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2. Geadviseerd besluit

U wordt geadviseerd:
1. het uitgangspunt te blijven hanteren dat de vaccins in principe

lana, maar waarbl] er In specifieke situaties meer Kkunnen woraen
gedoneerd indien noodzakelijk en wenselijk, waarbij het totaal niet meer
dan 10.000 doses zal bedragen;

3. in lijn met het afwegingskader onder beslispunt 2 en gezien de
epidemiologische situatie in Spanje en Belgié, maximaal 5.000 vaccins
beschikbaar te stellen aan Spanje en maximaal 1.500 aan Belgié.

! nota kenmerk: 3377222-1030294-PG, zaaknummer: 1030294
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g Kenmerk
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1) Uitgangspunt:

Voor een afwegingskader ten aanzien van het verdelen van schaarse Imvanex-
vaccins staat het belang van de volksgezondheid en de inzet om het virus in te

INGUTH IUIIUIG ¥ UIRIY TV U IGIU.

ii) Heroverweging in humanitaire/ zeer urgente situaties, op grond van
beschikbare gegevens vanuit ECDC/WHO.

iii) Waar mogelijk op advies van het RIVM en met consultatie van de WHO
(EURO of mondiaal).



agalipan vail UucT ullviadn. AID UTITIIDIT uaal 11l 11ice yaal (uadadi IjsL Spianc
van), en RIVM adviseert hier positief over, zou dat het aantal in NL
beschikbare vaccins uiteraard vergroten en kunnen ook andere landen met
urgente situaties, zoals Spanje en Belgi€, van grotere hoeveelheden
vaccins worden voorzien.

- pat Nederiana - meae In Net Kader van ae INB — IN INternauonaal verpana
zich in zal zetten om vaccinongelijkheid tegen te gaan.

c. Financiéle en personele gevolgen

RIVM/ DVP kan de distributie van de MPX-vaccins op dit moment aan. Bij
levering aan EU-lidstaten wordt momenteel de kostprijs gerekend voor het
vaccin plus verzendkosten. Bij leveringen worden in principe ook de
verzendkosten doorgerekend. Juridische aspecten haalbaarheid. De levering
van vaccins verloopt volgens geldende afspraken (GDP) en RIVM heeft hier
ook het noodzakelijke mandaat voor.

M3, 14, MAVITL, LHIlCiIucpal Ltciliciiuaal 1ic pvo

f. Gevolgen administratieve lasten
N.v.t.
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CERTIFICATE OF GMP COMPLIANCE OF A MANUFACTURER

Part 1
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Site address :Hejreskovvej 10 A, Kvistgard, 3490, Denmark

Has been inspected under the national inspection programme in connection with manufacturing
authorisation no. 700692 in accordance with Art. 40 of Directive 2001/83/EC .




| 1.6 | Quality control testing

1.6.1 Microbiological: sterility
1.6.2  Microbiological: non-sterility
1.6.3 Chemical/Physical
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FULL PRESCRIBING INFORMATION: CONTENTS*

1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
2 1 Dose and Schedule



FULL PRESCRIBING INFORMATION

2.1 Dose and Schedule

Administer two doses (0.5 mL each) of JYNNEOS 4 weeks apart.

SO S s s s e B TR e e e e L s L e o Y o e s A e i B s B e el e S S

3 DOSAGE FORMS AND STRENGTHS

JYNNEOS is a suspension for injection. Each dose (0.5 mL) is supplied in a single-dose vial.

5 WARNINGS AND PRECAUTIONS



The overall clinical trial program included 22 studies and a total of 7,859 individuals
18 through 80 years of age who received at least 1 dose of JYNNEQOS (7,093 smallpox vaccine-naive
and 766 smallpox vaccine-experienced individuals).
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r.andomized, dom.it;le-blind, pulac;bo-'controlled s;ud;l cc;nducted in the US in which vaccinia-naive
adults ages 18 to 40 years received either two doses of JYNNEOS (N=3003), or two injections of
Tris-Buffered Saline (placebo, N=1002) four weeks apart.

In the total study population, the mean age was 28 years; 47.9% of the subjects were men; 77.4%
were white/Caucasian, 17.8% black/African American, 1.9% Asian, 0.5% American Indian/Alaska
Native, 0.4% Native Hawaiian/Other Pacific, 1.9% other racial groups; and 11.4% of subjects were of
Hispanic/Latino ethnicity. The demographic compositions of JYNNEOS and placebo groups were
similar.
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solicited local or systemic reactions of any severity after Dose 2 of JYNNEOS compared with Dose 1,

with the exception of injection site pain, which was more commonly reported following Dose 1
(79.3%) than Dose 2 (69.9%).
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Solicited Adverse Reactions in HIV-infected Individuals:

The safety of JYNNEOS in HIV-infected individuals was evaluated in Study 5 [5], an open label trial

