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RSV imunizacija
u decijem uzrastu

prof. dr Slobodan Spasojevic
Medicinski fakultet Univerziteta u Novom Sadu
Institut za zdravstvenu zastitu dece i omladine Vojvodine



RSV

RNK virus
Rod Pneumoviridae
Familija Paramixoviridae

Genom - jednolanCana RNK
molekula koja enkodira

10 proteina
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RSV

* Vodeci uzrok infekcija donjih disajnih puteva kod odojcadi i male dece
* 95% dece ima prvu RSV infekciju do navrsene 2. godine zivota

* 0,5-1% inficirane dece se hospitalizuje

e Povecan rizik od nozokomijalnih RSV infekcija tokom epidemija

* Smrtnost je <1% kod prethodno zdrave dece, a kod rizicnih kategorija
hospitalizovane dece od 5-35%

* SAD

v’ godisnje oboli 4-5 miliona dece <4 g. Z.
v hospitalizacija >125000 dece

v' 4500 smrtnih slucajeva godisnje
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Epidemiologija

lzvor infekcije
Krupne partikule nazofaringealnog sekreta obolele osobe

Duzina infektivnosti: deca 10-14 dana od pojave prvih simptoma, odrasli 4-7
dana

Transmisija

Direktan (blizak) kontakt sa obolelom osobom

Indirektan kontakt sa kontaminiranim objektima i povrSinama
Inhalacija manjih partikula aerosola

Inokulacija
Sluzokoza nosne duplje, oka, zdrela

Inkubacija
2-8 dana



Epidemiologija
* Imunitet - kratkotrajan i nepotpun

* Reinfekcije su najcesce pracene klinickom slikom
blage infekcije gornjih respiratornih puteva

* Faktori povecanog rizika od infekcije: vestacka
ishrana, kolektiv, viseclane porodice, izlozenost
duvanskom dimu



Klinicka slika RSV infekcije

* Infekcija gornjih respiratornih puteva (rinitis,
faringitis, otitis)

* Infekcija donjih respiratornih puteva (bronhiolitis,
pneumonija, bronhitis, croup)

* Tezina klinicke slike zavisi od uzrasta deteta i
prethodnog zdravstvenog stanja

v’ prematuritet, BPD, imunodeficijencija i urodene
srcane mane povecavaju rizik od teze forme bolesti



Bronhiolitis

Infekcija donjih respiratornih puteva (bronhiola),
najcesce kod dece uzrasta do 12 meseci

U 80% slucajeva izazvana RSV-om
1-3% obolele dece se hospitalizuje

15% hospitalizovane dece zahteva lecenje u JINT i
respiratornu potporu



Indikacije za hospitalno lecenje

Apnea
Tahipnea (R >60/min)

Dispnea (leprsanje nozdrva, izrazene retrakcije
mekih tkiva grudnog kosa)

Cijanoza
Saturacija kiseonikom <94%
Letargija
Neadekvatan enteralni unos



Komplikacije

Akutne

e Respiratorna insuficijencija
e Bakterijska superinfekcija
e ARDS

e Pleuralne efuzije

e Sindrom curenja vazduha
(pneumotoraks)

e Ekstrapulmonalne
manifestacije RSV infekcije

Dugorocne

e Do 75% odojcadi nakon RSV
bronhiolitisa ima
rekurentne respiratorne
tegobe:

e Rekurentni vizing

e Hronicni kasalj

e Rekurentne infekcije
respiratornog trakta

e Astma




Dijagnoza RSV bronhiolitisa

* Dijagnoza bronhiolitisa je prvenstveno klinicka
v’ Anamneza

v’ Epidemioloska anketa
v’ Klini¢ki pregled

 Dopunska dijagnostika
v RTG grudnog kosa
v’ Laboratorijske analize




Lecenje

TERAPLJA AAP PREPORUKA NIVO DOKAZA

Ne koristiti rutinski,
probna primena i nastavak u slucaju B
povoljnog klinickog odgovora

Inhalatorna terapija
(albuterol, epinefrin)

Kortikosteroidi Ne koristiti rutinski B
Ribavirin Ne koristiti rutinski B
Profilaksa palvizumabom Primeniti kod ciljne populacije A

Samo u slucaju dokazanog bakterijskog

Antibiotic komorbiditeta B

Oralnaiili iv teCnost U zavisnosti od bilansa tecnosti X
Respiratorna fizioterapija Ne koristiti rutinski

Kiseonik Sat.02<90% na sobnom vazduhu D

AAP Subcommittee on Diagnosis and Management of Bronchiolitis. Pediatrics 2006;118(4):1774-93.
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Esposito S et al. Front Immunol. 2022;13:880368.



