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VRBPAC — Vaccines and Related Biologic Products Advisory Committee

ACIP — Advisory Committee on Immunization Practices
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ACIP February 2023 Topics

* Mpox Vaccine « RSV Vaccines — Adult
* Influenza Vaccine « Chikungunya Vaccine
* Pneumococcal Vaccines « Dengue Vaccines

Meningococcal Vaccines « Varicella

Polio Vaccine + COVID-19 Vaccines

RSV Vaccines -
Pediatric/Maternal
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ACIP - Mpox Vaccine

>30,000 cases of mpox in the U.S. since May 2022

Low numbers continuing

Predominantly among men (gay, bisexual, and men who have sex with men)
2 vaccines available

+ Jynneos received an FDA EUA for pre- or post-exposure prophylaxis in children and intradermal
administration in adults

« ACAM2000 not being utilized in this outbreak
Nearly 1.2 million doses of Jynneos administered during this outbreak
Apparent equity issues
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ACIP - Mpox Vaccine

No previous ACIP recommendation for Jynneos usage during outbreaks
Efficacy data reviewed: 66%-83% after 2 doses regardless of route
Safety data reviewed: no new concerns (myocarditis and pericarditis post-vaccination
rates similar to general population)
ACIP vote: recommend 2-dose Jynneos series (28 day separation) in people 18 and older
at risk of mpox during an outbreak as defined by public health authorities

* Subcutaneous administration recommended unless supply dictates intradermal administration

« Utilization in individuals <18 years will be addressed at the June 2023 meeting

* A more long-term strategy for Jynneos will be reviewed at the October 2023 meeting
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ACIP - Mpox Vaccine

Vaccine effectiveness of JYNNEOS against mpox ranges from 66%-
83% for full vaccination and 36%-86% for partial vaccination
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ACIP - Influenza Vaccine

« Early peak in U.S,, late November/early December 2022

* Vast majority of cases have been Influenza A(H3N2) subtype

* Estimated 25 million illnesses, 280,000 hospitalizations, and 18,000
deaths

« Collected viruses susceptible to available antivirals \3 o
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ACIP - Influenza Vaccine

» Numerous studies of 2022-23 season vaccine efficacy, including
NVSN, IVY, VISION Network, and Marshfield Clinic Research Institute

* Overall vaccine efficacy for 2022-23 season 49%

« Conveys significant protection in from hospitalization and in high-risk

groups
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ACIP - Influenza Vaccine

Network — Population & Infection Severity Efficacy
NVSN - Pediatric hospitalizations 68%
NVSN - Pediatric emergency department visits 42%
IVY — Adult hospitalizations 43%
VISION — Adult hospitalization: 39%
VISION - Adult y department/Urgent care visits 44%
Marshfield — Medically attended infl Ain children and 54%
working aged adults
Marshfield — Symp ic infl A'in children 71%
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ACIP - Pneumococcal Vaccines

Current recommendations:
« PCV13 - children
* PCV15 — children and adults
« PCV20 - adults and under FDA review for children with potential licensure as early as
April 2023

* PPSV23 - some children based on their risks and adults with high-risk conditions
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ACIP - Pneumococcal Vaccines

€DC recommends pneumococcal vaccines for people at
increased risk

Child
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ACIP - Pneumococcal Vaccines

PCV20
« No anticipated impact to adult recommendations
« Reviewed possible schedules for children under 2 years — 4 doses vs. 3 doses of PCV13

« Discussed possibility of recommending PCV20 in place of PPSV23 in older children with

underlying health conditions
«+ 20 is more than 13 or 15, so...?

« ACIP vote on recommendations anticipated after product licensure, likely in June 2023
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ACIP - Meningococcal Vaccines

* Decreased cases during pandemic, but numbers doubled in 2022
« 27 cases since 2019 of penicillin and ciprofloxacin resistant serogroup Y
* Serogroup B dominant in adolescents

* Currently MenACWY and MenB approved
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ACIP - Meningococcal Vaccines

* Pfizer MenABCWY pentavalent vaccine Phase 3 trial
* 2 dose series 6-12 months apart with a booster dose 4 years later

» ACIP Work Group considered the pentavalent vaccine noninferior to

MenACWY + MenB, but some information lacking

+ ACIP will continue to review at the June 2023 meeting and likely vote on

any recommendations at the October 2023 meeting
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ACIP - Polio Vaccine

« Discussion surrounding possibility of an updated recommendation for using IPV
in adults

* Primary series or booster dose

« Immunocompromised adults

« Unvaccinated/incompletely vaccinated adults

* No anticipated impact to child recommendations

« Further discussion and possible vote at June 2023 meeting
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ACIP - Pediatric/Maternal RSV Vaccines

* United States season typically November-
March

* Infects 97% of children by age 2

* Leading cause of hospitalizations in infants
in the U.S.

