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Varicella Zoster Virusu (VZV)

= Norotropik alfa herpes virus (HHV-3)

= 180-200 nm capinda, cift sarmalli, sirkiiler DNA
genomundan olusan zarfli virisler

Glycoprotein
spikes

Lipid envelope
— Tegument
: Nucleocapsid
=59

Double-stranded
DNA genome
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Latency Reactivation

Dorsal root ganglia
nerve cells

A weakened immune
system increases the risk
of VZV reactivation
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Varicella

Control of
primary
infection

_—
Complications

rare in healthy
children
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Latency

Failed immune
control, virus
reactivation

Acute complications

» Bacterial sepsis

» Pneumonia

» Encephalitis

» Haemorrhagic
complications

Zoster

Complications
can also occur
without rash

~15% of
elderly
patients _ | Postherpetic
” neuralgia
Acute complications
« Meningoencephalitis
» Myelitis
« Cranial nerve palsies
— 3 | e Vasculopathy

« Gastrointestinal ulcers
« Pancreatitis
« Hepatitis

Gershon A, et al. Nat Rev Dis Primers 2015: 15016. https://doi.org/10.1038/nrdp.2015.16




Epidemiyoloji

= ABD’de her 3 kisiden biri yasamlarinda en az bir kez

zonaya yakalanmakta.

* Cogunlugu bir kez geciriyor olsa da bazilarinda birden cok

= Yas ve immun zayiflamayla risk artiyor.

* Cocuklarda insidans 1/1000 iken 80 yas ve lizerinde >15/1000

Jumaanet al., JID, 2005, 191:2002-7

Yawn, et al., Mayo ClinProc. 2007; 82:1341-9

Insingaet al., ) Gen Intern Med. 2005, 20:748-53

$G-05/24 Harpaz et al, IDWeek2015



HZ insidansi artiyor

HZ Incidence per 1,000 Persons
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https://academic.oup.com/jid/article/226/Supplement_4/S470/6764830

Chen et al.*[26]

Bhavsar et al.t[27]

Lopez-Lacortet al.c[28]

Bardaet al.?[29]
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~ Cher
Risk of HZ in adults aged > 50 yrs
Risk of HZ in adults aged 20-50yrs

Risk of HZ in adults aged 2 50 yrs

Risk of HZ in adults aged 2 18 yrs

Risk of HZ hospitalisation in
|adults aged 2 50 yrs

Risk of HZ in adults aged 2 50 yrs

Risk of HZ in adults aged 2 18 yrs

Risk of HZ in adults aged > 16 yrs
(median age = 34yrs)

The Impact of the COVID-19 Pandemic
on the Incidence of Herpes Zoster: A Narrative
Literature Review

Raunak Parikh

- Mitra Yousefi

Robyn Widenmaier

Lower risk of HZ

Higher risk of HZ

Risk estimate (95% Cl)
1.77 (1.64-1.91)
1.34 (1.21-1.49)
1.15 (1.07-1.24)
1.06 (1.00-1.13)
1.21 (1.03-1.41)
1.14 (1.04-1.25)
1.15 (1.06-1.25)

0.82 (0.58-1.11)

Risk estimate

10

- Desmond Curran .

Bardaet al. [29]
Hertel et al. [40]

Wan et al. [35]

Gringeri et al. [36]

Akpandaket al. [41]

Shashaet al. [38]
Birabaharan et al. [39] L

Chen and Chiu [43]

BNT162b2

BNT162b2, mRNA-1273, Ad26.COV2.S
<14 days after second dose BNT162b2
14-27 days after first dose BNT162b2
<14 days after first dose BNT162b2

< 14 days after second dose CoronaVac
14-27 days after first dose CoronaVac
< 14 days after first dose CoronaVac
BNT162b2

Ad26.COV2.S

mRNA-1273

BNT162b2, mRNA-1273, Ad26.COV2.S
BNT162b2

mRNA-1273

Ad26.COV2.S

BNT162b2

mRNA vaccination, contemporary cohort
mRNA vaccination, historical cohort
Meta-analysis of 16 studies

Parikh R, et al. Infect Dis Ther 2024;13:447-61.

