17—1.54) 97.50%
Inflammatory Bowel Disoder \/ . OQ' RR: 1.32 (1.24-1.40) 83.00%
Chronic RenaffDisease C§~ %\ - RR: 1.28 (1.10-1.51) 99.50%
Asthma 2'4@K H RA: 1.24 (1.16-1.21) 097.30%
Diabetes 6‘5 % o] RR: 1.24 (1.14-1.35) 99.50%
Depression H RR: 123 (1.11-1.38) 98.40%
0 @
Jun
Other Studies ‘O )
Physical Trauma KQQ ’\0 6 |—-—| RR:2.01 (1.39-2.91) 92.50%  <0.0001
Psychological Stress Q Kﬁ a8* — { RR: 1.47 (1.03—2.10) 99.50%  <0.0001
Smoking . 4(0 Q® ) RR: 0.96 (0.95-0.97) 36.40%  0.0057
.\\'
)
S
QO T I e e e e |
3 (b 05 1 15 2 25 3 35 4 45

Figure 2. Pooled analysis of the risk of herpes zoster.
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Casqueiro J et al. Endocrinol Metab 2012;16 Suppl. 1:527-36.
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Post-herpetic neuralgia develops morgo’fjfequently
in patients with DM ,°

S
2

@ 22
In a recent large retrospectigéi&@@dy (n=420,515
cases of herpes zostg&?\gfection), T2DM
increased the risk for g&rgﬁtent post-zoster pain
Y. 18%.
S °
N S
Severakstidies also showed that
9 . . . . .
zoster-rela@é@@am is more intense in patients

2. ¢ with T2DM.
&’5\{0 6@\
Q@Q?"\O@A
R4 Q®
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\@QO% Papagianni et al. Diabetes Ther 2018
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Farmacoeconomia
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Consumo di risorse aumentato-in HZ e diabete

Do
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In a recent retrospective péptilation-based
study, herpes zoster infect,j@?g\roi}esulted in greater
use of healthcare reso@gﬁamong patients with

T2DM than in o\ic)%agdiabetic subjects
OQ’Q;&\ More

specifica&lﬁ’@@%(}cients with T2DM had more
outpatien\,gc‘?/isﬁs, were prescribed more antiviral

agent@%)gﬁg had higher risk for hospitalization

‘@Q‘Z@ahd longer periods of sick leave .

N

Q\’OQ Papagianni et al. Diabetes Ther 2018
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Figure 7 | Mode of action of acyclovir, 9 Kini‘em:ted with varicella zoster virus (VZV), acyclovir (ACV) is converted by
the viral thymidine kinase (TK) to A%\&nonophosphate (ACV-MP). The cellular enzymes gquanylate (GMP) kinase and
nucleoside-diphosphate (NDP) kngse further catalyse the production of ACV-diphosphate (ACV-DP) and
ACV-triphosphate (ACV-TP). @z%n the viral DNA polymerase uses ACV-TF, elongation of the DNA chain is terminated.

Adapted from REF. 211, Nature Publishing Group.
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Gershon A.A. doi:10.1038/nrdp.2015.16.
Published online. 2 July 2015
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and Protection With Zoster \gy&gmne

Ganapathi lyer Parame.'vu.a'!..raran'Z BethanyA Wattengel,® Hubert C. Ehl@\@.lkﬂca Swiderek,> Tom Fuchs,” Michael T. Carter,? Laura Goode,*
Kathleen I]uyle and Kari A. Mergenhagen

Depa rtment of Infectious Diseases, Veterans Affairs Westemn New York Healthc st uﬁalu Mew York, USA; Division of Infectious Disea ses, Department of Medicine, Jacobs School of
Medicine and Biomedical Sciences, University at Buffalo, State University of Ne I , New York, USA; *Department of Pharmacy, Veterans Affairs Westem New York Healthcare System,

Buffalo, New York, USA; and “Department of Medicine, Jacobs School I:rf EII{@ZI‘IU Biomedical Sciences, University at Buffalo, State University of New York, Buffalo, New York, USA
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1.900.000 controllp@s\ 80.000 casi HZ

Pazienti con H,;Aql@ volte piu a rischio di stroke nei 30 gg post
infezione (QR{ 1.93 [95% Cl, 1.57-2.4];)
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Impatto del vaccino HZ sul rischig di ictus
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Table 2. Multivariable Analysis for Odds of Stroke 3«@39591051&?&“1
ym @

Variable OR @thg@\cn PValue
Age 1.008 E1833ﬂ4-—’| 01) 20001
Male sex 1_34Q9 &Q (1.06-1.7) 0165
Recombinant zoster vaccine fI@s) Q\Q [.46-_T72Z) < 0001
Live zoster vaccine @.fk@ [.65-.91) L0020
PVD \)é&\ﬁ (.66-.94) 0092
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Rilevante il pgse delle complicanze
(PHE) e le connessioni con il rischio CV
Il diabete aumenta rischio di infezione e

di~PHE, peggiora il decorso

L'efficacia dei vaccini € gia rilevabile in
studi di popolazione
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