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ARE-Wochenbericht

Aktuelles zu akuten respiratorischen Erkrankungen

ARE-Konsultationsindex nach Alter

Buda S, Dirrwald R, Biere B, Reiche |, Buchholz U, Tolksdorf K, Schilling |, Goerlitz L,
Streib V, PreuR U, Prahm K, Haas W und die AGI-Studiengruppe’
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Respiratorisches-Synzytial-Virus (RSV)
und Erkrankung
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 Familie der Paramyxoviren'

_——— Matrix * 120-300 nm groRes umhiilltes Virus,?
- RNP-Komplex negative Einzelstrang-RNA!

Fusionsprotein (F)
| ™ ago Mermoan - zwei Hauptstamme: A und B'3
o Anhefungsprotein (G} » zwei Oberflachen-Glykoproteine:
* G (Anheftungsprotein) -
R T —— determiniert A- oder B-Stamm
- 5.9 ’:. :
> 5= - . * F (Fusionsprotein) — Angriffspunkt far
Pe o % Impfstoffe/Antikdrper
- ‘.Lv ‘
“ * RSV dringt in die Epithelzellen der Atemwege

M"ﬁ % ein und verursacht Entziindungen, Odeme,

Synzyzienbildung und -ablésung’#

1. Collins PL, Crowe JE, Jr. Fields Virology. 5th ed (vol. 1). Philadelphia, PA: Wolters Kluwer Health/Lippincott Williams & Wilkins;2007:1601—-1646;
2. Walsh EE, et al. J Infect Dis. 1997;175(4):814—820; 3. Mufson MA, et al. J Gen Virol. 1985;66 (10):2111-2124; 4. Welliver TP, et al. J Infect Dis. 2007;195(8):1126-1136.
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RSV-Infektionen: \?ariables klinisches Spektrum

Infektion der oberen Atemwege'

Infektion der unteren Atemwege (LTRI) :

Niesen Bronchiolitis / Pneumonie!-2
Verstopfte Nase/Rhinorrhoe

Tr.ockener Hu:sten Keuchen / Atembeschwerden
Mittelohrentziindung Husten

Nicht-respiratorische Symptome Tachypnoe
Zyanose

Fieber und / oder H .
Schuttelfrost, ypoxamie
Schlafstorungen,

verminderter Appetit,

Reizbarkeit und Lethargie

RSV-Spektrum: von klinisch unbedeutenden bis zu
lebensbedrohlichen Atemwegsinfektionen

1. Smith DK, Seales S, Budzik C. Am Fam Physician. 2017;95(2):94-99;
2. Perez-Yarza EG, et al. Pediatr Infect Dis J. 2007:26(8):733-739.
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Klinische Symptome bei stationaren Kindern < 2 Jahre und RSV

Signs and symptaoms at admission

Cough 348 (89) 406 (83) 177 (95) 389 (81) 1370 (85)
Congested/runny nose 335 (85) 349 (71) 163 (87) 300 (B62) 1147 (74)
Shortness of breath/respiratory distress 248 (63) 292 (59) 159 (85) 336 (70) 1035 (67)
Fever/chills 246 (63) 303 (62) 125 (67) 256 (53) Q30 (B0)
Tachypnea* 234 (60) 203 (a1) 136 (73) 309 (B4) 882 (57)
Inability to eat, poor feeding 242 (62) 241 (49) 158 (84) 131 (27) 772 (50)
Vamiting 183 (47) 141 (29) 87 (47) 131 (27) 547 (35)
Wheezing 123 (31) 95 (19) 83 (44) 122 (25) 423 (27)
Hypoxemia® ag (25) 28 (6) 62 (33) 177 (37) 366 (24)
Diarrhea 79 (Z0) 56 (11) a5 (z4) 59 (12) 239 (15)
Lethargy 87 (22) 23 (5) 62 (33) az (9) 214 (14)
Dehydration 49 (12) 1(0) a3 (23) 28 (B) 121 (8)
Cyanosis 29 (7) 28 (B) 23 (12) 14 (3) 94 (B)
Ear infection 12 (3) 1 (0) 27 (14) 227 (5) 62 (4)
Decreased vocalization or stridor 10 (3) 7(1) g (b) (1) 30 (2)
Seizures 11 (3) 6 (0) 2:471) 6(1) 25 (2)
Hypothermia 4 (1) 1 (0) 2 (1) 0 (o) 7 (0)

Time from symptom onset to admission, days
=2 110 (28) 218 (44) a2 (22) 199 (41) 569 (37)
3- 00201 150 (38) 116 (30) 64 (31) 162 (31) 522 (34)

Signs and symptoms at admission
Cough 348 (89) 406 (83) 177 (95) 389 (81) 1320 (85)
Congested/runny nose 335 (85) 349 (71) 163 (87) 300 (62) 1147 (74)
Shortness of breath/respiratory distress 248 (63) 292 (59) 159 (85) 336 (70) 1035 (67)
Fever/chills 246 (63) 303 (62) 125 (B7) 256 (53) 930 (60)
Tachypnea® 234 (60) 203 (41) 136 (73) 309 (64) 882 (57)
Inabilily to eal. poour leeding 242 (62) 241 (49) 158 (84) 131 (27) T72 (50)
Vomiting 183 (47) 141 (29) 87 (47) 131 (27) 542 (35)
Wheesing 123 (31) 95 (19) 83 (44) 122 (25) 423 (27)
Hypoxemia® 99 (25) 28 (6) 62 (33) 177 (37) 366 (24)
Diarrhea 79 (20) 56 (11) 45 (24) 59(12) 239 (15)
| erhargy a7 (22) 23 (5) 67 (33) az (9) 214 (14)
Nehydration 49 (12) 1.(0) 43 (73) 78 (B) 121 (8)
Cyanosis 29 (7) 28 (6) 23 (12) 14 (3) a4 (6)
Ear infection 12 (3) 1 (0) 27 (14) 22 (5) 62 (4)
Decreased vocalization or stridor 10 (3) F(1) g (5) 4(1) 30 (2)
Seizures 11 (3) 6 (0) 2 (1) 6 (1) 25 (2)
Hypothermia a(1) 1(0) z2(Mm o (o) 7 (0)

Time from symptom onset to admission, days
<z 110 (28) 218 (a4) a4z (22) 199 (41) 569 (37)
3- 00204 150 (38) 146 (30) 64 (34) 162 (34) 527 (34)

J Pediatric Infect Dis Soc. 2020 Nov 10;9(5):587-595. doi: 10.1093/jpids/piz087.