Lower risk of HZ

Higher risk of HZ
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Relative risk

RR (95% C1)

1.43(1.20-1.73)
1.80(1.68-1.93)
5.14(1.29-20.47)
5.82(1.62-20.91)
5.23(1.61-17.03)
1.67(0.54-5.23)
1.17(0.34-3.97)
2.67(1.08-6.59)
1.49(1.42-1.57)
0.64(0.57-0.71)
0.75(0.71-0.79)
0.91(0.82-1.01)
0.84(0.73-0.97)
0.96(0.81-1.15)
1.27(0.83-1.96)
1.07 (0.85-1.35)
0.98(0.87-1.11)
0.91(0.82-1.01)
1.32(1.09-1.62)



= Zona ve komplikasyonlari yasam kalitesini olumsuz yonde etkiler.

= En onemli komplikasyonu olan PHN

« gelisme sikhigi %5-30 arasinda degisir

* en az Ucte birinde bir yildan uzun surer

= Yaklasik %1-4’U komplikasyonlar nedeniyle hastaneye yatar.

* Yaslilar ve immunsuprese hastalar daha cok

* Hastanede yatanlarin %30’u immunsuprese

SG-05/24



Infect Dis Ther (2023) 12:1937-1954
https://doi.org/10.1007/s40121-023-00849-3

Herpes Zoster Burden of Disease and Clinical
Management in Turkey: A Comprehensive Literature

Review

Selim Badur (3 - Esin Senol ¢ - Alpay Azap (» - Cihan Yesiloglu @ -

Alev Ozakay (» - Serdar Ozturk (3 - Adriana Guzman-Holst

~11n 100 patients
had shingles according
to data from 3 dermatology

clinics across Turkey

o W

\Istanbul Diizce Van
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Shingles infections 285
increased over time per 100,000

and with age in adult individual
a study from 2019 g &
Istanbul

182 0 @
per 100,000

adult individuals @

2011

6%

IR TANRTATATATRTAT,
Long-term nerve pain

was the most common
complication, reported in
up to 6 in 10 patients

of patients reported
complications affecting
the eye or facial area

Badur S, et al. 2023;12:1937-54.




Dermatol Ther (Heidelb) (2024) 14:569-592
https://doi.org/10.1007/s13555-024-01101-7

Herpes Zoster Recurrence: A Narrative Review
of the Literature

Raunak Parikh & - O’'Mareen Spence (& - Nikolaos Giannelos (& -

January February
2005~ 2023 (OREEIEE

lain Kaan &

20
=
?
2 18 | Jeongo22r M oS
8
-g 18 M Barton (2012
=
©
N W Manuel (2008
f - fut
® C
o £ 12
g2
=
oo
5o 10
82
3¢ o M Charfier (2009)°
S ©
¥
§ 6 Teeng (2020)* Il it 20145
2 Kim (2018 B Yawn (2011
é ¥ W Qian 2021y
© Nakamura (2016) [l
£ 5 Sun (2021 W
2 M Tseng (2012)°
=
= o L__Sun(021y o Fuks 2000y

0 2 4 6 8 10 12 14 16
Duration of follow-up (years; reported as mean®, median®, or 'up to X years®)

|| 1t or mixed (immt d) population

lati

[ | promised pop

SG-05/24

Cumulative risk of recurrent HZ (%)

Incidence of HZ recurrence varied with study
design and follow-up duration

Up to around O

10% (}

of individuals in general populations had HZ recurrence

Multiple factors may increase the risk of HZ recurrence

Guo Comorbidities

@ HZ ophthalmicus

Family

(}‘_7* Immunocompromised
<J/ history

status

Long-lasting
post-herpetic pain

Female
sex

12 4
10
8
6
4
2 l
0
0 2 4 6 8 10

Duration of follow-up (years)
W Tseng (2020) non-IC M Yawn (2011) non-IC

Parikh R, et al. Dermatol Ther 2024;14:569-92.

Yawn (2011) IC



VZV immiunitesi

NK cell
Secondary IFN
viremia l
Infection of VZV spesifik hicresel immun
conjunctiva \

anit zamanla azalir

and/or upper P.'i'“a.'y
. viremia \
respiratory

mucosa /
VZV-specific

l A o T cell
> 55 yas kisilerin
*Days Months %30-40"Inda VZV spesifik T
Time from infection hiicre cevabi yok.

Weinberg A, et al. J Infect Dis 2010;201(7):1024-30

—
|

Skin vesicular
rash, release of
virus droplets

Viral replication
in regional
lymphoid tissues

Viral replication in
liver, spleen, and
other organs (?)

SG-05/24 Freer G, Pistello M. New Microbiol 2018;41(2):95-105.