* Pre-exposure prophylaxis available, but only
2% of infants meet palizivumab (Synagis®)
indications

* No vaccine currently available for RSV

DKOTCE | s  Homon s
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ACIP - Pediatric/Maternal RSV Vaccines

« Nirsevimab — monoclonal antibody in joint development from Sanofi and
AstraZeneca

* Potential recommendations:

« All children born during RSV season

« Children <8 months old during RSV season

« High risk children during second RSV season

+ FDA has third quarter 2023 as target action date for their decision

+ Unknown if it will be included in the Vaccines For Children Program

DKOTEY | s Hemon s
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ACIP - Pediatric/Maternal RSV Vaccines

Nirsevimab —a monoclonal antibody in joint development from Sanofi and AstraZeneca

For the prevention of RSV lower respiratory tract disease in newborns and infants entering or
during their first RSV season and for children up to 24 months who remain vulnerable to severe
RSV disease through their second RSV season

79% efficacy against medically attended LRTI due to RSV, 80.6% efficacy against hospitalization,
and 90% efficacy against ICU admission

FDA has third quarter 2023 as target action date for their decision

Cost, access, and administrative questions
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ACIP - Pediatric/Maternal RSV Vaccines

Pfizer bivalent RSV Prefusion (RSVpreF) vaccine product being studied for administration during

pregnancy

One dose at 24-36 weeks gestation to provide passive immunity to infants against LRTI and

severe LRTI caused by RSV

Phase 3 findings suggest a favorable safety profile and 82% efficacy against severe RSV up to 3

months of age and 69% at 6 months

If licensed by the FDA, ACIP vote anticipated at October 2023 meeting
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ACIP — Adult RSV Vaccines

* Each year in the US. RSV Cardiovascular Hospitalizations in Older Adults
leads to 177,000
hospitalizations and
14,000 deaths

among adults 65

RSV is an important cause of cardiorespiratory hospitalizations in long-stay* residents of LTCFs.

"

years and older.
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ACIP - Adult RSV Vaccines

Pfizer (bivalent RSVpreF) and GSK (adjuvanted RSVpreF3) each have a RSV vaccine in
development for older adults

In trials, both have shown efficacy against lower respiratory tract infections
» GSK: 82.5% efficacy against RSV Lower Respiratory Tract Disease and 87.5% against medically attended RSV
Lower Respiratory Tract Disease
« Pfizer: 85.7% efficacy against RSV Lower Respiratory Tract Iliness and 80.00% against medically attended RSV
Lower Respiratory Tract lliness

Safety: concerns about adverse events with both products, particularly Guillain-barre syndrome

Trials were conducted in adults 60 years and up, ACIP Work Group considering 65 years and up

More data needed and products will be discussed at future meetings .
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ACIP - Travel Vaccines — Chikungunya Virus

Chikungunya — virus spread via mosquito bite
« Symptoms can be prolonged
» Outbreaks occur in many places around the world

* Death rare

* Vaccine from Valneva may be licensed by FDA in August 2023
» ACIP vote likely at February 2024 meeting
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ACIP - Travel Vaccines — Dengue Virus

Dengue — virus spread via mosquito bite

* Symptoms can be prolonged symptoms

Outbreaks occur in many places around the world V

About 1in 20 people progress to severe dengue

A vaccine is approved for children 9-16 years with laboratory-confirmed prior dengue infection
who live in places where dengue is common

New vaccine from Takeda being reviewed by FDA, possible long term protection for both naive
and previously infected individuals

ACIP will continue review at the June 2023 meeting and vote at the October 2023 meeting
DKOHCE | s  emon s
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ACIP — 25 years of Varicella Vaccine

Varicella vaccine over the last 25 years:
* Has prevented up to 91 million
cases of chickenpox
« Has prevented 238,000
hospitalizations for chickenpox
* Has prevented up to 2,446 deaths