Table 1. Continued

California Georgia Oregon Minnesota —
N _ 393 N =491 N =187 N = 483 N = 1554
Characteristic n (%) n (%) n (96) n (%) n (%)
=5 128 (33) 113 (23) 79 (42) 115 (24) 435 (28)
Severity measures
ICU admission 72 (18) 223 (45) 58 (31) 63 (13) 416 (27)
ICU LOS, median (IQR), days 4(2.7) 4 (3.7) 4 (3.8) 5 (3.8) 4 (3.7)
Mechanical ventilation 9 (2) 46 (9) 10 (5) 28 (6) 93 (6)
Death 0 (o) 4.(1) 0 (0) 1(0) 5 (0)
Hospital LOS (median/1QR). days 3(2.4) 4 (2. 8) 3{Z2.5) 3(2.5) 32.5]
Bacterial infection
Tested for bacteria ' 165 (42) 258 (53) 76 (41) 199 (41) 698 (45)
Bacteria confirmation from those tested 9/165 (5) 14/258 (5) 6/76 (8) 14/199 (7) 43/698 (B6)
Viral codetection
Tested for other viruses ¢ 330 (84) 480 (98) 122 (65) 456 (94) 1388 (89)
Coinfection with other virus, confirmation from those tested 23/330 (7) 94/480 (20) 8/122(7) 19/456 (4) 144/1388 (10)
Abbreviations: ICU, intensive cars unit; IOR, interquartile range:; LOS, length of stay.
= Other category includes Asian/Pacific Islander. American Indian or Alaska Native,. or multiracial, non-Hispanic.
f By any culture type.
= Test type not known.
PPrematurity defined as neonates born at =37 weeks of gestation.
cOther conditions include drug exposure, congenital malformations, small for gestational age, all remaining conditions <10 observations.
“Tachypnea definition: if 0—5 months and relative risk >55; if 6—11 months and relative risk >50; if 12—23 months and relative risk >46_
*Hypoxemia definition: minimum oxygen saturation <90%.
Table 1. Continued
California Georgia Oregon Minnesota Total
N — 393 N =491 N =187 N =483 N = 1554
Characteristic n (%6) n (%) n (%) n (%) n (%)
=5 128 (33) 113 (23) 79 (42) 115 (24) 435 (28)
Severity measures
ICU admission 72 (18) 223 (45) 58 (31) 63 (13) 416 (27)
ICU LOS, median (I1QR), days 4 (2,7) 4 (3.7) 4 (3.8) 5 (3.8) 4 (3.7)
Mechanical ventilation (2] 46 (9) 10 (5) 28 (6) 93 (B)
Death 0 (0) 4-(1) 0 (0) 1 (0) 5 (0)
Hospital LOS (median/IUR). days 3(2.4) 4 (2. 86) 3 (2. 5) 3(2.5) 32 .5)
Bacterial infection
Tested for bacteria ' 165 (42) 258 (53) 76 (41) 199 (41) 698 (45)
Bacteria confirmation from those tested 9/165 (5) 14/258 (5) 6/76 (8) 14/199 (7) 43/698 (6)
Viral codetection
Tested for other viruses ¢ 330 (84) 480 (98) 122 (65) 456 (94) 1388 (89)
Coinfection with other virus, confirmation from thosc tested 23/330 (7) 94/480 (20) 8/122 (7) 19/456 (4) 144/1388 (10)

Abbreviations: ICU, intensive care unit; 1OR, interguartile range; LOS, length of stay.

= Other category includes Asian/Pacific Islander, American Indian or Alaska Native, or multiracial. non-Hispanic.

f By any culture type.

= Test type not known.

PPrematurity defined as neonates born at =37 weeks of gestation.

=Other conditions include drug exposure, congenital malformations, small for gestatior

e e e e ] Pediatric Infect Dis Soc. 2020 Nov 10;9(5):587-595. doi: 10.1093/jpids/piz087.
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,Outcome* wahrend Hospitalisation wegen RSV

Table 2. Frequency of Children Aged <2 Years With Severe Respiratory Syncytial Virus—Associated Outcomes During Hospitalization, Influenza
Hospitalization Surveillance Netwaork, October 2014-April 2015

Intensive Care Unit Admission, if

Age Group, months Hospitalized Mechanical Ventilation, if Hospitalized Death, if Hospitalized

% (95% CI) n/n % (95% Cl2} n/n % (95% Cl) n/n
0-2 35(23-48) (217/614) 11 (6-15) (65/614) 0.3 (0-0) (2/614)
3-b 25(11-41) (65/262) 3(0-5) (8/262) 0.4(0-0) (1/262)
6-11 18 (5-30) (53/300) 3(0-5) (9/300) 0.7(0-2) (2/300)
12-23 21(10-30) (81/378) 3(0-5) (11/378) (0/378)

Abbreviation: Cl, confidence interval
aThed5% confidence intervals were adjusted by site.

J Pediatric Infect Dis Soc. 2020 Nov 10;9(5):587-595. doi: 10.1093/jpids/piz087.
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Hospitalisation je 100.000 Kinder wegen RSV

Table 3. Estimates of Respiratory Syncytial Virus Disease Burden in Rates per 100 000 Children and Total Counts per Age Group, Influenza
Hospitalization Surveillance Network, October 2014-April 2015

Hospitalizations Age Group, months Rate (95% CI?) Number (35% CI?)
0-2 1970 (1787-21717) 25 940 (23 b27-28 667)
3-b 897 (761-1073) 11803 (10 016-14 128)
B-11 531 (459-624) 6988 (6039-8210)
12-23 358 (317-405) 14132 (12 517-15 988)
<24 687 (627-758) 54 237 (49 509-53 867)

Counts are extrapolation of rates to US population.
Abbreviation: Cl, confidence interval.

“The 95% confidence intervals were adjusted by bootstrapping the number of hospitalizations and the detection multiplier, accounting for variability of testing and test sensitivities by site.

J Pediatric Infect Dis Soc. 2020 Nov 10;9(5):587-595. doi: 10.1093/jpids/piz087.



klinikum M\, o s

Graviditat Neugeborene Sauglinge Kinder Jugendliche Erwachsene Altere
(0- 28 Tage) (28 Tage—12 Mon.) (<12 Jahre) (12—21 Jahre) (21-65 Jahre) (>65 Jahre)

Infektionen der oberen Atemwege aufgrund von Re-Infektionen’

(2]
c
=]
x
c
©
—
=
—
w

LRTI: lower respiratory tract infection; COPD, chronic obstructive pulmonary disease;

1. Openshaw PJM, et al. Annu Rev Immunol. 2017;35:501-532;

2. ShiT, etal. Lancet. 2017;390(10098):946—-958; 3. Shi T, et al. J Infect Dis. 2020;222(Suppl. 7):S577-S583.
4. https://lwww.cdc.gov/ncbddd/childdevelopment/positiveparenting/index.html




A Clinical Progression of Respiratory Syncytial Virus (RSV) k”niku/m-\morms
/""’M/

Risk factors for severe RSV disease

- Congenital heart disease

- Chronic lung disease of prematurity

« History of prematurity

« Immunodeficiency

- Low concentration of maternal antibody

DROPLETS FROM
INFECTED CONTACT f HEALTHY CHILD

Child inhales
droplets

Healthy bronchiole

Epithelial cells )

AN S—

NEJM.ORG JANUARY 7, 2016

N ENGL ) MED 3741
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HOSPITALIZED -

Bronchiolitis

— ——

Debris (mucus,
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Ederna cellular -
infiltration .-_.'- L r
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‘ \ Improvement (hospital discharge)

Worsening (I1CU)
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RSV - Risikofaktorenkonzept
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Respiratory syncytial virus infection in 406 hospitalized
premature infants: results from a prospective German
multicentre database

