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Justification

RSV is a highly infectious
disease with a significant
burden, particularly
affecting infants (mostly <1
m.o.) 1]

i 9
WHO advocates for a Why this study:

comprehensive prevention 1. High RSV burden on

strategy due to previous neonates and infants

unsuccessful attempts [6-10] :
P . No effective

treatment or
prevention

. New measure being

MCDA evaluates launched. More to
alternatives using multiple come

A specific evaluation

framework is needed to
transparency and 355655 preventive framework for RSV;

: con5|§tency. it > DEITE alternatives in RSV (ii) assessment of
increasingly used in health nirsevimab
decision-making [11-15]

criteria, providing . Needs: (i) specific

RSV: respiratory syncytial virus. MCDA: multi-criteria decision analysis 6]
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Objectives

1. To develop a novel MCDA framework for RSV
preventive alternatives

2. To assess the value of nirsevimab vs. placebo as

a systematic immunization approach to prevent
RSV in neonates and infants during their first RSV
season in Spain

=> |n addition, a comparison was made between nirsevimab and palivizumab

INTRODUCTION

[8]
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METHODOLOGY
Study design
Meeting 1
Constituti £ th First literature review Training in MCDA
onstitution of the b
multidisciplinary | Pre-read document on - sY Assignation of weights
committee of experts RSV, MCDA and the Definition of the ad
framework hoc framework

v

Second literature
review

Analysis of the resul . .
alysis o t. e results Debate and integration
and calculation of the .
\ ) of ideas
final estimated value

Evidence summary: || Assignation of scores ——
disease and

alternatives

v

Meeting 2

Re-test —>|  Sensitivity analysis |——>| Report of the results

[11]
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METHODOLOGY

Final framework: adapted Vaccinex 2o

Domain 1: Severity of disease

Domain 7: Safety

1 Severity of symptoms Absolute 14 Serious adverse events Relative
2 Lethality risk Absolute 15 Mild adverse events Relative
3 Comorbidity risk Absolute Domain 8: Quality of evidence
Domain 2: Burden of disease 16 Certainty about the efficacy of the preventive measure Absolute
4 Incidence of RSV cases Absolute Domain 9: Impact on quality of life
5 Incidence on the outpatient setting Absolute 17 Impact on the population of children Absolute
6 Incidence on the inpatient setting Absolute 18 Impact on the population over 65 years of age Absolute
7 Time of duration of acute symptoms Absolute 19 Impact on caregivers Absolute
Domain 3: Prevention or Treatment Alternatives Domain 10: Acquisition cost
8 Prevention alternatives Absolute 20 Monetary cost of the preventive measure Relative
9 Availability of treatment Absolute Domain 11: Impact on other costs
Domain 4: Size of population 21 Cost of the disease on the health system (excludes acquisition Relative
10 Population in which the prevention strategy would be Relative cost)
indicated 22 Productivity cost: absenteeism Relative
Domain 5: Efficacy 23 Cost of the disease on the patient (out-of-pocket expenses) Relative
11 Efficacy of the preventive measure Relative Domain 12: Social benefits
Domain 6: Population protection 24 Impact on health inequity Relative
12 Group immunity (collective protection) Absolute 25 Public health awareness (including antibiotic resistance) Relative
13 Transmissibility Absolute 26 Innovation stimulus Absolute
Absolute: criteria which to not compare the alternatives (scores range on a scale from 0 to 5).
Relative: criteria which to compare nirsevimab vs. placebo and vs. palivizumab (scales range from -5 to 5)
[12]
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Weights

=1

Efficacy of the preventive measure = B-4.6 |
Severity of symptoms I 4.4
Incidence on the inpatient setting = 4.4 |
Lethality risk = 4.2
Serious adverse events = 42
Monetary cost of the preventive measure = 4.2
Incidence on the outpatient setting = 4.1
Impact on the population of children = 4.1
Incidence of respiratory syncytial virus cases : 4.0 =
Availability of treatment = 4.0 =
Transmissibility : m-4.0 =
Certainty about the efficacy of the preventive measure : 4.0 =
Comorbidity risk —-3.94
Cost of the disease on the health system (excludes acquisition cost) = -39 |
Population in which the prevention strategy would be indicated [ B-3.7 !
Prevention alternatives = m-3.7 |
Time of duration of acute symptoms [ B-3.6
Impact on the population over 65 years of age = B-3.6
Group immunity {(collective protection) = B33
Impact on health inequity = B33
Mild adverse events = 3.1
Cost of the disease on the patient (out-of-pocket expenses) 2.7
Public health awareness (including antibiotic resistance) [ m-2.7 =
Impact on caregivers [ 2.6 |
Productivity cost: absenteeism [ 2.6 =
Innovation stimulus [ 2.3 =

1

Relative importance
of each criterion
when evaluating any
preventive measure
in RSV.