« Societal cost savings of more than
$23 billion
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ACIP — COVID-19 Vaccines

Efficacy

« Continue to be highly effective with regards to serious outcomes

* Hospitalization rate in unvaccinated adults 16 times that of adults

receiving a bivalent mRNA booster

* Hospitalization rate in vaccinated adults without a bivalent booster 2.6

times that of adults receiving a bivalent booster

Dot | Hesth & Homon Sovicas
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ACIP - COVID-19 Vaccines

Safety

+ November 2022 possible safety signal for ischemic stroke in adults 65 years and up in Vaccine Safety
Datalink (VSD)

* No other vaccine surveillance system domestically or internationally reflected a similar safety signal and
signal has since diminished

« Further review showed signal was stronger when Pfizer bivalent booster and influenza vaccine given
concurrently

* No causal link proven, investigation continues

* No change in vaccination recommendations
« Safety data for the bivalent booster do not show an increased risk of myocarditis in adolescent males

DKo | oot & Homon Sovcas
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ACIP - COVID-19 Vaccines

Simplification of recommendations under consideration
» Adopt a 1-dose schedule after early childhood

* End use of monovalent vaccines, utilizing bivalent for both primary

T
—

series and booster

* NO changes at this time i gL.’s“""‘

CovID 19
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VRBPAC February-March 2023 Topics

« Safety and effectiveness of ABRYSVO,
Pfizer’s Respiratory Syncytial Virus Vaccine
for adults 60 years and older

« Safety and effectiveness of AVEXVY, GSK's
Respiratory Syncytial Virus Vaccine,
Recombinant, Adjuvanted for adults 60

years and older

DKOICE | ot o s
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VRBPAC February-March 2023

ABRYSVO Pharmacovigilance Plan oA
Continued
Monitoring
important Potentil Risks
Surveliance Advites
D(x!;olg Hooki & Humon Sevices
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VRBPAC February-March 2023

ABRYSVO Summary - Efficacy =

Efflcacy « VE to prevent first-episode LRTI-RSV with 22 and 23 symptoms were 66.7%
(96.66% CI 28.8, 85.8) and 85.7% (96.66% Cl 32.0, 98.7), respectively
+ Study success criterion met
« Descriptive point estimates for VE against LRTI-RSV appear preserved
among participants 280 years and among participants with at least one at-
risk condition, but were limited by small subpopulation sizes
« Preliminary VE against ARI-RSV was 62.1% (95% CI 37.1, 77.9)
+ Data are not currently available on:
+ Duration of vaccine effectiveness
+ VE in immunocompromised and frail elderly individuals
+ VE in preventing severe LRTI cases
+ Data regarding concomitant administration with vaccines routinely recommended for
use in this population
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31

VRBPAC February-March 2023

ABRYSVO Summary - Safety (oA

Safet + Study included 34,284 participants (17,215 who received RSVpreF), of

y which 26,395 participants (77.0%) have had at least 6 months of follow-up

« Solicited local and systemic reactions were generally mild to moderate and
of short duration

« Within 1 month after vaccination, a numerical imbalance was observed for
events of atrial fibrillation (10 in RSVpreF group vs 4 in placebo group).
FDA review of these events is ongoin

- Serious adverse events were balanced between the RSVpreF and placebo
groups (2.3% in both groups)

* Three SAEs (hypersensitivity, GBS, and Miller Fisher Syndrome) were
assessed by FDA as possibly related to RSVpreF, in agreement with the
Investigator's assessment

« Review of safety data from the 5 supportive clinical studies (~1,200
participants who received RSVpreF final formulation) did not reveal any
other cases of GBS or other immune-mediate demyelinating condition
post-vaccination, or any other safety signal
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VRBPAC February-March 2023

ABRYSVO Voting Questions for VRBPAC o4

1.7 yes 1. Are the available data adequate to support the safety of
ABRYSVO (RSVpreF) when administered to individuals 60

4 no years of age and older for the prevention of lower respiratory
. tract disease caused by RSV?
1 abstain Please vote “Yes” or “No”
2.7 yes 2. Are the available data adequate to support the effectiveness
of ABRYSVO (RSVpreF) for the prevention of lower
no respiratory tract disease caused by RSV in individuals

4 i di d by RSV in individuals 60
years of age and older?