Arne Simon - Roland A. Ammann - Anja Wilkesmann -
Anna M. Eis-Hiibinger - Oliver Schildgen -
Edda Weimann - Hans U. Peltner - Peter Seiffert -

Fig. 2 Modified Mclntosh Score 70
(clinical severity grading) in 64
prematurely bom children 58
(n=406) vs. children born at term 60
(n=1,162) and in preterms with
CLD (n=50) [in patients with &0 49 49
RSV infection (1999—2005)]
(proportions presented in %o)
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1 1 3
0 T
Term reterm

H grade 1 (mech. ventilation due to RSYV)

Ograde 2 (oxygen therapy required)

B grade 3 (supportive care, no oxygen)

O grade 4 (ventilated at diagnosis for other reason)
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Respiratory syncytial virus infection in 406 hospitalized
premature infants: results from a prospective German
multicentre database

Arne Simon « Roland A. Ammann - Anja Wilkesmann -
Anna M. Eis-Hiibinger - Oliver Schildgen -

Edda Weimann - Hans U. Peltner - Peter Sciffert -
Angela Siiss-Grafeo - Jessie R. Groothuis -

Johannes Liese - Ralf Pallacks - Andreas Miiller -

DSM RSV Paed Study Group

Table 4 Results of uni- and multivariate logistic reeression of clinical variables

Univariate logistic regression

on course (complicated vs. not

klinikum M\, o s

Multivariate logistic regression

Potential predictor 0Odds ratio (95% CI) P Odds ratio (95% CI) ¥ oo
Prematurity 213 (1.64 to 2.77) =0.001 1.71 (1.32 ta 2.25) =<0.001
Borm before gestational week 32 3.45 (2.14 to 5.79) <0.001 n.s. —
Bom before gestational week 28 6.75 (2.43 to 26.03) <0.001 n.s. —
Birth weight <<1,500 g 3.41 (2.09 to 5.79) <0.001 n.s. —
CLD s 44 61 (8.10 to infinity) =0.001 25.03 (4.46 to infinity) <0.001
Congenital heart disease 1.88 (1.24 to 2.93) 0.0022 n.s. —

CLD = chronic lung disease of prematurity; CLDg,,s = CLD with medical treatment in the last 6 months; n.s. = not significant
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Prophylaxe von schweren Erkrankungen durch Respiratory Syncytial Virus (RSV) bei Risikokindern
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Kernaussage 7: Palivizumab reduziert die RSV-bedingte Hospitalisierungsrate bei Frihgeborenen < 35

+6 SSW bis zu einem Alter von 6 Monaten, bei Frihgeborenen £ 35 +6 SSW mit medikamentos
behandelter chronischer Lungenerkrankung (BPD) bis zu einem Alter von 24 Monate und bei Kindern
mit hamodynamisch relevanten Herzfehler bis zu einem Alter von 24 Monaten. In den
Zulassungsstudien konnte eine Verhinderung schwerer letaler oder beatmungspflichtiger RSV-

Erkrankungen nicht belegt werden. Palivizumab wird als weitgehend sicheres Medikament angesehen.
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Kernaussage 13: Frihgeborene im Alter von £ 24 Lebensmonaten zum Beginn der RSV-Saison, die

a3 |

| S

wegen mittelschwerer oder schwerer bronchopulmonaler Dysplasie/chronischer Lungenerkrankung in
den letzten drei Monaten vor Beginn der RSV-Saison (Beginn frithestens Anfang November) mit
Sauerstoff behandelt oder beatmet wurden, haben ein hohes Risiko, eine schwere RSV-Erkrankung

(z.B. mit Hospitalisation) zu erleiden. Diese Kinder sollen eine Palivizumab-Prophylaxe erhalten.

Kernaussage 14: Frihgeborene mit einem Gestationsalter von < 28+6 Schwangerschaftswochen im

Alter von £ 6 Monaten zum Beginn der RSV-Saison haben ein mittleres Risiko, eine schwere RSV-
Erkrankung (z.B. mit Hospitalisation) zu erleiden. Diese Kinder konnen eine Palivizumab-Prophylaxe

erhalten.



Kernaussage 15: Frihgeborene mit einem Gestationsalter von 29+0 bis 34+6 Schwanger-

schaftswochen im Alter von £ 6 Monaten zum Beginn der RSV-Saison mit mindestens zwei der

folgenden Risikofaktoren:
a) Entlassung aus der neonatologischen Primarversorgung direkt vor oder wahrend der RSV-Saison,
b) Kinderkrippenbesuch oder Geschwister in externer Kinderbetreuung,

c) schwere neurologische Grunderkrankung.

Kernaussage 18: Kinder mit hamodynamisch relevanter Herzerkrankung - vor allem operations- bzw.

interventionsbedirftige Herzfehler mit pulmonalarterieller Hypertonie, pulmonal-venoser Stauung
oder Zyanose - sowie bei schwerer Herzinsuffizienz unter medikamentoser Therapie im Alter von < 6
Lebensmonaten zum Beginn der RSV-Saison haben ein hohes Risiko fur eine schwere RSV-Erkrankung

und sollen eine Palivizumab-Prophylaxe erhalten.




Risk factors for respiratory syncytial virus kl'mkug&o rms
associated with acute lower respiratory -
infection in children under five years:
Systematic review and meta—analysis

Ting Shi!, Evelyn Balsells!, Elizabeth

Risikofaktoren

Wastnedge!, Rosalyn Singleton®3, Zeba | Background Respitatory syneytial virus (RSV) is the most com- b H H H
i) Rrn S T | B R 2ot S0 e rilhgeburtlichkeit, Geburtsgewic
A Rasmussertt, Heathior ] Zar, Barbara | mempathopmtdennficd tnyouns childin wituaaste lowes e | ’ y

& ; P i spiratory infection (ALRID as well as an important cause of hospi-
A Rath®, Shabir A Madhi“#*, Stuart i tal admission. The high incidence of RSV infection and its

i - L)
Campbell', Linda Cheyenne Vaccari', i potential severe outcome make it important to identify and pri- G es c hw I ste r M u tte rm I I c h
Lisa R Bulkow?, Tllizabeth D Thomas?, i oritise children who are at higher risk of developing RS ) J

-associ-
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Table 4. Meta—estimate of odds ratio for rislk factors excluding studies with quality score <6.25 (ie, “low—quality™)

RisK FACTOR MuLTIVARIABLE ANALYSIS MuLTIVARIABLE AND UNIVARIABLE ANALYSIS

No. of Meta—estimate OR ™No. of studies Meta—estimate OR

studies (95% confidence intexrval) (95% confidence interval)
Prematurity (gestational age <37 wecks) 2 — 7 1.96 (1.44—2.67)
Low birth weight 2 . 5 1.91 (1.45-2.53)
Being male [} 1.32 (1.24—1 .40) 1> 1.23 51.13—1.331I
Siblings (&) 1.53(1.20-1.95) 11 1.60(1.32—-1.95)
Maternal smoldng 4 1.34 (1.26—1.42) 7 1.36 (1.24—1.50)
History of atopy 1 = 5 1.47 (1.16-1.87)
Low parental education 4 1.23 (0.73—2.09) (o] 1.40 (0.94—2.08)
Passive smoking 4 1.40 (0.65—3.00) 8 1.29 (0.96—-1.73)
Daycare center attendance 2 - 3 1.61 (0.98—2.64)
Indoor air pollution 4+ 0.69 (0.35-1.37) = 0.81 (0.42_1.57)
MNo breastfeeding 1 — 3 2.24 (1.56—3.20)
Crowding (>7 persons in household) 1 — 3 1.94 (1.29-—2.93)