In HIV-INTECTEA SUDJECTS WITh previous smallpox vaccine exposure, rever and cnilis were reported in
1.5% and 8.4% of subjects respectively. Frequencies of other solicited local and general adverse
reactions in this population were similar to those reported in Studies 2-4 in non-HIV-infected subjects
who had previously received smallpox vaccination.
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the mean age of subjects was 27 years (range 18-42 years), and subjects were 59 0% women,
39.4% white/Caucasian, 10.9% Asian, 9.0% black/African American, 2.2% Other, and 38.4%
Hispanic/Latino ethnicity. Demographic compositions were similar between subjects with and without
AD. In subjects with AD, solicited local and systemic adverse reactions were reported at similar
frequencies as those in subjects without AD in this study, with the exception of redness (61.2% with
AD vs. 49.3% without AD), swelling (52.2% with AD vs. 40.8% without AD), chills (15.9% with AD vs.
7.8% without AD) and headache (47.2% with AD vs. 34.8% without AD).

Serious Adverse Events

through at least 6 months after the last study vaccination.
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Cardiac Adverse Events of Special Interest

Evaluation of cardiac adverse events of special interest (AESIs) included any cardiac signs or

WAL MIMAW Ve IV VYW W DWW AWM AW WML T LW IV WA T W VT W T T Y W DWW IR MM Wk SV (W g

of placebo recipients who were smallpox vaccine-naive. Cardiac AESIs were reported to occur in
2.1% (16/766) of JYNNEOS recipients who were smallpox vaccine-experienced. The higher
proportion of JYNNEOS recipients who experienced cardiac AESIs was driven by 28 cases of
asymptomatic post-vaccination elevation of troponin-I in two studies: Study 5, which enrolled

482 HIV-infected subjects and 97 healthy subjects, and Study 6, which enrolled 350 subjects with
atopic dermatitis and 282 healthy subjects. An additional 127 cases of asymptomatic post-vaccination
elevation of troponin-I above the upper limit of normal but not above 2 times the upper limit of normal
were documented in JYNNEOS recipients throughout the clinical development program, 124 of which
occurred in Study 5 and Study 6. Proportions of subjects with troponin-I elevations were similar
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four developmental toxicity studies conducted in female rats and rabbits. In two studies, rats were
administered a single human dose of JYNNEOS (0.5 mL) once prior to mating and on one or two
occasions during gestation. In the third study, rats were administered a single human dose of
JYNNEOS (0.5 mL) on two occasions during gestation. In the fourth study, rabbits were administered

8.2 Lactation

Risk Summary

It is not known whether JYNNEOS is excreted in human milk. Data are not available to assess the
effects of JYNNEOS in the breastfed infant or on milk production/excretion.

The development and health benefits of breastfeeding should be considered along with the mother’s
clinical need for JYNNEOS and any potential adverse effects on the breastfed child from JYNNEOS



8.5 Geriatric Use

Forty-two smallpox vaccine-experienced adults 65 to 80 years of age received at least one dose of
JYNNEOS (Study 4).

11 DESCRIPTION

When thawed, JYNNEOS (Smallpox and Monkeypox Vaccine, Live, Non-replicating) is a milky, light
yellow to pale white colored suspension for subcutaneous injection.
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0 5 x 108 to 3.95 x 108 infectious units of MVA-BN live virus in 10 mM Tris (tromethamine),

140 mM sodium chloride at pH 7.7. Each 0.5 mL dose may contain residual amounts of host-cell DNA
(2 20 mcg), protein (= 500 mcg), benzonase (< 0.0025 mcg), and gentamicin (< 0.1 mcg).

JYNNEOS is a sterile vaccine formulated without preservatives. The vial stoppers are not made with
natural rubber latex.

12 CLINICAL PHARMACOLOGY
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in humans were evaluated to establish the effectiveness of JYNNEOQOS for preventlon of smallpox and
monkeypox.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

JYNNEOS has not been evaluated for carcinogenic or mutagenic potential, or for impairment of male
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JYNNEOS (N=220) administered 28 days apart or one dose of ACAM2000 (N 213). In the total study
population, the mean age was 24 years and 23 years in subjects receiving JYNNEOS and
ACAM2000, respectively; 82.3% and 86.4% of the subjects were men; 57.3% and 63.8% were
white/Caucasian, 21.8% and 18.8% black/African American, 6.4% and 5.6% Asian, 3.6% and 2.8%
American Indian/Alaska Native, 2.3% and 1.4% Native Hawaiian/Other Pacific, 8.6% and 7.5% other
racial groups, and 24.5% and 18.8% of Hispanic/Latino ethnicity (JYNNEOS and ACAMZ2000,
respectively).