Hiicresel immiinite ve VZV reaktivasyonu

Primary VZV if CMI drops below the critical level,
infection Boosting clinically apparent HZ can develop

4 4 \ 4

Exogenous boosting: Exposure to VZV boosts the immune system,
keeping CMI above the critical level

Endogenous boosting: Internal factors (e.g stress) transiently inhibit
CMI — subclinical reactivation of latent VZV — immune
response boosting — protection against clinical HZ

Level of VZV CMI

Critical level of
""" \VzV CMI

Days Months Years

HZ, herpes zoster; VZV, varicella zoster virus; CMI, cell-mediated immunity.

SG-05/24 Wautzler P, et al. Vaccine 2018; 36(46): 7072-82.



Risk gruplari

= [leri yas

" Lenfoproliferatif maligniteler

" Transplant alicilari

" Belli immunmodulator tedaviler
= Kemoterapi

= Kortikosteroid

= H|V ile yasayan bireyler

SG-05/24

VZV reaktivasyonunda spesifik
hicresel immuUnitenin azalmasi
esas rolU oynar.




HZ ve PHN oranlarn* yasla artar

*per 1,000 person-years.
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Rate

11

10 —

9 -

Age, years

50 yas ve Uzerinde HZ olanlarda
PHN gelisme riski %10-18

Insingaet al., ] Gen Intern Med. 2005, 20:748-53

*PNH: > 30 gun suren agri

https://www.cdc.gov/mmwr/preview/mmwrhtml/rr5705a1.htm

Insinga et al. J Gen Intern Med 2005; 20:748-53


https://www.cdc.gov/mmwr/preview/mmwrhtml/rr5705a1.htm

HZ ve immunkompromize hastalar
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Author, year*

Incidence (95% CI)

Bastidas 2019 ®
Winston 2018 HCT ®
Sahoo 2017 L |
Chen 2014 HH
Zhang 2017 —o—
Dagnew 2019 ' ®
Habel 2013 ~o- HM
Koo 2013 —e—i
Amess 2008 L T
Pergam 2011 SO
Chen 2014 ®
Tseng 2014 yt
Mao 2017 @ STM
Habel 2013 5
Chen 2014 B HIV
Blank 2012 @
Age (vears) g
P 80-89
roSSer ;o0 7o B | tent
2019 - mmunocompetien
60-69
50-59 =
0 30 60 90 120

Herpes zoster cases (per 1000 person-years)

CID 2020;71(7):e125-34.



HZ ve otoimmun hastaliklar

SG-05/24

Age and sex-standardized HZ incidence rates, among
adults 220 years with selected autoimmune diseases

HZ incidence/1000 person years

w

204 20
151
128 12.2
10.3
104 9.2 9.1
8
0 .
IBD RA PsA PsO AS

Healthy SLE
Figure adapted from Yun et al. Bars show the IRs of HZ with 95% confidence intervals. Cohorts of healthy
adults without autoimmune diseases or diabetic conditions and adult patients with diabetes were used as
controls. SLE=systemic lupus erythematosus; IBD=inflammatory bowel disease; RA=rheumatoid arthritis;
PsA=psoriatic arthritis; PsO=psoriasis; AS=ankylosing spondylitis.

Arthritis & Rheumatology 2016;68(9):2328-37.

CID 2021;ciab125.



Asilama

= Zona asllari, “terapotik asi” gibi davranir ve VZV spesifik T
hicre cevabini arttirarak virGsun reaktivasyonunun

onlenmesine veya hafifletiimesine katki saglar.

SG-05/24



Asi Tipleri

Rekombinan protein subunit asisi (Recombinant Zoster Vaccine — RZV)

SG-05/24



Characteristic

ZOSTAVAX (Zoster Vaccine Live; Merck)

SHINGRIX (Recombinant Zoster Vaccine; GlaxoSmithKline)

Vaccine type
Vaccine composition

Storage
Shelf life

Dosage and adminis-
tration

Reactogenicity

Overall efficacy against
incidence of HZ

Overall efficacy against
incidence of PHN

Persistence of protec-
tion against HZ

FDA approval

Live-attenuated VZV (Oka/Merck); =19 400 PFU

Two components:
1. lyophilized vaccine
2. sterile diluent

-50°C to -15°C
18 months from the date of manufacture of the final filled
container when stored at < —15°C