OR — odds ratio
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ristics of Respiratory Syncytial Virus Hospitalizations Among Children Aged <2 Years, by Study Site,
., October 2014—April 2015

California Georgia Oregun Minnesota ToLal
Children Aged <2 Years in the United States, 2014-15 N - 393 N - 491 N- 187 N - 483 N
n (%) n (%) n (%) n (%) n (%)
Carmen 5. Arriola," Lindsay Kim ? Gayle Langley.? Evan J. Anderson,** Kyle Dpeno, Andrew M. Martin ¢ Ruth I
Arthur Reingold * Shua Chai? Pam Daily® Ann Thomas, Courtney Crawlord,’ C. Resd,’ S. Garg,’ and Sandra S. Chaves’
Influsnza Division, Cantars for Disaasa Control and Pravention, Atkata, Gaorgia, USA; i Viral Duﬁu‘in‘ﬁun[iv: Tar Disaase Control and Provantion, Atiants, Beorgia, 161 (41) 187 (38) 83 (44) 183 (38) 614 (40)
st Mo S I i e e s 53 (13) 73 as) 38 (20) o8 (20) 262 (17)
“0regon Punlic Heskth Division, Portan, Oregan 81 (21) 91 (19) 33 (18) 95 (Z0) 300 (19)
12 23 98 (25) 140 (29) 33 (18) 107 (22) 378 (24)
Sex
Female 161 (41) 201 (41) 83 (44) 214 (44) 659 (42)
Race/Ethnicity
Hispanic 172 (44) 101 (21) a7 (25) 40 (8) 360 (23)
White non-Hispanic 49 (12) 133 (27) 100 (53) 212 (44) 494 (32)
Black non-Hispanic a1 (10) 219 (45) 13(7) 102 (21) 375 (24)
Other = A5 (11) 26 (5) 19 (10) 78 (16) 168 (11)
Missing data 86 (22) 12(2) 8 (4) 51(1M) 157 (10)
Health insurance
Public 283 (72) 361 (74) 126 (67) 166 (34) Q36 (60)
Private 849 (23) 123 (25) 57 (30) 298 (62) 567 (36)
Both 14 (4) 2 (0) a(2) 17 (4) =T
None 4(1) 2 (0) 0 (0) 2 (0) 8 (1)
Table 1. Demographic and Clinical Characteristics of Respiratory Syncytial Virus Hospitalizations Among Children Aged <2 Years, by Study Site,
Influenza Hospitalization Surveillance Network. October 2014 April 2015
California Georgia Oregon Minnesota Total
N =393 N =491 N =187 N =483 N = 1554
Characteristic n (2) n (%) n (%) n (%) n{(9%)
Agec group, months
o0—2 161 (41) 187 (38) 83 (44) 183 (38) 614 (40)
35 53(13) 73 (15) 38 (20) a8 (20) 262 (17)
6—11 81 (21) 91 (19) 33 (18) a5 (20) 300 (19)
1= o9 asg (25) 140 (29) 33 (18) 107 (22) 378 (24)
Sex
Female 161 (41) 201 (A1) 83 (44) 214 (44) 659 (42)
Racc/Ethnicity
Hispanic 172 (44) 101 (21) 47 (25) 40 (8) 360 (23)
WWhite non-Hispanic 49 (12) 133 (27) 100 (53) 212 {(44) 494 (32)
Black non-llispanic 41 (10) 219 (45) 13 (7) 102 (21) 375 (24)
Other = a5 (11) 26 (5) 19 (10) 78 (16) 1688 (11)
Missing datla 86 (22) TZ{2) 8 (4) 51 (11) 157 (10)
Health insurance
Public 283 (72) 361 (74) 126 (67) 166 (31) 236 (60)
Privatc 89 (23) 123 (25) 57 (30) 298 (62) 567 (36)
Both 14 (4) 2 (0) A (2) AT L) 37 (2)
None 4(1) 2 (0) 0 (0) 2 (0) 8 (1)

J Pediatric Infect Dis Soc. 2020 Nov 10;9(5):587-595. doi: 10.1093/jpids/piz087.
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Hospitalisation von Kindern < 2 Jahre und etwaige Risikofaktoren

Underlying condition

No underlying condition or born premature 277 (70) 318 (65) 103 (65) 349 (72) 1047 (67)

Yes
Prematurity® 66 (17) 81(16) 30(16) 80(17) 257 (17)
Gestational age in weeks (min-max) 75-36 23-36 24-36 25-36 23-36
Asthma 24 (6) 38(8) 8(4) 16 (3) 86 (6)
Cardiovascular disease 14 (4) 25(5) 21(11) 151(3) 75 (5)
Neurologic/neuromuscular disorders 16 (4) 30 (6) 14(7) 17 (4) 76 (5)
Chronic lung disease 16 (4) 10(2) 6(3) 12(2) 44(3)
Abnormality of upper airway 4(1) 6(1) 10(5) 10(2) 30(2)
Blood disease 3(1) 711) 3(2) 411) 17(1)
Renal disorder 41) 1(0) 5(3) 2(0) 12(1)
Immunocompromised condition 10} 01(0) (1) 3 5(0)
Chronic metabolic disease 11(0) 1(0) 0(0) 2(0) 4(0)
Liver disease 0(0) 11(0) 11) 110) 3(0)
Other conditions® 22 (6) 46 (9) 37 (20) 20 (4) 125(8)

J Pediatric Infect Dis Soc. 2020 Nov 10;9(5):587-595. doi: 10.1093/jpids/piz087.
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Hospitalizations Among Young
Children: 2015-2016
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FIGURE 2
RSV-associated hospitalized children <5 years of age by enroliment date and site.