The primary immunogenicity endpoint was geometric mean titer (GMT) of vaccinia neutralizing
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PRNT GMTS from Study [
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single dose.

b GMT of vaccinia-neutralizing antibody titers assessed by plaque reduction neutralization test (PRNT) using the
Western Reserve vaccinia strain. Values below the assay lower limit of quantitation (LLOQ) of 20 were imputed to a
titer of 10; the proportions of subjects with pre-vaccination titers less than the assay lower limit of detection were
98.9% among subjects randomized to JYNNEOS and 97.8% among subjects randomized to ACAM2000,
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16.1 How Supplied
Package of 20 single-dose vials (Package NDC number: 50632-001-02; Vial NDC number: 50632-



/U ITIVLITTIITTAT a vidl VIIVG 1L 11ad VTTIT Hiavwou.

Once thawed, the vaccine may be kept at +2°C to +8°C (+36°F to +46°F) for 12 hours.
Do not use the vaccine after the expiration date shown on the vial label.

Vaccine Adverse Event Reporting System at 1-800-822-7967 and www.vaers.hhs.gov.

Manufactured by:
Bavarian Nordic A/S
Hejreskovvej 10a
DK-3490 Kvistgaard
Denmark
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IMVANEX

Suspension for injection
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Smalipox vaccme L4 vidy LULL Summary 1niormaton to support Kequest

for supply of IMVANEX for EU

1 Introduction
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DP manufacturing site by Health Canada.

EMA clarified that it may be possible to expedite the review of this upcoming variation in order
to ensure faster release of DP manufactured at BN-K. BN has discussed the planned variation
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Smalipox vaccme L4 vidy LULL Summary 1niormaton to support Kequest

for supply of IMVANEX for EU

2.1 Drug Substance

B e

criteria for gentamicin from
<150 to <325 ng/mL

Change in acceptance
criteria for host cell DNA
and virus titer at

Change in acceptance
criteria for cell count at
intermediates

Acceptance
Criteria
intermediates



Smalipox vaccme L4 vidy LULL Summary 1niormaton to support Kequest

for supply of IMVANEX for EU

o The DS batches used for filling of subsequent commercial DP batches are at the time of
filling up to 6 years.

An overview of the DS specifications in US from 2016 and current approved specifications in EU
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for supply of IMVANEX for EU

Test 2016 — US Specifications 2022 — Current approved Specifications

Parameter in ElJ



BN-K as drug product manufacturer

Minor process changes

o Use of more DS bags without changing the target batch size

o Thawing of DS at room temperature and 5°C

o Minor adjustment of formulation process and hold times (all validated)
New supplier of the formulation buffer (excipients). No change in composition

Minor modifications to the container closure svstem
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should be noted that the PPQ DP batches complied with the tighter EU specifications)
Different shelf life at -20°C: 3 years in US and 2 years in EU/UK
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for supply of IMVANEX for EU

An overview of the DP specifications in US and EU is shown in the following table.

* For information, corresponds to 2.5x10%-7.9x10® Inf. U/mL
Full overview of approved DP shelf life is provided in the following table.

Table 5 Overview of approved DP Shelf Life in different Markets



Smalipox vaccme

L4 vidy LULL Summary 1niormaton to support Kequest

for supply of IMVANEX for EU

Storage Temperature

Market

Approved Shelf Life

FUINTTK

5 vears
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for supply of IMVANEX for EU

In summary, for the DP batches in question, the following applies
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for supply of IMVANEX for EU

3 Exemptions
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o US label text in English language
o -20°C storage temperature on label

o 3 year shelf life at -20°C storage
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Compliance with Section 1.4.2

Re Award Criteria 2

Luliapulativil ©inuicy gLy ald CHIuvICIIL Uguvely ad> pol ucuvel y sulicuulce alig vulanies
agreed between Customer and BN.

BN will book all shipments with BN qualified transportation vendor who will use either vendor
or BN qualified shipping equipment. In any case industry standard temperature monitoring
devices (e.g. Sensitech TempTale) will be added to ensure the product is maintained within

Conditions of storing and shipping

The products will be delivered in the original packaging under Incoterms® 2020 DAP to the
relevant address(es) within the time limit agreed with the European Commission and the
contracting authority (i.e. delivery schedule).



Overzicht per eind juni 2022

regio GGD Aantal cliénten in zorg of | wachtenden
met indicatie

Totaal NH/Flevo 3527 1158
Amsterdam 2943 1089
Flevoland 226 62
VAannamariand 170 n

neL ddlildl PErsOrell udu 1nu 1ieL Dij ue Lou 5 LErecriLt Kdil IS 1109 SLEEUS 1100y (£170),
maar lijkt niet meer zo hard te stijgen dan eerder het geval was. Mogelijk dat cliénten
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Figuur 1: Percentage cliénten in zorg eind juni 2022 van het maximale aantal binnen de regeling
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