Palivizumab

Humanizovano monoklonsko
antitelo (IgG1k) proizvedeno
primenom rekombinantne DNK
tehnologije

Kompozit humane (95%) i
murine (5%) sekvence / 2
2 teska i 2 laka lanca sa

molekularnom tezinom od oko
148.000 D

Prepoznaje epitop A antigenog

F protein

G protein

Palivizumab @A

mesta fuzionog proteina RSV virion

Efikasan protiv tipa A i tipa B
RSV

Synagis, Sazetak karakteristika leka, ALIMS, Januar 2021.
Griffiths et al. Clin Microbiol Rev. 2017;30:277-319.



Palivizumab

Mehanizam dejstva — neutralizacija i inhibicija fuzije RSV

Farmakokinetika — deca <24 meseca: poluzivot palivizumaba
20 dana

Mesecnom intramuskularnom dozom od 15 mg/kg postize se
srednja +SD 30 dana (serumska konc.leka 37 +21 ug/mL
nakon prve injekcije, 57+41 ug/mL nakon druge injekcije,
68151 pug/mL nakon trece injekcije i 72 +50 pug/mL nakon
Cetvrte injekcije)

FDA (jun 1998.) — prevencija teskih infekcija donjih disajnih
puteva uzrokovanih RSV kod dece sa povisenim rizikom

Synagis®, Medimmune Inc.



(%) Cochrane
yo# Library

Cochrane Database of Systematic Reviews

Palivizumab for preventing severe respiratory syncytial virus (RSV)

infection in children (Review)

Garegnani L, Styrmisdottir L, Roson Rodriguez P, Escobar Liquitay CM, Esteban |, Franco JVA.
Palivizumab for preventing severe respiratory syncytial virus (RSV) infection in children.
Cochrane Database of Systematic Reviews 2021, Issue 11. Art. No.: CD013757.

DOI: 10.1002/14651858.CD013757.pub2.

e 5 studija, 3343 ispitanika
e Paralelne randomizirane kontrolisane studije

» Efekti primene 15mg/kg palivizumaba 1x mesecno
tokom 5 meseci u vanbolni¢kim uslovima



Analysis 1.1. Comparison 1: Palivizumab versus placebo or no
intervention, Outcome 1: Hospitalisation due to RSV infection

Palivizumab Placebo Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI A B CDEF
Elanken 2013 (1) 2 214 1 215 5.8% 0.18 [0.04 , 0.81] —_— dececaeses
Feltez 2003 (2) 34 630 63 648  43.9% 0.55[0.37, 0.82] = aeeped
IMpact-R5V Study Group 1998 (2) 43 1002 33 300 47.0% 0.45[0.31, 0.66] = X X X X X ]
Subramanian 1998 (2) 0 22 Z 20 1.5% 018[0.01,359] - s se
Tavsu 2014 (3) 0 4 10 42 1.7% 0.05[0.00 , 0.81] AN N N N
Total (95% CI) 1918 1425 100.0% 0.44 [0.30 , 0.64] ’
Total events: 84 139
Heterogeneiry: Tau? = 0.04; Chi? =518, df =4 (P=0.27); 2 =23% 0.005 01 1 10 200
Test for overall effect: Z =429 (P < 0.0001) Favours palivizomab Fawvours placebo
Test for subgroup differences: Mot applicable
Analysis 1.4. Comparison 1: Palivizumab versus placebo or no
intervention, Outcome 4: Hospitalisation due to respiratory-related illness
Palivizumab Placebo Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Ewents Total Weight DM-H, Random, 95% CI M-H, Random, 95% CI A B CDEF

Blanken 2013 (1) 8 214 17 215 6.3% 0.47 [0.21, 1.07] | 'YX XXX

Feltes 2003 (2) 321 639 359 648 50.5% 0.91[0.82, 1.01] " 'Y XXX X

IMpact-RSV Study Group 1998 (3) 160 1002 110 500 36.4% 0.73 [0.58 , 0.90] - ¥ X XX X

Subramanian 1998 (4) 3 22 3 0 21% 0.91 [0.21 , 4.00] —_— deseaea

Tavsu 2014 (5) 5 41 1 £ 47% 0.47[0.18 ,1.22] N 22 890@ 2

Total (95% CI) 1913 1423 100.0% 0.78 [0.62 , 0.97] ..