PEDIATRICS Volume 146, number 1, July 2020:e20193611
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=) Hospitalisierung wgen ARI - Anteil RSV (

TABLE 1 Patient Demographics
Characteristic RSV-Positive RSV-Negative P
(n = 1043), n (%)° (n = 1926), n (%)°

Sex
Male 087 (56.3) 1140 (59.2) N )
Female 456 (43.7) 786 (40.8) —

Age, mo
0-2 @ 401 (20.8) <.001
3-5 BTG 121 (8.3) —
6—11 178 (17.1) 294 (15.3) —
12-23 199 (19.1) 503 (26.1) —
24-59 140 (13.4) 607 (31.5) —

PEDIATRICS Volume 146, number 1, July 2020:e20193611 n = 2 . 969



TABLE 2 Patient History and Clinical Characteristics

Characteristic RSV-Positive RSV-Negative 28
(n = 1043) (n = 1926)

Any comorbid condition,® n (%) 217 (20.8) 714 (37.1) <001
Chronic lung disease H? (11.2) 455 (23.6) <2.001
Congenital heart disease 6 (4.4) 106 (5.5) 20
Neurologic and/or neuromuscular disease 3 (4.1) 118 (6.1) 02
Immunocompromised condition 3(1.2) 60 (3.1) .002

History of prematurity (<37 wk),° n (%) 162 (17.9) 300 (22.7) .006

Received palivizumab,® n (%) 1 (2.3) 95 (7.2) <001

Comarbid condition or history of prematurity, n (%) 359 (32.5) 892 (46.3) <001

Other children in household, n (%)
<5y old 454 (43.5) 717 (37.2) <2001
517 y old 537 (51.5) 1066 (55.3) 04
No other children 260 (24.9) 495 (25.7) 64

Any household member is a smoker, n (%) 260 (249) 487 (25.3) 83

History of breastfeeding, n (%)

Any duration 825 (79.1) 1506 (78.2) BT
Duration
Never 215 (206) 410 (21.3) <001
<1 mo 225 (218) 342 (17.8) —
1-6 mo 466 (44.7) 766 (39.8) —
=7 mo 127 (12.2) 376 (19.9) =
Not specified 7(0.7) 22 (1.1) —

klinikum M\, o s

PEDIATRICS Volume 146, number 1, July 2020:e20193611

n =2.969
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TABLE 3 RSV-Associated Hospitalized Children <2 Years of Age by Gestational Age and Age Group

Gestational Age at Birth 0—2 mo 5—0 Mo 6—11 mo 12-23 mo <24 mo
<29 wk, n (%) 0 (0) 2 (1) 6 (3) 11 (6) 19 (2)
29-31 wk, n (%) 2 (1) 3 (2) 8 (4) 5 (3) 18 (2)
32-34 wk, n (%) 14 (4) 16 (9) 11 (6) 9 (5) 50 (6)
39-36 wk, n (%) 34 (10) 18 (10) 12 {7) 6 (3) 70 (8)
=37 wk, n (%) 288 (84) 144 (78) 141 (79) 164 (82) 737 (82)
Total,” n 542 184 178 199 903

a Includes 4 patients with an unknown history of prematurity and 5 patients with a history of prematurity with unknown gestational age.

Innerhalb der ersten 2 Lebensjahre
erkranken uberwiegend reife NG an RSV!
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High burden of RSV hospitalizations in Germany 2021-2022
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1588

T.Tenenbaum et al.
A C
oo .
. N on intensive care unit M on gereral ward ®
L e @ L
L] ® e
L]
ﬁ & e A e
B ®c 0 » o'
N ®c a2 ® L Y
£ . o of e ¢
2> e®® o 2 @ 2
] Pes ® o ®
g ‘*’o % © 0, %
= B. e ®. .9 ® N ]
? E e ® @ :. (] :’. @
T
-E E ® ® & e @
=
: H e g L ‘. ® ®
5 e = e e
-] &
58 1 e o 3 S
<0 L
;Am-#_n..uu—u_____‘._n,._.—,_ ®. ® s o
Now Dec Jan Feb Mar Apr e ® 8 .-.
2021 2023



klinikum P, o oo

. N invasive respiratory support [ N non-invasive respiratory support N without respiratory support

In 81% der Falle waren
Patientinnen unter 2 Jahre alt.

66 % waren junger als 1 Jahr.

<1 year (66%) 1 years (15%) 2 years (10%)

Average number of RSV cases with and without
respiratory support per hospital per day

. : P P P I ; W 3years (5%) [ 4years (2%) [ 5years (1%)
Nav Dec Jan Feb Mar Apr
2021 2022

Infection (2022) 50:1587-1590
https://doi.org/10.1007/515010-022-01889-6
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RSV-Hospitalisierungsraten in der EU

Schatzungen zur Inzidenz von Inzidenz der RSV-assoziierten ALRI
RSV-assoziierten ALRI* im Land (Region) (pro 1.000 Kinder pro Jahr)
Krankenhaus bei Kindern Alter <1 Jahr
unter 5 Jahren

Alter <2 Jahre Alter <5 Jahre

Spanien (Gipuzoka) 26 15 6

» globale Studien (passiv, Deutschland (Kiel) 16 9 5
krankenhausbasiert, stationar),

Deutschland

jéhrlicbe Inzidenzraten von RSV- (multizentrisch) 28 16 8

assoziierten ALRI* von 10-28/1.000

bei Kindern unter 1 Jahr in der EU UK (Shropshire) 28 16 8
Schweden (N. Stockholm) 14 8 4

* Die Inzidenzraten aus passiven
Studien konnten im Vergleich zu Osterreich (S. Austria) 12 7 4
aktiven Studien unterschatzt werden.

UK 28 16 8

Niederlande 10 6 3

*ALRI, acute lower respiratory infection
Nair HN, et al. The Lancet. 2010;375(9725):1545-1555.
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Optionen zur Prophylaxe fiir Sduglinge’

Sauglinge und Kinder

Frihgeborene und
Hochrisiko-
Neugeborene?

Termingeborene <1 Jahr

Prophylaxe Keine
Behandlung Ribavirin zur Inhalation® Ribavirin zur Inhalation®23
zugelassen

. zugelassen in Einzelfallen, nicht routineméRig empfohlen*

. ohne Angebot

aHochrisiko definiert als: Friihgeborene, die im Gestationsalter von < 35 Wochen geboren wurden, Kinder mit chronischer Lungenerkrankung und Kinder mit himodynamisch bedeutsamer
angeborener Herzerkrankung ; PZugelassen von FDA und von der EMA fiir einige EU Mitgliedsldnder zur Behandlung einer RSV Infektion, aber nicht zum routinemiBigen Einsatz und ohne
Empfehlung fiir den Einsatz bei allen Féllen; FDA, Food and Drug Administration.

1. Villafana T, et al. Expert Rev Vaccines. 2017;16(7):1-13. 2. https://www.ema.europa.eu/en/documents/scientific-quideline/quideline-clinical-evaluation-medicinal-products-indicated-prophylaxis-
treatment-respiratory en.pdf 3. AAP : https://pediatrics.aappublications.org/content/118/4/1774
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Table 1. Characteristics of the Participants at Baseline.*

Nirsevimab Placebo
Characteristic (N=994) (N=496)
no. of participants/total no. (%)
Age
<3.0 mo 577/994 (58.0) 285/496 (57.5)

>3.0t0<6.0 mo 317/994 (31.9)

100/994 (10.1)

162/496 (32.7)
>6.0 mo 497496 (9.9)

Gestational age

235 to <37 wk 132/993 (13.3) 76/495 (15.4)
=37 wk 861/993 (86.7) 419/495 (84.6)
Female sex 464/994 (46.8) 257/496 (51.8)
Weight
<Skg 403/992 (40.6) 192/496 (38.7)
=5 kg 589/992 (59.4) 304/496 (61.3)
Race or ethnic group}
American Indian or Alaska Native 57/991 (5.8) 26/496 (5.2)
Asian 36/991 (3.6) 18/496 (3.6)
Black 286/991 (28.9) 136/496 (27.4)
Native Hawaiian or other Pacific Islander 6/991 (0.6) 5/496 (1.0)
White 524/991 (52.9) 272/496 (54.8)
Other or multiple categories 82/991 (8.3) 39/496 (7.9)

Hemisphere of residence
Northern 686/994 (69.0)

308/994 (31.0)

342/496 (69.0)

Southern 154/496 (31.0)

Total
(N=1490)

862/1490 (57.9)
479/1490 (32.1)
149/1490 (10.0)

208/1488 (14.0)
128071488 (86.0)
721/1490 (48.4)

595/1488 (40.0)
893/1488 (60.0)

83/1487 (5.6)
54/1487 (3.6)
422/1487 (28.4)
11/1487 (0.7)
796/1487 (53.5)
121/1487 (8.1)

1028/1490 (69.0)
462/1490 (31.0)

* Data are for the intention-to-treat population.