1 abstain Please vote “Yes” or “No”
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AVEXVY
Continued
Monitoring

VRBPAC February-March 2023

3/8/2023

ilance Plan ﬂ
issingotormation s

A clinical AREXVY in romised
individuals s being designed

Potential Disorders (pIMDs)
‘Applicant will conduct passive survelillance activities for continued vaccine safety
monitoring, including routine pharmacovigilance and:
+ Expedited reporting for all cases o

GBS, ADEM, and other immune-mediated demyelinating conditions and

+_Supraventricular arrhythmias
\der discussion between FDA and the Applicant

Note that the
~ Plans for a postmarketing safety study o assess the risk of GBS. ADEM, and other immune-mediated

following are currently

‘among individuals.
+ Determination of the inclusion of Cardiac Disorders as an important potential risk In the PVP.
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AVEXVY
Efficacy

VRBPAC February-March 2023

Summary: Efficacy

= VE against first occurrence of RT-PCR-confirmed RSV LRTD was 82.6% (96.95% 2
94.1) in adults 260 YOA

Subgroup analysis showed that VE was demonstrated for: RSV-A and RSV-8 virus
subtypes; age groups 60-69 YOA and 70-79 YOA; participants with at least 1 pre-
existing comorbidity of interest, and RSV-ARI

= VEin participants 280 YOA inconclusive due to low number of cases

VE demonstrated for Severe LRTD based on clinical symptomatology definition but the
numbers of accrued cases meeting the definition based on supportive therapy were
00 small to estimate efficacy precisely.

+  Data are not currently available on:
* Duration of vaccine effectiveness

* VEinimmunocompromised individuals
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AVEXVY
Safety

VRBPAC February-March 2023

Summary: Safety ﬁ

Atotal of 15,745 RSVPreF3 recipients from four phase 3 studies were included in the Exposed Set. The median
durations of follow-up was 7.2 months.

but the rates of Grade 3 reactions.

RSVPrer: increased
after vaccination in both groups were low (1.7%).

- Within 30 days post-vaccination a numerical imbalance was observed for events of atrialfbrilation in Study 006.
FDA review of these events s ongoing.

+ The frequency of SAES reported up to 6 months post.vaccination was 4.0% and 4.5% in the RSVPreF3 and placebo
aroups.

~ One (1) SAE (GBS) was considered by the study investigator and FDA to be related to vaccination.

One (1) death due. by FOASs toFLor
Up 0 the time of the DLPs at least one pIMD was reported by 0.4% and 0.3% of vaccine and placebo reciplents,
Including 2 cases of ADEM in the Co-Ad group in Study 007

A safety update was submitted for an extended safety follow-up at Month 6-12, containing SAE and pIMD data,
and FDA review of these data are ongoing at this time.

DKo | Hosth & Humon sevice
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AVEXVY
1.10 yes

2no

0 abstain
2.12 yes

0 no

0 abstain

Voting Questions for VRBPAC

1.

N

VRBPAC February-March 2023

Are the available data adequate to support the safety of
AREXVY (F Pref 01¢) when ini: to individuals 60
years of age and older for the prevention of lower respiratory
tract disease caused by RSV?

Please vote “Yes” or “No”

Are the available data adequate to support the

effectiveness of AREXVY (RSVPreF3+AS01;) for the prevention
of lower respiratory tract disease caused by RSV in individuals
60 years of age and older?

Please vote “Yes” or “No”
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Recommended Immunization Schedule Updates

How to use the adul
e >

Recommended Adult Immunization S
for ages 19 years or older 2

UNITED STATES
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REISLR] Recommended Adult Immunization Schedule by Age Group, United States, 2023
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2023 Recommended Immunization Schedule
Adult ages 19 years or older

Routine Immunization Schedule (table 1) updates:

* New COVID-19 vaccine row in yellow, indicating that it is routinely

recommended for all adults

* MMR row — text in the column for >65 years referring providers to notes

for considerations for healthcare providers

* Hepatitis A row — updated text "2, 3, or 4 doses depending on vaccine”

DKOTEY | s Hemon s
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2023 Recommended Immunization Schedule
Adult ages 19 years or older

Immunization by Medical Indication Schedule (table 2) updates:

* New COVID-19 vaccine row in yellow, refers to notes regarding the

immunocompromised and HIV positive

* Hepatitis A row — updated text "2, 3, or 4 doses depending on

vaccine”