Total events: 497 500

Heterogeneity: Tau? = 0.02; Chi? =7.32, df = 4(P = 0.12); P =45% 0.01 01 i 10 100

Test for overall effect: Z=2.25 (P = 0.02) Favours palivizumab Favours placebo

Test for subgroup differences: Not applicable

Garegnani L, Styrmisdottir L, Roson Rodriguez P, Escobar Liquitay CM, Esteban I, Franco JVA.
Palivizumab for preventing severe respiratory syncytial virus (RSV) infection in children.
Cochrane Database of Systematic Reviews 2021, Issue 11. Art. No.: CD013757.

DOI: 10.1002/14651858.CD013757.pub2.



Analysis 1.6. Comparison 1: Palivizumab versus placebo or no intervention, Outcome 6: Length of hospital stay

Palivizumab Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean sD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Feltes 2003 (1) 574 466.61 639 129  466.61 648 353%  -7160[-12255,-2061] 4—mg—o
IMpact-R5V Smudy Gronp 1998 (2) 364 15457 1002 626 15457 500 64.7% -26.20[-42.79 , -9.61] —iB-
Total (95% CI) 1641 1148 100.0% -42.24 [-84.77 , 0.29] ..*..
Heterogeneity: Tan? = 656.40; Chi?=2.75,df = 1 (P =0.10); I* = 64%
Test for overall effect: £ =195 (P =0.03) -100 50 0 50 100
Test for subgroup differences: Not applicable Favours paliviznmab Favours placebo

Analysis 1.8. Comparison 1: Palivizumab versus placebo or no intervention, Outcome 8: Number of wheezing days

Palivizumab Placebo Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup log[RR] SE Total Total Weight IV, Random, 35% CI IV, Random, 95% CI ABCDEF
Blanken 2013 0541609 0.058379 214 215 100.0% 0.39[0.35, 0.44] . T RN R N
Total (85% CI) 214 215 100.0% 0.39 [0.35, 0.44] ’
Heterogeneity: Not applicable
Test for overall effect: 2= 1613 (P < 0.00001) 0.05 02 ] 5 20
Test for subgroup differences: Mot applicable Favours palivizumab Favours placebo

Garegnani L, Styrmisdottir L, Roson Rodriguez P, Escobar Liquitay CM, Esteban I, Franco JVA.
Palivizumab for preventing severe respiratory syncytial virus (RSV) infection in children.
Cochrane Database of Systematic Reviews 2021, Issue 11. Art. No.: CD013757.

DOI: 10.1002/14651858.CD013757.pub2.



Analysis 1.2. Comparison 1: Palivizumab versus placebo or no intervention, Outcome 2: Mortality

Palivizumab Placebo Risk Ratio Risk Ratio Risk of Bias

Smdy or Subgroup Events Total Ewenmts Total Weight M-H, Random, 95% CI M-H, Random, 95% CI A BCDEF
Blanken 2013 (1) 0 214 0 215 Not estimable 000 O0S®
Feltes 2003 (2) 21 639 27 648  82.4% 0.79 [0.45, 1.28] - 'YX
IMpact-RSV Study Group 1998 (3) 4 1002 500 15.0% 0.40 [0.11 , 1.48] s 'Y XXX %
Subramanian 1998 (4) 0 22 20 26% 0.30 [0.01 , 7.07] 'Y Y X ¥
Tawsn 2014 (3) 0 41 42 Mot estimable - NN B
Total (95% CI) 1913 1425 100.0% 0.69 [0.42 , 1.15] .‘

Total events: 25 33

Heterogeneity: Tau? = 0.00; Chi? = 1.15, df = 2 (P = 0.56); E=0% 001 01 o 100

Test for overall effect: Z =141 (F=0.16) Favours palivizumab Favours placebo

Test for subgroup differences: Not applicable

Analysis 1.9. Comparison 1: Palivizumab versus placebo or
no intervention, Outcome 9: Days of supplemental oxygen
Palivizumab Placebo Mean Difference Mean Difference