Race or ethnic group was reported by the parents or guardians. Each category includes participants whose parents or
guardians selected only that category. “Other or multiple categories” includes participants whose parents or guardians

indicated a category other than those listed or for whom more than one category was checked.




NIRSEVIMAB FOR PREVENTION OF RSV IN INFANTS

Table 2. Medically Attended Lower Respiratory Tract Infections and Hospitalizations Associated with Respiratory
Syncytial Virus (RSV) through 150 Days after the Injection.™

Nirsevimab Placebo Efficacy
End Point and Analysis (N =994) (N =496) (9596 Cl)t P Value
no. (26)
Medically attended RSV-associated lower respira- 74.5 (49.6 to 87.1)
tory tract infection
Poisson regression with robust variance
Observed events 12 (1.2) 25(5-0)
Participants with imputation of data- 15 (1.5) 6 (1.2)
Hospitalization for RSV-associated lower respira- 62.1 (—8.6 to 86.8)
tory tract infection
Poisson regression with robust variance
Observed events 6 (0.6) 8 (1.6)
Observed events 12 (1.2) 25 (5.0
Participants with imputation of dataz 15 (1.5) 6 (1.2)
Hospitalization for RSV-associated lower respira- 62.1 (-8.6 to 86.8)
tory tract infection
Poisson regression with robust variance
Observed events 6 (0.6) 8 (1.6)
Participants with imputation of data¥ 15 (1.5) 6(1.2)

* Data are for the intention-to-treat population.

+ Efficacy was defined as the relative risk reduction (calculated as 1 minus the relative risk, where the relative risk was
estimated with the use of a Poisson regression model with robust variance) in the nirsevimab group as compared with
the placebo group and is expressed as a percentage.

i Data were imputed for participants who had no events and were not followed through 150 days after the injection.
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Table 3. Outcomes through 150 Days after the Injection.”

Cases Averted

per 1000 Infants Number Needed
Nirsevimab Placebo Efficacy Treated to Treat
Outcome (N=686) (N=342) (95% CI)f (95% Cl)i (95% CI)§
no. (%)
Medically attended RSV-associated 17 (2.5) 37 (10.8) 77.0 (59.8t0 86.8) [B3.4 (62.0 to 105.0) 12 (10 to 17)

lower respiratory tract infection
on any test resultq

Medically attended RSV-associated 15,(2.2) 33 (9.6) 77.2 (58.7t0 87.5) 4.7 (53.0t095.0) 14 (11 to 19)
lower respiratory tract infection
on central test resulty

Medically attended lower respiratory 60 (8.7) 62 (18.1) 51.5 (32.6t0 65.2) [@3.6 (63.0 to 124.0) 11 (9 to 16)
tract infection of any cause¥

Hospitalization for any respiratory ill- 9(1.3) 11 (3.2) 59.0 (2.1t0 82.9) 9.0 (5.5t0 32.0) 53 (32 to 182)
ness due to RSV on any test result

Hospitalization for any respiratory 7 (1.0) 9 (2.6) 61.1 (-3.7 to 85.4) 6.1 (4.5 to 28.0) 62 (36 to 223)
illness due to RSV on central test
result

Hospitalization for any respiratory ill- 16 (2.3) 14 (4.1) 42.8 (-15.8to 71.7) @7.7 (2.0to 33.0) 57 (31 to 500)

ness of any cause

* Data are for participants in the northern hemisphere in the intention-to-treat population. Any test result refers to either the central reference
test for the trial or a local test performed in the context of clinical care. Any respiratory illness included both upper and lower respiratory
tract infections.

T Efficacy was defined as the relative risk reduction (calculated as 1 minus the relative risk, where the relative risk was estimated with the use
of a Poisson regression model) in the nirsevimab group as compared with the placebo group and is expressed as a percentage. The efficacy
and 95% confidence intervals were estimated on the basis of Poisson regression with robust variance with the use of only the term of trial-
group assignment.

1 The number of cases averted was calculated as the difference in the estimated number of cases between nirsevimab and placebo and ex-
pressed per 1000 infants treated. The 95% confidence intervals were estimated with the use of bootstrapping, with the 2.5 and 97.5 per-
centiles of 1000 replicates obtained by sampling participants, and were not adjusted for multiplicity.

§ The number needed to treat to avert one case of RSV-associated lower respiratory tract infection was calculated as the reciprocal of the dif-
ference in risk between the nirsevimab group and the placebo group.

9§ Included are medically attended lower respiratory tract infections, regardless of whether they met the criteria for the definition used for the
primary end point.
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Nirsevimab: A Development Program Conducted Across All Infants 'rms

Term and Preterm Healthy Infants 29+ wGA

Infants El
Palivizumab

Similar Study Design Across Complementary Populations

= 1 - = i 3
PHASE 3 Pivotal' ;o PHASE 2b POC/Pivotal? PHASE 2/3 Pivotal® . ..,
(N ~ 3000) - (N ~ 1500) (N ~ 1500)
« Infants =35 wGA - Infants 29-<35 wGA - Preterm Infants <35 wGA
STUDY - Not eligible to receive - Not eligible to receive Infants with CLD/CHD
POPULATION palivizumab (AAP or other palivizumab (AAP or other - Eligible to receive palivizumab
national/local guidelines) national/local guidelines) (AAP or other national/local

guidelines)

COMPARATOR 2:1 Nirsevimab: Placebo 2:1 Nirsevimab: Placebo 2:1 Nirsevimab: Palivizumab
+ Infants =235 wGA « Infants 29-<35 wGA . Preterm Infants <35 wGA
STUDY + Not eligible to receive + Not eligible to receive Infants with CLD/CHD
POPULATION palivizumab (AAP or other  palivizumab (AAP or other + Eligible to receive palivizumab
national/local guidelines) national/local guidelines) (AAP or other national/local
guidelines)
o] 1TV 7.N1e: 8 2:1 Nirsevimab: Placebo 2:1 Nirsevimab: Placebo 2:1 Nirsevimab: Palivizumab

Safety and PK

Efficacy, Safety and PK (Efficacy via PK)

fi A PK, pharmacokinetics.
1 Hammitt LL,et al N Engl 1 Med. 2022 Mar 3;386(9):837-846. 2. Griffin MP, et al. N Engl J Med. 2020 Jul 30;383(5):415-425. 3. Domachowske Joseph et al. N Engl 1
sano straZeneca Med 2022 Mar 386:9, 893-894. ' ' ' 3

Nirsevimab for the prevention of RSV in all infants — CDC https://www.cdc.gov> 02-rsv-mat-ped-felter-508, PDF
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Impact of COVID-19 Pandemic on the Phase 3 MELODY Trial

2019

2020
Covid-19
Pandemic
declared

2021 2022

MLCLODY Primary
Analysis

| Fhc .