@
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[15]
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Absolute scores Min  Max  Med  Weight
Availability of treatment [ [ }4.4— 3 5 5 4.2%
Prevention alternatives [ [}4.2 3 5 4 3.9%
Impact on the population of children C {}4.2 3 5 5 4.3%
Incidence on the outpatient setting C [F4.1 | 3 5 4 4.3%
Incidence of respiratory syncytial virus cases [ [ H4.0 3 5 4 4.2%
Certainty about the efficacy of the preventive measure —{ 3.9 3 4 4 4.2%
Transmissibility [ [ }3.7 2 5 4 4.2%
Comorbidity risk [ [}3.6 : 2 5 4 4.1%
Impact on caregivers C {}3.6 2 5 4 2.7%
Innovation stimulus [ {}3.6 1 5 4 2.5%
Incidence on the inpatient setting b [}3.3 1 5 4 4.7%
Severity of symptoms C [}3.0 1 5 3 4.7%
Time of duration of acute symptoms I 27— 2 5 2 3.7%
Impact on the population over 65 years of age C {}2.6 1 5 3 3.7%
Lethality risk C {}2.1 1 4 2 4.4%
Group immunity (collective protection) —_] M1— 0 3 1 3.5%

= RSV is a disease with no effective alternative treatment and with a prevention alternative which is very limited

= Children infected by RSV are at high risk of developing comorbidities in the short, medium, and long term

= The incidence of RSV is very high

= This translates into a very high burden of disease, unnecessary consumption of antibiotics and healthcare resources, as
reflected by its outpatient and inpatient incidence

= |t is a highly transmissible pathology, with a high impact on the population of children, specially in the most vulnerable
below 12 months of age

[16]
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Relative scores: nirsevimab vs. placebo (no intervention)

vs placebo Weight
Efficacy of the preventive measure 4.3 4.8%
Population in which the prevention strategy would be indicated —-4.2 3.9%
Cost of the disease on the health system (excludes acquisition cost) —-3.3 4.1%
Impact on health inequity —-2.8 3.5%
Productivity cost: absenteeism —-2.6 2.7%
Public health awareness (including antibiotic resistance) —-2.3 2.8%
Cost of the disease on the patient (out-of-pocket expenses) —-1.8 2.8%
Serious adverse events W -0.1 4.4%
Mild adverse events —--0.7 3.3%
Monetary cost of the preventive measure 3.7 4.4%

Nirsevimab was considered by the MCE as a preventive measure with:

= (Clinical benefits: much more effective than placebo, remarkably robust safety profile, and indicated for neonates and
infants during their first RSV season

= Economic benefits: savings in other health system costs, such as hospitalizations, outpatient consultations, or
emergency room care.

= Social benefits: using nirsevimab would increase public health awareness and reduce health inequity