1 dose SQ in deltoid region of upper arm; 0.65 mL/dose

Low
51.3%

66.5%
Up to 8 years

May 25, 2006 for adults aged =60 yoa;
March 24, 2011 for adults aged 50-59 yoa

Recombinant VZV gE, adjuvanted

Two components:

1. lyophilized gE antigen

2. AS01B adjuvant suspension

+2°C to +8°C

36 months from the date of manufacture when stored at +2°C
to +8°C

2 doses IM in deltoid region of the upper arm, 2 to 6 months
apart; 0.5 mL/dose

High

972%

91.2%
=10 years (studied up to 10 years)

October 20, 2017 for adults aged >50 yoa

July 23, 2021 for adults =18 yoa who are or will be at increased
risk of HZ due to immunodeficiency or immunosuppression
caused by known disease or therapy

50 yas Uzeri onayli

18 yas uzeri onayli

CIC 2021;224:5429-42




RZV (Shingrix®)

= Rekombinan protein subunit asisi

\7AY
glikoprotein Adjuvan

E (ASO1;)
50 mcg

aﬂ Iki-6 ay arayla 2 doz
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RZV etkinligi

Study Design ZOE-50"2 ZOE-7023
and Objectives (Zoster-006) (Zoster-022)
Randomized, observer-blind, placebo-controlled, multicenter,

Experimental design L . . ; : =
multinational (North America, Europe, Latin America, Asia-Pacific)

Primary objective HZ efficacy in persons =50 years HZ efficacy in persons 270 years
Actual enrolment 16,160 14,816

Dosing schedule Vaccine or placebo administered (0.5 mL) intramuscularly at 0 and 2 months
Primary objectives in PHN efficacy in 270 years of age

pooled analysis HZ efficacy in 270 years of age

Total Vaccinated Cohort 17,531

(pooled analysis)® (includes subjects aged 270 in ZOE-50 and all ZOE-70 subjects)

ZOE-50/70 efficacy studies conducted at the same sites.
Subjects 270 years of age were randomly assigned to ZOE-50 or ZOE-70.

Lal H, Cunningham AL, Godeaux O, et al. Efficacy of an adjuvanted herpes zoster subunit vaccine in older adults. N Engl J Med 2015; 372:2087.
$G-05/24 Cunningham AL, Lal H, Kovac M, et al. Efficacy of the Herpes Zoster Subunit Vaccine in Adults 70 Years of Age or Older. N Engl J Med 2016; 375:1019.



ZOE-50%#1:2 Pooled ZOE-50/70+3

Mean follow-up 3.2 years Mean follow-up 3.7 years
966 974
100 - 971'2 91.3 913 914
80 -
X 60 -
N
0
W 40 -
20 A
0 T
=250 50-59 60-69 270 70-79 =280
years years years years  years Yyears
SHINGRIX cases 6 3 2 25 19 6
P<0.001 for all age
Placebo cases 210 87 75 284 216 68

groups vs. placebo

Lal H, Cunningham AL, Godeaux O, et al. Efficacy of an adjuvanted herpes zoster subunit vaccine in older adults. N Engl J Med 2015; 372:2087.

$G-05/24 Cunningham AL, Lal H, Kovac M, et al. Efficacy of the Herpes Zoster Subunit Vaccine in Adults 70 Years of Age or Older. N Engl J Med 2016; 375:1019.
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Vaccine efficacy against PHN' and other complications? (95% CI)*

m =50 Years Old

SHINGRIX:
4/13,881

SHINGRIX:
4/8250

Placebo:
36/8346

Placebo:
46/14035

Vaccine efficacy against PHN

PHN is defined as HZ-associated pain rated as =3 on a 0-10
scale, occurring or persisting for at least 90 days following the
onset of rash using the Zoster Brief Pain Inventory questionnaire.!

m>70 Years Old

SHINGRIX: SHINGRIX:
1/13881 1/8250

Placebo: Placebo:
16/14035 12/8346

Vaccine efficacy against other HZ-related
complications, in a post-hoc pooled analysis

Other complications included HZ vasculitis, disseminated
disease, ophthalmic disease, neurologic disease, visceral
disease, and stroke'!

Cunningham AL, et al. N Engl) Med. 2016 Sep;375(11):1019-32.
Kovac M et al. Vaccine;2018;36;1537-1541.