MELODY All Subjccts Analysis
C >}

MELODY
Enrollment (N=1

FDA consultation MELODY enrollment

for MELODY*

Study enrollment and location
- Enrollment began 23 July 2019

- 150 sites (20 countries) in the
Northern Hemisphere enrolled 1028
subjects in 2019 and experienced a typical
RSV season

- 10 sites (in South Africa) in the

resumed

Situation and mitigation
- Onset of the COVID-19 pandemic in March 2020 led to several
operational challenges leading to a pause in enrollment for MELODY
- No RSV cases occurred during the typical 2020 Southern
Hemisphere

- After consultation with FD A, decision was made to analyze the
primary endpoint after first 1490 enrolled (Primary).

iSno;;l;ﬁ,rgcl‘ﬂzeomisphere enrolled 462 subjects - Study enrollment resumed in 2021.
sanofi Astrazeneca Rl Ty i S a

Impact of COVID-19 Pandemic on the Phase 3 MELODY Trial

2020
Cowvid-19
Pandemlic
declared

2019

2021 2022

MELODY Primary

MELODY All Subjects Analysis
N 2)

| She >

Y (Prima
Enroliment (N=1490)

1)

1IELODY
Enrollment (N=1522)

FDA consultation MELODY enroliment

for MELODY*

Study enrcollment and location
= Enrollment began 23 July 2019

- 150 sites (20 countries) in the
Northerm Hemisphere enrolled 1028
subjects in 2019 and experienced a typical
RSV season

- 10 sites (in South Africa) in the

resumed

Situation and mitigation
- Onset of the COVID-19 pandemic in March 2020 led to several
operational challenges leading to a pause in enrollment for MELODY
— No RSV cases occurred during the typical 2020 Southern
Hemisphere

- After consultation with FDA, decision was made to analyze the
primary endpoint after first 1490 enrolled (Primary).

ﬁjo;;i;ﬁ’rgcl'ﬂzeolﬂisphere enrolled 462 subjects - Study enrollment resumed in 2021.
sanofi Astrazeneca e ok SO AR 4

Nirsevimab for the prevention of RSV in all infants — CDC https://www.cdc.gov > 02-rsv-mat-ped-felter-508, PDF
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Nirsevimab for the prevention of RSV in all infants — CDC https://www.cdc.gov» 02-rsv-mat-ped-felter-508, PDF

Mnrrns

WMICLWULY AIldl DUDJECTLS — CITICAaCy unrougrn wviodl I
P h Placebo Nirsevimab
(N=1003) (N=2009)
Definition

95%0 CI

MA RSV LRTI 54 5.4 24 al 2 76.9 62.3-85.2

MA RSV LRTI
with 20 2.0 =} 0.4 76.8 49.4-89.4
hospitalization

MA RSV LRTI 54 5.4 24 1.2 76.4 62.3-85.2
MA RSV LRTI
with 20 2.0 9 0.4 76.8 49.4-89.4
hospitalization
e 17 17 7 0.3 78.6 48.8-91.0
(very severe)
So n o fl AStrazeneca LRTI, lower respiratory tract infection; MA, medically attended; RSV, respiratory syncytial virus 38

Very severe = hospitalization + requirement for supplemental oxygen and/or intravenous fluids
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Nirsevimab for the prevention of RSV in all infants — CDC https://www.cdc.gov» 02-rsv-mat-ped-felter-508, PDF p—

MELODY subjects N=3012
Ph 2b recommended dose subjects N=860

Placebo Nirsevimab Efficac
(N=1293) (N=2579) Y

“Yo Yo 95% 0 CIL

Efficacy through D151

Definition

MA RSV LRTI 80 6.2 31 1.2 79.0 68.5-86.1

MA RSW LRTI
with 33 2.6 == 0.5 80.6 62 .3-90.1
hospitalization

MA RSV LRTI

28 =22 7 0.3 86.2 68.1-94.0
(very sewvere)

M LRTI, lower respiratory tract infection; MA. medically attended: RSV, respiratory syncytial virus
sanofi Astrazeneca bbbl sbef ke Bt e St kot Lttt L A e ik e

Pooled MELODY AIll Subjects AND Phase 2b Recommended Dose

MELODY subjects N=3012
Ph 2b recommended dose subjects N=860

Placebo Nirsevimab Efficac
(N=1293) (N=2579) bd

“Yo Yo 95 % CIL

Efficacy through D151

Definition

MA RSV LRTI 80 6.2 31 e 79.0 68.5-86.1

MA RSV LRTI
with 33 2.6 1= 0.5 80.6 62.3-90.1
hospitalization

MA RSV LRTI

28 2.2 7 0.3 86.2 68.1-94._0
(very severe)

<=anofi Astraz LIt11, lower respiratory tract InTecton; MA, Medically SHENaed: SV, FESpIFAtony SYncytal virus
- sStraLeneca Very severe — hospitalization + requirement for supplemental Oxygen and/or Intravenous fuids