DKot | e  Hemen s
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2023 Recommended Immunization Schedule
Adult ages 19 years or older
Vaccine Note updates:
« Edits to mirror the language between the Adult Schedule and the Child and Adolescent Schedule
when possible
* Notes updated for COVID-19, HepB, Influenza, MMR, Meningococcal, Pneumococcal, Poliovirus,
Tdap, and Zoster vaccines
Appendix updates:
* "Contraindications’ column renamed to “Contraindicated or not recommended”
« Influenza (egg-based) row - history of egg allergy info moved from precautions column to notes
+ Hep B row and human papillomavirus rows had language modifications regarding pregnancy
Do!@g | Hockh & Homon S
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2023 Recommended Immunization Schedule
Child and Adolescent ages 18 years or younger

Routine Immunization Schedule (table 1) updates:

» New COVID-19 vaccine row in yellow, indicating that it is routinely recommended for 6
months to 18 years

* Pneumococcal conjugate row — PCV 15 added

* IPV row — prompts healthcare providers to review the Notes section for people age 18
years

Catch-up Immunization Schedule (table 2) updates:

* Pneumococcal conjugate row — language for the minimum interval between doses 3
and 4 revised .
Dakofa | Hedh & Hemen seviess
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2023 Recommended Immunization Schedule
Child and Adolescent ages 18 years or younger

Immunization by Medical Indication Schedule (table 3) updates:

» New COVID-19 vaccine row in yellow, refers to notes regarding the immunocompromised
and HIV positive

Vaccine Note updates:

« Edits to mirror the language between the Adult Schedule and the Child and Adolescent
Schedule when possible

+ Notes updated for COVID-19, Dengue, HepB, Influenza, MMR, MenACWY, MenB,

Pneumococcal, and Poliovirus vaccines

DKOTCE | s  Homon s
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2023 Recommended Immunization Schedule
Child and Adolescent ages 18 years or younger

Appendix updates:
+ “Contraindications’ column renamed to “Contraindicated or not recommended”

* Influenza (egg-based) row - history of egg allergy with symptoms other than hives info moved from
precautions column to notes

« Dengue row - lack of lab confirmation of previous dengue virus infection is a contraindication added

Hep B row and human papillomavirus rows had language modifications regarding pregnancy

MMR row — MMRYV added, precaution for using MMRYV of personal or family history of seizure added

« Varicella row — precautions for MMR/MMRYV should be reviewed if using MMRV

DKOTEY | s Hemon s
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North Dakata Division of Immunizations
Molly Howell, MPH

Director

Abb Berg, MPH

VFC/Qualty Improvement Manager

Miranda Baumgartner

VFC/QI Coordinator (West)

Ally Schweitzer, MHA

VFC/Q) Coordinator (East)

Danni Pinnick, MPH
Immunization Surveillance Coordinator

Jenny Galbraith
Adult Immunization Manager

Michelle Eberhard, RN
Adult Immunization Caordinator

Staff Members

Phone: 7013284556
Email: mahowell@nd gov

Phone: 7013283324
Email: alberg@nd.gov

Phone: 7013282035
Email: mibaumgartner@nd.gov

Phone: 7015417226
@nd.gov

Phone: 7013282335

Email:jgaby

nd.gov

Phone: 701-595-1551
Email: micberhardt@nd.gov

Mary Woinarowicz, MA
NDIIS Manager

Alson Dykstra, M5
NDIS Coordinator

Ronda Kercher
NDIS Data Admin

Melissa Anderson
NDIIS Data Quality Coordinator

Andrew Bjugstad, MPH
Adult Immunization Caordinator

Tori Nelson
Adult Immunization Coordinator

Olenka Aguilar, MPH
Immunization Analyst

Phone: 7013282404
Email: marywoinarowicz@nd gov

Email: a0y

Phone: 701-328-2420

Phone: 7012261379

Email: kercher@

Phone: 7013282426
Email:torinelson@nd.gov
(€OC Foundation Staff)
email: 02
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Post-Test

* Post-test
« Nurses interested in continuing education credit, visit

https://ndhealth.col.qualtrics.com/jfe/form/SV_6LH8Fmq6rIRNOig

« Successfully complete the five-question post-test to receive your certificate
« Credit for this session will not expire until April 22, 2023.

* This presentation will be posted to our website:
www.hhs.nd.gov/immunizations
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Immunization Update:
ACIP and VRBPAC Meeting Reviews
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