Study or Subgroup Mean 5D Total Mean =D Total Weight IV, Random, 93% CI IV, Random, 93% CI

Feltes 2003 (1) 279 60013 639 1015 60013 648  31.1%  -73.60[-135.18 ,-8.02] —

IMpact-R5V Smdy Group 1998 (1) 303 11976 1002 a06 11976 200 68.9% -20.30 [-33.15, -7 .43] (]
Total (95% CI) 1641 1148 100.0% -36.85 [-85.19 , 11.49] *

Heterogeneity: Tau? = 839.24; Chi? = 2.4, df = 1 (P=0.12); P = 59%

Test for overall effect: Z = 1.49 (P =0.14) 200 -100 0 100 200

Test for subgroup differences: Not applicable

Favours palivizumab Favours placebo

Garegnani L, Styrmisdottir L, Roson Rodriguez P, Escobar Liquitay CM, Esteban I, Franco JVA.
Palivizumab for preventing severe respiratory syncytial virus (RSV) infection in children.
Cochrane Database of Systematic Reviews 2021, Issue 11. Art. No.: CD013757.

DOI: 10.1002/14651858.CD013757.pub2.



Analysis 1.10. Comparison 1: Palivizumab versus placebo or
no intervention, Outcome 10: Intensive care unit length of stay

Palivizumab Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
Feltes 2003 (1) 139 70554 639 712 70554 648  2532%  -55.30[-132.39,21.79] —_—
IMpact-R5V Smudy Group 1993 (1) 13.3 5.49 1002 127 5.49 500  T4.8% 0.60[0.01,1.19]
Total (95% CI) 1641 1148 100.0% -13.51 [-61.11, 34.08]
Heterogeneity: Tau? = 788.76; Chi? = 2.02, df = 1 (F = 0.16); I = 50%
Test for overall effect: Z = 0.56 (P = 0.58) 200 _100 0 100 200
Test for subproup differences: Not applicable Favours palivizumab Favours placebo

Footnotes
(1) 5D obtained from P wvalues. The same SD was used for both Placebo and Palivizumab proups.

Analysis 1.11. Comparison 1: Palivizumab versus placebo or
no intervention, Outcome 11: Mechanical ventilation days

Palivizumab Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 93% CI IV, Random, 95% CI
Feltes 2003 (1) 65 11321 639 34.7 11391 648 17%  -4820[-172.67 ,76.27]
IMpact-R5V Smdy Group 1998 (1) 84 1517 1002 T 1517 500  98.3% 6.70 [-0.58 , 22.98]
Total (93% CI) 1641 1148 100.0% 5.78 [-10.37 , 21.92]
Heterogeneity: Tau? = 0.00; Chi2 = 0.73, df = 1 (P = 0.39); I = 0%
Test for overall effect: Z = 0.70 (P = 0.48) -200 _100 0 100 200
Test for subproup differences: Not applicable Favours palivizumah Favours placebo

Garegnani L, Styrmisdottir L, Roson Rodriguez P, Escobar Liquitay CM, Esteban I, Franco JVA.
Palivizumab for preventing severe respiratory syncytial virus (RSV) infection in children.
Cochrane Database of Systematic Reviews 2021, Issue 11. Art. No.: CD013757.

DOI: 10.1002/14651858.CD013757.pub2.
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3.7. Pasivna imunizacija lica u posebnom riziku
od infekcije izazvane RSV

Pasivna imunizacija palivizumabom sprovodi se kod:

1. dece koja su rodena pre 29 GN koja na pocCetku RSV sezone imaju <12
meseci;

2. dece koja su rodena pre 32 GNkoja na pocCetku RSV sezone imaju <6
meseci;

3. deca koja su rodena od 32 do 35 GN koja na pocCetku RSV sezone imaju
6 meseci i prisutan jedan ili vise navedenih faktora rizika ili stanja:

— neophodnost lecenja u bolnickim uslovima,

— komorbiditeti koje procenjuje ordiniraju¢i neonatolog u stacionarnoj
zdravstvenoj ustanovi,

— boravak u ustanovi za negu dece (ustanove socijalne zastite),

— boravak u porodici sa starijim detetom koje pohada predskolsku ili
Skolsku ustanovu



3.7. Pasivna imunizacija lica u posebnom riziku
od infekcije izazvane RSV

Pasivna imunizacija palivizumabom sprovodi se kod:

5. dece sa hronicnom pluénom bolesti/bronhopulmonalnom displazijom
koja na pocetku RSV sezone imaju < 24 meseca, ukoliko je prethodnih
Sest meseci pre pocetka RSV sezone bila neophodna terapija (primena
kiseonika, hroni¢na primena kortikosterioda, bronhodilatatora i /ili
diuretika);

6. dece sa urodenim sr¢anim manama komplikovanim znacajnim
hemodinamskim poremecajima koja na pocetku RSV sezone imaju < 12
meseci;

7. van navedenih indikacija, po konzilijarnoj odluci tri lekara subspecijaliste
u tercijarnoj pedijatrijskoj ustanovi imunoprofilaksa se moze primeniti u
skladu sa principima dobre klinicke prakse i indikacijama zasnovanim na
medicinskim dokazima.
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Maternalna imunizacija

Pasivni transfer
maternalnih antitela
preko placente fetusu

Bivalentna RSVpreF
maternalna vakcina

>

Maternal vaccination during pregnancy

RSVpreF Vaccine

Neutralizing antibody
RSV fusion (F) protein

Respiratory Syncytial Virus (RSV)

Simoes et al. N Engl J Med. 2022;386(17):1615-1626.
Pacenka et al. Lancet. 2024 ;404(10458):1157-1170.



Maternalna imunizacija

)
~ g
g )
.. i Xay
RSV Immuonisation products (s
[ Nirsevimab

{9 countries or regions}
] RSVpreF maternal vaccine

k
{5 countries or regions) : : “
[ Both products o £
(39 countries or regions) o
1 Not available A, -

1 Not applicable

Do sada odobrena za korisc¢enje u preko 40 zemalja u svetu
* Uglavnom visoko razvijene zemlje
* Neujednaceno vreme primene vakcine tokom trudnoce

Pacenka et al. Lancet. 2024 ;404(10458):1157-1170.



Nirsevimab

Monoklonsko antitelo dobijeno
rekombinantnom tehnologijom

Vezivanje za epitop RSV
prefuzionog F proteina (preF)

Efikasan protiv tipa A i tipa B RSV
Farmakokinetika — deca <24

meseca: poluzivot nirsevimaba
71 dan

1 doza - zastita tokom cele RSV
sezone

lgG Fc mutations
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Epitope

Beyfortus® AstraZeneca/Sanofi "7
Pasteur, Inc

Orsi A et al. J Prev Med Hyg.2024; 65: E172-E187



Nirsevimab

Age Female sex (N, %) Weight (kg)
Nirsevimab Study (N = 1,453)
Intervention N =969 <3 months 516 (53.3) 468 (48.3) | A.60 £ 1.92
=3 to =6 months 320 (33.0) I
>6 months 133 (13.7) |
Control N=484 <3 months 257 (53.1) 224 (46.3) . 4.51 + 1.96
=3 to <6 months 153 (31.6)
>6 months 74 (15.3)
'MELODY Trial (N = 1,490)

Intervention N =994 i <3.0 months 577 (58.0) 464 (46.8) <5 kg 403 (40.6)
3.0 to <6.0 months 317 (31.9) [ >5 kg 589 (59.4)
6.0 months 100 (10.1) -
Control N=496 ' <3.0 months 285 (57.5) ' 257 (51.8) I <5kg 192 (38.7)
53.0 to <6.0 months 162 (32.7) >5 kg 304 (61.3)

6.0 months 49 (9.9)
Overall (N =2,943)
Intervention N = 1963 [ <3 months 1,093 (55.68) 721 (47.47) ' N/A
>3 o <6 monﬂ\s 637 (52.45)
>6 months 233 (11.87)
<3 monrim 542 [5531}
_>3 to <6 mnnlh-; 320“;[32.141)
>6 months 123 (12.55)

Control N =980 481 (49.08) i N/A

e 2 studije, 2943 ispitanika, 43 zemlje
* Efikasnost i sigurnost nirsevimaba u prevenciji RSV infekcija

Turalde-Mapili MWR, et al. Front Pediatr. 2023; 11:1132740.