Uzun donem RZV etkinligi

The Adjuvanted Recombinant Zoster Vaccine Confers
Long-Term Protection Against Herpes Zoster: Interim
Results of an Extension Study of the Pivotal Phase 3
Clinical Trials ZOE-50 and ZOE-70

Céline Boutry,"" Andrew Hastie,” Javier Diez-Domingo,’ Juan Carlos Tinoco,’ Chong-Jen Yu,” Charles Andrews,” Jean Beytout,” Covadonga Caso,’
Huey-Shinn Cheng,’ Hee Jin Cheong,” Eun Ju Choo," Dan Curiac,”? Emmanuel Di Paolo,” Marc I]innne,“ Tamara Eckermann,”® Meral Esen,™

Murdo Ferg ' Wayne Ghesg ' Shinn-Jang Hwang,"**’ Thiago Junqueira Avelino-Silva,” Pavel Kosina,? Chiu- Shnng Liu,” Jukka Markkula,2!
Beate Moeckesch,” Claudia Murta de Oliveira,® Dne Wnn Park,” Karlls Pauksens,® Pnnla Pirrotta,” Georg Plassmann,” Carol Pretswell,”’ Lars Rombo,”
Bruno Salaun,"” Johan S: i lund,® Isabelle Schenkenberger, Tino Sch * Meng Shi,2 Benita Ukkonen,” Toufik Zahat? Cristiano Zerhini,”
Anne Schuind,*® and Anthony L. Cunningham™; on behalf of the Zoster-049 Study Gmup

SG-05/24

Pivotal phase Il
clinical trials

ZOE-50 - NCT01165177
ZOE-70 — NCT01165229

Current follow-up study
through the data lock point
for this interim analysis

NCT02723773

year  year  year

é#ﬁ 1 2 3 4 0 1 2
[ r—| l 1  I— —_ .
Initiation date Completion date Initiation date Data lock point
August 2010 July 2015 April 2016 July 2019
f ~5 years 1
I ~7 years |

Vaccine efficacy

ZOE-50 (Lal, N Engl J Med, 2015)
ZOE-70 (Cunningham, N Engl J Med, 2016)

Primary objective

Efficacy throughout the follow-up study

Secondary objective

Immune responses

»

ZOE-50/70 (Cunningham, J Inf Dis, 2018)

E RZV doses

“ Blood samples for
immunogenicity assessment*

Boutry C, et al. Clinical Infectious Diseases 2022;74(8):1459-67

v

Efficacy from 1 month post-dose 2
Secondary objective

Humoral and cell-mediated
i i i thr

the follow-rup study
Secondary objective

Safety



Table 2. Vaccine Efficacy in the ZOE-50 and ZOE-70 Studies and the Current Long-Term Follow-up Study After at Least 2 Additional Years of Follow-up

Historical Control®/Placebo Group in ZOE-50 and

Adjuvanted Recombinant Zoster Vaccine ZOE-70°
Sum of Incidence (per Sum of Incidence (per 1000 Vaccine Efficacy, % (95%
N n  Follow-upYears 1000 Person-Years) N n Follow-up Years Person-Years) Confidence Interval)

Vaccine efficacy in the current follow-up study: primary objective (up to the data lock point for the interim analysis in the current follow-up study)

Overall® 7277 27 19 621.7 14 7277 169 19 621.7 8.6 84.0 (75.9-89.8)
Vaccine efficacy from 1 month post-dose 2: secondary objective (up to the data lock point for the interim analysis in the current follow-up study)
Overall 13881 59 72 744.6 0.8 13881 651 72 744.6 8.9 (90.9 (88.2-93.2) \
Year 1° 13 881 3 13 744.5 0.2 14035 130 13 823.3 9.4 97.7 (93.1-99.5)
Year 2° 13669 10 13415.6 0.7 1356564 136 133325 10.2 92.7 (86.2-96.6)
Year 3° 13185 9 13 016.1 0.7 13074 116 12 834.0 9.0 92.4 (85.0-96.6)
Year 4° 12757 10 12 946.7 0.8 12 517 95 12 6374 75 89.8 (80.3-95.2)
Year 6° 7277 10 7208.8 1.4 7277 66 7208.8 9.2 84.9 (70.4-93.1)
Year 7° 7097 10 6993.1 1.4 7097 68 6993.1 9.7 85.3 (71.3-93.3)
Year 8 #° 6876 7 5160.2 1.4 6876 44 5160.2 8.5 g84.1 (64.4-94.0) 4
SG-05/24