[17]
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RESULTS

Final estimated value: nirsevimab vs. placebo

Nirsevimab vs. placebo

Min Max
Efficacy of the preventive measure ——0.042 003 0.05 Final value: 0.56 + 0.11
Availability of treatment ——0.037— 0.01 0.06
Impact on the population of children ——0.037 0.02 0.05 This value is higher when
. Inciden.ce on the out.pati:.ant setting ———"0.036 0.01  0.05 compared to several other
o . Incidence of r:.asplratory syncytial V|r.us .cases ———0.034 002 0.05 MCDA focused on the value of
Population in which the prevention strategy would be indicated ———0.033— 0.00 0.05 . . (21-27]
Certainty about the efficacy of the preventive measure ——0.033 002 0.05 innovative drugs .
Prevention alte.rna.tl\lnlas ——0.032 0.02 0.05 Criteria with the highest
Transmissibility ——0.032- 0.01 0.05 ibuti he final
Incidence on the inpatient setting ——0.031— 001 006 contribution to the Tina
Cost of the disease on the health system (excludes acquisition cost) ———0.029— 0.00 005 estimated value were:
Comorbidity risk ——0.029 002 0.04 = Effi fth ti
Severity of symptoms ———-0.028 0.01 0.04 ez il @) S plediEe
Impact on health inequity ——0.021— 0.00 0.04 measure (7.5% of total value)
Time of duration of acute symptoms ————0.020 0.01 0.04 T
Lethality risk ———0.020— 000 0.04 " Availability of treatment
Impact on caregivers ———-0.020 0.01 0.04 (6.7%)
Impact on the population over 65 years of age ———0.019 0.01 0.04 - .
Innovation stimulus ———0.019- 0.00  0.03 Impact on thf population of
Productivity cost: absenteeism ——0.014 0.00 0.02 children (6.5%)
Public health awareness (including antibiotic resistance) ——0.013 0.00 0.02 = . .
Cost of the disease on the patient (out-of-pocket expenses) ——0.009 0.00 0.02 InCI(.jence O:l the SRS
Group immunity (collective protection) +——0.008 0.00 0.03 setting (6'54)
Serious adverse events -0.001-— -0.01  0.00 = Incidence of RSV cases (6.1%)
Mild adverse events -0.004—— -0.02  0.00 i
Monetary cost of the preventive measure —-0.032——— -0.05 0.00
Absolute criteria Relative criteria

[18]
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DISCUSSION

Discussion

Implications

Preventive
measures have
unique
characteristics
Broader criteria
needed for
evaluation

Previous studies

on vaccine
evaluation are
not comparable

Nirsevimab found
valuable in
preventing RSV

Strengths

e First MCDA with

ad hoc
framework for
assessing
preventive
measures in RSV

Clear explanation
of MCDA

methodology

Retest conducted
for result
consistency
Thorough review
of available
information

Limitations

Experts may not
represent all
opinions
Subjectivity exists
in MCDA process
Cognitive
complexity with 26
criteria

Comprehensive
narrative review
conducted instead
of systematic

Evidence matrix
based on publicly
available
information

[21]
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Key messages

Several unmet
needs found in
RSV prevention

in Spain

v high RSV incidence and
transmissibility

v" high RSV burden
v’ no effective treatment

v’ limited prevention
alternatives

A novel MCDA
framework for
RSV

which brings transparency,
consistency and could
support more efficient

healthcare decision-making

J

CONCLUSIONS E

Nirsevimab
adds positive
value to RSV

prevention in
Spain

with clinical, economic and
social benefits:

v" robust efficacy
v’ solid safety profile

v’ savings for the health
system

[23]



VACUNACION BRONQUIOLITIS

Cataluna, al igual que Galicia, vacunara a los bebés
contra la bronquiolitis

» Barcelona, 17 mar (EFE).- Cataluiia tiene previsto inocular a los bebés el nuevo tratamiento contra el virus
respiratorio sincitial (VRS), causante de la bronquiolitis, al igual que Galicia, que lo anuncioé también el pasado
miércoles.

AGENCIAS

17/03/2023 17:25
SALUD VACUNAS
Espana estudia recomendaciones sobre el
farmaco que inmunizara contra el virus sincitial

» Madrid, 9 may (EFE).- La Comision de Salud Publica ha celebrado este martes una reunion técnica sobre el
farmaco nirsevimab, el primer y de momento 1inico medicamento que inmunizard a recién nacidos y lactantes
frente al virus respiratorio sincitial (VRS), causante de la bronquiolitis, en la que apunta a seguir estudiando
sus recomendaciones de uso.

AGENCIAS

DO0&'2023 20:35

SALUD VACUNAS

La Comision de Precios propone
financiar el farmaco contra el virus
sincitial en bebes

La Comision Interministerial de Precios de los Medicamentos (CIPM) ha propuesto la
financiacion parcial o total de nirsevimab, el primer y de momento Unico medicamento que
inmunizara a recién nacidos y lactantes frente al virus respiratorio sincitial (VRS), causante

de la bronquiolitis.

- an
i munizacio
enel calendanio de inm

onoclon
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