The N EW ENGLAN D Table 2. Medically Attended Lower Respiratory Tract Infection and Hospitalization Associated with Respiratory Syncytial
JOURNAL of MEDICIN E Virus (RSV) through 150 Days after Dose.*
For=masmozo s —
B - N S . . - Nirsevimab Placebo
Single-Dose Nirsevimab for Prevention of RSV in Preterm Infants End Poiiits and Analyses (N=969) (N=484) (95% CI) P Value
number (percent) 2%
Medically attended RSV-associated lower respiratory tract
The N EW ENGLAN D e plratory
JORIN AL of EDICINE Poisson regression with robust variance 70.1 <=0.001
I = (52.3-81.2)
Single-Dose Nirsevimab for Prevention of RSV in Preterm Infants Observed events 25 (2.6) 46 (9.5)
: Participants with imputation of data 24 (2.5) 11 (2.3)
Table 1. Characteristics of the Participants at Baseline.* Cochran—Mantel-Haenszel test: observed events 25 (2.6) 46 (9.5) e 753893 5 <0.001
Nirsevimab Placebo Hospitalization for RSV-associated lower respiratory tract
Variable (N=969) (N=484) infection
Hemisphere — no. (%) Poisson regression with robust variance 78.4 <0.001
Northern 659 (68) 329 (68) (51.9-90.3)
Southern 310 (32) 155 (32) Observed events 8 (0.8) 20 (4.1)
Age Participants with imputation of dataf 24 (2.5) 11 (2.3)
Mean — mo 3.20£2.22 3.2842.31 o o (56.5-83.1)
Distribution — no. (%)
3 mo 516(53.3) 257 (53.0) Hospitalization for RSV-associated lower respiratory tract
>3 to =6 mo 320 (33.0) 153 (31.6) infection
=6 mo 133 (13.7) 74 (15.3) ) . . .
Easiif Poisson regression with robust variance 78.4 <0.001
estational age
Mean — wk 327:14 327:15 (51.9-90.3)
Pistebition—no. (%) Observed events 8 (0.83) 20 (4.1)
=290 =32 wk 363 (37.5) 185 (38.2)
>32wk 606 (625) 299 (51.8) Participants with imputation of datay 24 (2.5) 10%2:3)
Female sex— no. () 468 (48.3) 224 (463) h | | b 4
Weight— kg o s o Cochran—Mantel-Haenszel test: observed events 8 (0.8) 20 (4.1) 80.0 <0.001
Race or ethnic group — no.ftotal no. (%) (550—91 l)
American Indian or Alaska Native 0 17484 (0.2)
Asian 5/968(0.5)  10/484 (2.1) * Data are for the intention-to-treat population. The case definition for inclusion of the lower respiratory tract infection in
Black 189/968 (19.5) 67484 (13.8) the analysis of the end point required a positive result for RSV in a real-time, reverse-transcriptase—polymerase-chain-
PELRE syl or bthe e B/968 (0.8)  3/434 (0.6) reaction assay performed at a central laboratory, a physical examination finding indicating involvement of the lower
White 693/968 (71.6) 355/434 (73.3) _respiratory tract, aéﬂc; at |ea§t>one |nd|ﬁatﬁr§f clinical seve;lty‘ Cl den?tﬁs cogﬂdhence;]ntersz s . ;
il G e i Data were imputed for participants who had no events and were not followed throug 150 days after administration o
Multiple categories 12/968 (12) 5484 (10) the dose of nirsevimab or placebo.
Sibling enrolled in trial — no. (%) 336 (34.7) 172 (35.5)

# Plus—minus values are means +SD. Data are for the intention-to-treat popula-
tion. Percentages may not total 100 hecause of rounding

7 Race and ethnic group were reported by the participants’ parents or guardians.
Race or ethnic group was not reported by one participant in the nirsevimab
group.,




A Time to First Medically Attended RSV Lower Respiratory Tract Infection
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s 576 7 ~—t##7 Nirsevimab
E : 0.96
e 0.94-
o
o 0.50-
[ 0.92+
_g 0404 0.90 Placebo
‘é 0.304 Hazard ratio for RSV LRTI, 0.26 (95% Cl, 0.16-0.43)
g 0.88]
y 0.204
= 00— 77T T T T T 1
0.104 0 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150
0.00 T T T T T T T T T T T T T T 1
0 10 20 30 40 50 60 70 30 90 100 110 120 130 140 150
Days
No. at Risk
Nirsevimab 969 962 960 959 955 952 950 950 946 943 937 932 931 929 925 920
Placebo 484 480 477 472 469 464 462 458 451 443 444 443 436 432 429 427

B Time to First Hospitalization for RSV Lower Respiratory Tract Infection

1.00
0.904 1.00 e g
= S A At ~———st s s p#s Nirsevimab
& 19301 0.98
£ 0704
‘§_ 0.96+ / Placebo
2 %69 0.94
- -
5} 1030 0.92-
£ 0.40
2 0.90+
§_ 0.30 o Hazard ratio for hospitalization for RSV LRTI, 0.19 (95% Cl, 0.08-0.44)
£ 0.204 !
0.04———7—————77 7T T T T T 1
0.104 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150
0.00 T T T T T T T T T T T T T T 1
0 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150
Days
No. at Risk
Nirsevimab 969 964 962 962 961 959 958 958 955 953 948 946 945 943 942 937
Placebo 484 480 478 475 473 472 470 468 463 462 460 459 457 456 454 452

Figure 1. Lower Respiratory Tract Infections (LRTIs) and Hospitalizations Associated with Respiratory Syncytial Virus
(RSV).

Kaplan—Meier curves from a time-to-event analysis show estimates of the proportion of participants who were free
from a medically attended RSV-associated LRTI (Panel A) and the proportion who were not hospitalized for that in-
fection (Panel B). The hazard ratio was obtained from a stratified proportional-hazards model with two stratifica-
tion factors (age at time of random assignment and northern or southern hemisphere). In each panel, the inset
shows the same data on an enlarged y axis. Tick marks indicate censored data.




klinilkcirm M

Placebo group Nirsevimab Relative risk p value
(n=786) group (n=1564)  reduction (95% ClI)
Medically attended RSV LRTI* 51 (6%) 19 (1%) 79:5% (65-9-87-7) <0-0001
Hospital admission for 21 (3%) 9 (1%) 77-3% (50-3-89-7) 0-0002
medically attended RSV LRTIT
Very severe RSV LRTI# 18 (2%) 5(<1%) 86-0% (62-5-94-8) <0-0001
Medically attended LRTIof any 149 (19%) 191 (12%) 35-4% (21.5-46-9) <0-0001
cause§
Hospital admission for 51 (6%) 57 (4%) 43-8% (18-8-61-1) 0-0022
respiratory illness of any
causei§
IEfﬁCBCY of nirsevimab HQ:iHSt respiratory syncyc’;ial virus @ ® '95% Cl) and p values were estimated on the basis of Poisson regression with robust variance
ower respiratory tract infections in preterm and term = ; A : _ : iy s 5 :
infants, and pharmacokinetic extrapolation to infants with 1s. LRTI=lower respiratory tract infection. RSV=respiratory syncytial virus. *The model included
congenital heart disease and chronic lung disease: a pooled jroup, and stratification factors (age at randomisation and hemisphere) as covariates obtained
analysis of randomised controlled trials  after missing data imputation. tThe model included study and treatment group as covariates
o ”Vw;l‘:/"h::f - ﬂ’A ined from PROC MIANALYZE after missing data imputation. $The model included treatment as
Sumimr ll medically attended LRTls according to the investigator’s judgement, regardless of whether

(tmm otected he th
tract infection (LRT1). In th EDLEY phase 2- }mal
ab shawed a similar safely profile to that of palivi

analysis was to assess the efficacy of nirsevimab using a weight-banded dosing reglmen i fats born beween

016/
1003212

" teria for the definition of medically attended LRTI (appendix p 4).

Table 2: Efﬁcacy of nirsevimab weight-band dose on different case definitions of medically attended LRTI
to 150 days post-dose (intention-to-treat population)
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8.5 Zusammenfassung

* RSV ist sehr haufige Ursache von tiefen Atemwegsinfektionen (LTRI) bei Sauglingen

* Erhebliche Morbiditat (und Mortalitat), kurz- und langfristige Komplikationen

* Mehrheit der wegen RSV hospitalisierten Sauglinge sind gesunde Sauglinge

* Keine kausale Therapie verfugbar

* These: Notwendigkeit, alle Sauglinge vor RSV zu schitzen

* Passive und aktive Immunisierungsstrategien verfugbar bzw. in Entwicklung

* Konzept: Maternale Immunisierung

* Zu Beginn RSV-Saison: Monoklonale Antikorper nach der Geburt (These: fur alle)

* Immunisierung des Kindes im hoheren Lebensalter
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