Boutry C, et al. Clinical Infectious Diseases 2022;74(8):1459-67



VZV spesifik CD4 sayisi ve antikor titresi asi oncesi seviyenin 6
katindan yUksek devam ediyor.
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B Q3 ﬁl 95% Cl 80,000 4
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o1 - Observed M Modeled
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Pre- 1month ——' 2 3 4 9 4 L 8 . Piae dlimonth i 2 3 4 5 6 7 8
vaccination post-dose 2 years post-dose 2 vaccination post-dose 2 years post-dose 2
ZOE-50 parent study Current follow-up study ZOE-50/70 parent studies Current follow-up study

Cunningham, J Inf Dis, 2018 Cunningham, J Inf Dis, 2018

SG-05/24 Boutry C, et al. Clinical Infectious Diseases 2022;74(8):1459-67



Persistence of immune response to an adjuvanted varicella-zoster virus subunit

vaccine for up to year nine in older adults 100000 1
l Fraser l Power-law l Piece-wise
Tino F. Schwarz?, Stephanie Volpe®, Gregory Catteau, Roman Chlibek (¢, Marie Pierre David®, Jan Hendrik Richardus',
Himal Lal?, Lidia Oostvogelsh, Karlis Pauksens”, Stephanie Ravault', Lars Rombo/, Gerard Sonder®, Jan Smetana (29, 100004 . . s = +
Thomas Heineman!, and Adriana Bastidas” 8 4
5}
‘Labora!ory Medicine and Vaccination, Klinikum Wii g Mitte, Standort Juliusspil ; Clinical R&D, GSK, Wavre, Belgium; 5
istics & Statistical P ing, Clinical Evidence Generancn R&D, GSK, Wavre, Belglum “Depanmem of Epidemiology, Faculty of Military =
Health Sciences, University of Defense, Hradec Kralove, Czech Republic; “Biostatistics & Statistical P ing, Clinical Evidence Generauon R&D, 8' 1000 4
GSK, Rixensart, Belgium; ‘Department of Infectious Disease Control, Municipal Public Health Service &
9Clinical R&D, Pizer Inc,, Collegeville, PA, USA; "Medical Sciences, Section of Infectious Diseases, Uppsala University Hospital, Uppsala, Sweden, ‘Clinical !
Laboratory Sciences, GSK, Rixensart, Belgium; 'Department of Medical Biochemistry and Ml(roblology Zoonosis Science Center, Uppsala University, 8
Uppsala, Sweden; “Department of Infectious Diseases, Public Health Service of The Netherlands; 'Clinical Devel =
Genocea Biosciences, Cambridge, MA, USA T 1 00 1
[a)
—
b 2
ABSTRACT ARTICLE HISTORY a x
Background: In adults aged >60 years, two doses of the herpes zoster subunit vaccine (HZ/su; 50 g Received 11 December 2017 o 10 A =
varicella-zoster virus glycoprotein E [gE] and ASO1, Adjuvant System) elicited humoral and cell-mediated ~ Revised 31 January 2018 .
immune responses persisting for at least six years. We assessed immunogenicity nine years post-initial ~ Accepted 14 February 2018
vaccination. KEYWORDS
Methods: This open extension study (NCT02735915) followed 70 participants who received two HZ/su herpes zoster (shingles)
doses in the initial trial (NCT00434577). Blood samples to assess the cellular (intracellular cytokine staining) vaccine; herpes zoster; 14 . - - .. -
and humoral (ELISA) immunity were taken at year nine post-initial vaccination. immunity; persistence; TIIT AL EETIS AT L EL S AR ET TS o k¥
Results: Participants’ mean age at dose 1 was 72.3 years. The fold increases over pre-vaccination in the prediction modeling; W NWW A AN N OO S S NN E E R n e e
mean frequency of gE-specific CD4-+ T-cells expressing >2 activation markers plateaued from year four DR ESANXRSINXRSITREBREZELLADREE
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Further modeling using all data up to year nine predicted immune responses would remain above the =1
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Conclusion: In adults aged =60 years, HZ/su-induced i icity remained above pre-vaccination :—E’ Figure 3. Predicted geometric means of frequencies of gE-specific CD4[2+] T cells
levels for at least nine years post-initial vaccination. & Teti e H Wi H |
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Figure 4. Predictions of anti-gE antibody geometric mean concentrations based on
three statistical prediction models (piece-wise linear, power-law, Fraser).