Nirsevimab

A Medically-attended RSV-associated LRTI

Nirsevimah Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=H, Random, 95% CI
Hammitt 2022 12 ©954 25 496 32.BX 0.24 [0.12,0.47] ——
Griffin 2020 25 969 46 4B4 §7.2% 0.27 [0.17, 0.44] -
Total (95% CI) 1963 980 100.0% 0.26 [0.18, 0.38] <5
Total events 37 71
Heterogenehy: Tau? = 0.00; ChF = 0.08, df = 1 (P = 0.77); F = 0% 001 01 i 10 100

Test for overall effect: Z = .77 (P < 0.00001) Favours Nirsevimab Favours Placebo

B Hospitalization for RSV-associated LRTI

Nirsevimab Placebo Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Griffin 2020 8 0680 20 484 71.4% 0.18 [0.08, 0.44] —
Hammitt 2022 & 0b4 B 496 286X 0.37[0.13,1.07] -
Total (95% CI) 1963 980 100.0% 0.24 [0.13, 0.47] e
Total events 14 28
Heterogenehty: ChE = .90, df = 1 (P = .34); ¥ = (X | t 1 t i
Test for overall effect: Z = 4.28 (P < 0.0001) 0.01 01 i 10 100

Favours Nirsevimab Favours Placebo

Nirsevimab dat pre RSV sezone statisticki znacajno redukuje rizik od razvoja RSV
povezane infekcije donjih disajnih puteva RR 0,26; (95% Cl: 0,18-0,38) i hospitalizacije
usled RSV povezane infekcije donjih disajnih puteva RR 0,24; (95% Cl: 0,13-0,47)

Turalde-Mapili MWR, et al. Front Pediatr. 2023; 11:1132740.



Nirsevimab

C Adverse Events leading to Death
Nirsevimab Placebo 0Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Griffin 2020 2 968 3 479 B5.8% 0.33 [0.05, 1.97] &
Hammitt 2022 3 0o87 0 491 142X 3.49[0.18,67.79] .
Total (95% CI) 1955 970 100.0% 0.78 [0.20, 2.98]
Total events " 5 3 .
Heterogengity: Cht* = 1. 88, df = 1 (P = 0.17); F = 47X boi 01'1 i 16 100
Test for overall effect: Z = 0.36 (P = 0.72) Favours Nirsevimab Favours Placebo
D Adverse Events of Special Interest
Nirsevimab Placebo Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Griffin 2020 5 0968 3 479 B5.7%  0.82 [0.20, 3.46]
Hammitt 2022 1 98”7 0 491 143X 1.49 [0.06, 36.76] -
Total (95% CI) 1955 970 100.0% 0.92 [0.25, 3.38)
Total events 6 3
Heterogeneity: Chi* = 0,11, df = 1 (P = 0.74); F = 0% 001 01 i 10 100

Test for overall effect: Z = 0.13 (P = 0.90)

Favours Nirsevimab Favours Placebo

* Primena nirsevimaba pre RSV sezone nema statisticki znacajnih nezeljenih efekata

Turalde-Mapili MWR, et al. Front Pediatr. 2023; 11:1132740.



Nirsevimab

RSV Immuonisation products
[ Nirsevimab

{9 countries or regions}
] RSVpreF maternal vaccine

(G countries or regions)
] Both products

(39 countries or regions)
[ Not available
1 Not applicable

* Evropska Unija 31. oktobar 2022.
e Velika Britanija 9. novembar 2022.
 Kanada 19. april 2023.

e SAD 17.Jul 2023.

 >40 zemalja

Pacenka et al. Lancet. 2024 ;404(10458):1157-1170.
Orsi A et al. ) Prev Med Hyg .2024; 65: E172-E187.



Nirsevimab

Pacijenti RezZim primene Posebne napomene
Uzrast <8m.z u 1. RSV sezoni i TM <5kg 50 mg Primeniti pre otpusta iz bolnice
Uzrast <8m.z u 1. RSV sezoni i TM >5kg Dati i do 24.m.Z. kod dece sa visokim
100 mg ..
rizikom
Uzrast 8-19 m.z. u 2. RSV sezoni 1 doza Preporucuje se prelazak na nirsevimab
2 e (50 ili 100 mg) poructje se p
<5 primljenih doza palvizumaba tokom 1 doza Preporucuje se prelazak na nirsevimab
1. RSV sezone (50ili 100 mg)
Druga RSV sezona nakon palivizumaba 1 doza Preporutuie se prelazak na nirsevimab
u 1. RSV sezoni (50ili 100 mg) P J P
<5 doza palivizumaba i mogu primiti 1 doza Preporucuje se prelazak na nirsevimab
nirsevimab (50ili 100 mg)
<24 m.z. u visokom riziku od teske RSV 2 doze Prva doza unutar 90 dana do operacije,
infekcije tokom u 2. sezoni ili nakon (50ili 100 mg) druga doza odmah po stabilizaciji stanja