SG-05/24 scwartz I+, et al. Hum Vacc Immunother 2018;14(6):1370-7.



Lokal yan etkiler (ilk 7 giin)

b Median duration of solicited local reactions in SHINGRIX
group (including grade 3): 3 days or less®
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Lal H, et al. N Engll Med 2015;372:2087-96.
Cunningham AL, et al. N Engl) Med 2016;75:1019-32.
Lopez-Fauqued, M et al. Vaccine 2019;37:2482-2493.26



Sistemik yan etkiler (ilk 7 gtin)

Median duration of solicited systemic reactions in SHINGRIX
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Lal H, et al. N Engl] Med 2015;372:2087-96.
Cunningham AL, et al. N Engl) Med 2016;75:1019-32.
$G-05/24 Lopez-Fauqued, M et al. Vaccine 2019;37:2482-2493.26



Ciddi yan etkiler agisindan asi ve plasebo grubu arasinda fark yok
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Serious adverse events Fatal SAEs potential Immune Mediated
\ (SAEs) Diseases (pIMDs)

Lopez-FauquedM, et al. Vaccine 37 (2019 ) 2482-2493.
$G-05/24 StrezovaA, et al. Open Forum Infect Dis. 2022; ofac485,https://doi.org/10.1093/ofid/ofac485.



Post hoc analysis of reactogenicity trends between dose 1 and dose 2 of the
adjuvanted recombinant zoster vaccine in two parallel randomized trials

1:; —_— T T T Birinci doz ile karsilastirildiginda ikinci
” doz sonrasi lokal yan etkiler daha az,
2% 14 = sistemik yan etkiler daha fazla
1
2L w0
22 4
S )
i ﬂﬂ uﬂ H
20 ﬂ D
10
Pain Redness Swelling Fatigue Gl symptoms Headache Myalgia Shivering Fever
Injection-site events General events
N=4,861 (dose 1) N=4,847 (dose 1)
N=4,699 (dose 2) N=4,697 (dose 2)

Figure 1. Incidence of solicited injection site and general events reported during the 7-day post-vaccination period following each dose among RZV recipients (TVC
reactogenicity).

$G-05/24 Colindres R, Wascotte V, Brecx A, et al. Hum Vaccin Immunother 2020; 16:2628.



Morbidity and Mortality Weekly Report

Postlicensure Safety Surveillance of Recombinant Zoster Vaccine (Shingrix) —
United States, October 2017-June 2018

TABLE 2. Most commonly reported symptoms* after receipt of

recombinant zoster vaccine (RZV) in reports submitted to VAERS 50-69 yas araliginda sistemik bulgu ve belirtiler
(N= 4,381)* — United States, October 2017-June 2018
| - daha fazla:
Total RZV reports, RZV given in combination
Sign/Symptom no. (%) with cg;ther vaccines, no. (%) Ates %29.1
1 0,
Pyrexia 1,034 (23.6) 57 (26.6) Titreme %24.6
Injection site pain 985 (22.5) 49 (22.9) Basagrisi %21.3
Injection site erythema 880 (20.1) 50 (23.4)
Pain 853 (19.5) 45 (21.0)
Chills 847 (19.3) 32(15.0) >70 yas grubunda lokal semptomlar daha fazla:
Headache 730(16.7) 30(14.0) . o
Fatigue 703 (16.0) 23(10.7) Eritem %22.5
Pain in extremity 691 (15.8) 37(17.3) Agri %21.5
Injection site swelling 588 (13.4) 29(13.6)
Myalgia 530(12.1) 19(8.9)

Abbreviation: VAERS = Vaccine Adverse Event Reporting System.

* According to Medical Dictionary for Regulatory Activities Preferred Terms, a
single report may be assigned more than one Preferred Term (i.e., terms are
not mutually exclusive).

1 Includes reports for RZV given alone (95.1%) and concomitantly with other vaccines.

$G-05/24 Hesse EM, Shimabukuro TT, Su JR, et al. MMWR Morb Mortal Wkly Rep 2019; 68:91.
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Recombinant zoster vaccine in immunocompetent and immunocompromised adults:

A review of clinical studies

Agnes Mwakingwe-Omari(?, Nicolas Lecrenier("®, Abdi Naficy(:? Desmond Curran(’, and Inga Posiuniene ("

“Clinical Sciences, GSK, Rockville, MD, USA; "Medical Affairs Department, GSK, Wavre, Belgium; ‘Evidence and Outcome Department, GSK, Wavre, Belgium

Vaccine efficacy (VE) and HRQoL
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RZV had an efficacy of 290% against HZ and its
complications, and its protection was long-lasting
(~10 years).
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RZV improved health-related quality of life (HRQoL) in
breakthrough HZ by significantly reducing pain and
interference with activities of daily living (ADL).
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RZV was efficacious in immunocompromised
N adults against HZ and complications. It is the
0 first and only HZ vaccine approved for
immunocompromised adults aged =18 years.
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RZV improved HRQoL in breakthrough HZ in aHSCT

recipients by significantly reducing pain and
interference with ADL.

Mwakingwe-Omari A, et al. Hum Vaccin Immunother 2023;19(3):2278362.



Endikasyonlar
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2 50 yas immunkompetan yetiskinler

2 18 yas immunkompromize hastalar




Kontraendikasyonlar

= Asiicerigindeki bir bilesene karsi anafilaksi 6ykusu

= GBS oykusi

* Gozlemsel calismalarin sonuclari RZV ile GBS arasinda bir ilgi oldugunu gosterdi

(??7)

= Gebelik

* Emzirme kontraendike degil

= Bazi transplant alicilarinda RZV adjuvaninin immun cevabi uyarmasina

bagli olarak rejeksiyon riski var!

SG-05/24



Asi oncesi serolojik test isteyelim mi?

Onceden VZV enfeksiyonu veya asilama olmasinin énemi yok !

* Ancak bazi hasta gruplarinda (transplant gibi) rutin serolojik test yapilabilir

Bagisiklik yoksa

o Immunsupresyon geciktirilecekse varicella asisi onerilir.

SG-05/24



Ne zaman asilayalim?

* |deal olarak immunsupresyon éncesi asilama yapilmali

immunsupresif tedaviden en az 14 giin dnce ikinci doz yapilmis olmal

o Gerektiginde iki doz arasindaki stire bir-iki aya inebilir.

mimkiin degilse en az 4 hafta dnce ZVL (alternatif)
* Buyapilamadiysa bireysel karar
Asinin etkinligi? Hastalik riski? Asilama riski?

Immunsupresyon riskinin azaldigi ve stabil hastalik doneminde

SG-05/24



Dusuk doz immunsupresif tedavi alan hastalarda

* Dislik doz prednizon (<2 mg/kg; <20 mg/glin) veya esdegeri
* Metotreksat (0.4 mg/kg/glin)

* Azatioprine (0.3 mg/kg/giin)

* 6-merkaptourine (1.5 mg/kg/glin)

* Her hangi bir zaman asilama yapilabilir

v etkinligi??

SG-05/24



Daha 6nce HZ gecirenler

= Oyki dikkate alinmaz !!!

= Ne zaman ??

* Bir yil beklenebilir ?? yada lezyonlar gecene kadar beklenebilir.

SG-05/24



Tablo 19. Eriskinlerde yas gruplarina gére 2024 asi énerileri ve dozlari

Asl 19-26 yas @ 27-49 yas | 50-64 yas =65 yas
Tetanoz, difteri (Td)! Her 10 yilda bir rapel doz
Tetanoz, difteri, bogmaca (TdaB)'-2 1 doz
influenza Her sonbaharda 1 doz
Konjuge Pnomokok (PCV13)3#4 1 doz* 1 doZ?
Polisakkarit Pnomokok (PPSV23)34 2 doz (5 yil arayla)* 1 doz®
E;iSKiN Hepat?t B® 3 doz (0, 1, 6. ay)
BAGISIKLAMA
REHBERI -
ucicegi® doz (1 ay arayla
Kizamik, kizamikgik, kabakulak (KKK)® 1 veya 2 doz
Meningokok ACWY1° 1 veya 2 doz (0, 2. ay)
iy Meningokok B! 2 veya 3 doz
Haemophilus influenzae tip b (Hib)' 1 veya 3 doz (0, 1, 2. ay)
Human papilloma virus (HPV)'® 3 doz (0, 2, 6. ay)
COVID-19 2 veya 3 doz, ardindan rapeller

(glincel onerilere gore)

[ ] Tum eriskinlere uygulanmasi nerilir.
[ ] Risk faktorii veya belirli endikasyonu olan eriskinlere uygulanmasi énerilir.

SG-05/24 Tirkiye EKMUD Eriskin Bagisiklama Rehberi 2024
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