kardiohirurgije

nakon operacije

Orsi A et al. ) Prev Med Hyg 2024; 65: E172-E187




Nirsevimab

Nirsevimab season

Out post-COVID season prior to Nirsevimab

Out COVID season

Pre-COVID season

Post-COVID season prior to Mirsevimab

COVID season

Out pre-COVID season

Patients with a maximum age lower than 3 months

4,56,3%
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Ruiz J et al. Vaccines. 2024, 12, 1160.



RSV-related LRTI hospitalization

RSV-related LRT] hospitalization
with oxygen support

RSV-related LETI hospitalization
with ICU

RSV-related LRTI hospitalization
with MIMY and/or HFMO

RSV-related LET] hospitalization
with IMWV

RSV-related LRTI hospitalization
with all possible complications

Nirsevimab

Efficacy of Nirsevimab by Severity Groups

<3 months 3 — 6 months

| |
79.3% ! 66.9% !
| I ' I |
| |
| |
77.3% : 91.7% :
| |
| |
| |
| |
68.7% | 67.9% |

I | & . |
| |
| |
| |
78% | 91 4% |
—o— I I
| |
| |
| |
87 2% I I
o | I I
| |
| |
| |
77.3% I 83.4% I
—— ' — I '
| |
| |
| |

0.00 050 075 1.00 195 0.00 050 075 1.00 1.96

Incidence Rate Ratio (IRR)

Ruiz J et al. Vaccines. 2024, 12, 1160.



Klesrovimab

MK-1654 RSV Prefusion F protein

Humano monoklonsko

antitelo
PredloZena doza BE i 4‘% ]
: Y RN i s £ e
105mg/0,7ml, 1x im, ‘3 -“-“;it;;;,&, o
nezavisno od TM deteta % o P50
~50x potentniji od / RE -
/i Clesrovimab Clesrovimab
palivizumaba

https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf



Klesrovimab

Phase 1-Adults Phase 1-Adults Phase 1- Adults, Infants
(Protocol 001)! (Protocol 003)2 & Children (Protocol 008)
Completed Completed Completed
Phase 1b/2a - Infants (Protocol 002)2 Currently
Completed i
Phase 2b/3 - Infants (Protocol 004)*
Completed

Phase 3 — Infants & Children (Protocol 007)°
Ongoing

| ot | e | oo | o oo oo | o2om

Phase 1: Phase 1b/2a: Phase 2b/3:
Safety and PK —adults Safety and PK —infants Efficacy, safety and PK —
infants & children

https://www.cdc.gov/acip/downloads/slides-2024-10-23-24/02-RSV-Mat-Peds-Sinha-508.pdf



Atenuisana ziva vakcina za decu

* 60-te godine 20. veka — formalinom inaktivisana RSV
vakcina

e Znacajni nezeljeni efekti — prekinuto ispitivanje

e Atenuisane zive vakcine

* |Intranazalna primena

* Primena kod odojcadi <4-6 m.z. nije prakticna zbog:

v’ nezrelosti imunskog sistema
v’ novorodencad i odojc¢ad obligatno disu na nos

Mejias A, et al. J Pediatric Infect Dis Soc. 2024;13(2):5S125-5130.



Atenuisana ziva vakcina za decu

SH G F - M2 - L — RSV A2
G =& F - M2 - L

— RSV ANS2/A1313/11314L

aza 3 - RSV/ANS2/A1313/11314L
Deca uzrasta 6-18 meseci pre 2. RSV sezone

Mejias A, et al. J Pediatric Infect Dis Soc. 2024;13(2):S125-5130.



Zakljucak

e RSV infekcije znacajan su medicinski problem
u rizicnoj pedijatrijskoj populaciji

* Kljucna mera — prevencija RSV infekcija

* Imunoprofilaksa monoklonskim antitelima
rizicne populacije znacajno uti€e na smanjenje
incidencije i duzine hospitalizacije




HVALA NA PAZNIJI



