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B 1

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
JYNNEOS safely and effectively. See full prescribing information
for JYNNEOS.

JYNNEOS (Smallpox and Mpox Vaccine, Live, Non-replicating)
injectable suspension, for subcutaneous use
Initial U.S. Approval: 2019

RECENT MAJOR CHANGES-------------===-==oe-=--
Dosage and Administration (2)

INDICATIONS AND USAGE----------------===--=----
JYNNEOS is a vaccine indicated for prevention of smallpox and mpox
disease in adults 18 years of age and older determined to be at high
risk for smallpox or monkeypox infection. (1)

For subcutaneous use. (2)
JYNNEOS is supplied in two presentations:

One-Vial Presentation:

The one-vial presentation contains JYNNEOS in a single vial with a
yellow cap and does not require reconstitution before use. (2.1, 2.2)

Two-Vial Presentation:

The two-vial presentation includes a vial with a yellow cap containing
Lyophilized Antigen Component and a vial with a blue cap containing
Diluent Component. The Lyophilized Antigen Component must be

=354 )3]

B

reconstituted with the Diluent Component to form JYNNEOS prior to
administration. (2.1, 2.2)

Administer two doses (0.5 mL each) 4 weeks apart. (2.4)

Injectable suspension. A single dose is 0.5 mL. (3)

ADVERSE REACTIONS

. In smallpox vaccine-naive healthy adults, the most common
(>10%) solicited injection site reactions were pain (84.9%),
redness (60.8%), swelling (51.6%), induration (45.4%), and
itching (43.1%); the most common solicited systemic adverse
reactions were muscle pain (42.8%), headache (34.8%), fatigue
(30.4%), nausea (17.3%) and chills (10.4%). (6.1)

. In healthy adults previously vaccinated with a smallpox vaccine,
the most common (>10%) solicited injection site reactions were
redness (80.9%), pain (79.5%), induration (70.4%), swelling
(67.2%), and itching (32.0%); the most common solicited systemic
adverse reactions were fatigue (33.5%), headache (27.6%), and
muscle pain (21.5%). (6.1)

. The frequencies of solicited local and systemic adverse reactions
among adults with HIV-infection and adults with atopic dermatitis
were generally similar to those observed in healthy adults. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Bavarian
Nordic at toll-free phone 1-833-365-9596 or VAERS at 1-800-822-
7967 or www.vaers.hhs.gov.

See 17 for PATIENT COUNSELING INFORMATION

Revised: 03/2025

FULL PRESCRIBING INFORMATION: CONTENTS*

1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
2.1 JYNNEOS Presentations
2.2 Preparation
2.3 Administration
2.4 Dose and Schedule
3 DOSAGE FORMS AND STRENGTHS
5 WARNINGS AND PRECAUTIONS
5.1 Severe Allergic Reactions
5.2 Syncope
5.3 Altered Immunocompetence
5.4 Limitations of Vaccine Effectiveness
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Postmarketing Experience
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
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12.1 Mechanism of Action
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* Sections or subsections omitted from the full prescribing
information are not listed.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

JYNNEOS is a vaccine indicated for prevention of smallpox and mpox disease in adults 18 years of
age and older determined to be at high risk for smallpox or monkeypox infection.

2 DOSAGE AND ADMINISTRATION

For subcutaneous use.

2.1 JYNNEOS Presentations

JYNNEOS is supplied in two presentations, a one vial-presentation and a two-vial presentation.

One-Vial Presentation

The one-vial presentation contains JYNNEOS in a single vial with a yellow cap and does not require
reconstitution before use.

Two-Vial Presentation

The two-vial presentation includes a vial with a yellow cap containing Lyophilized Antigen Component
(Vial A) and a vial with a blue cap containing Diluent Component (Vial B). The Lyophilized Antigen
Component must be reconstituted with the Diluent Component to form JYNNEQOS prior to
administration.

2.2 Preparation

Instructions for JYNNEOS One-Vial Presentation

Allow the vaccine to thaw and reach room temperature before use. Once thawed, the vaccine may be
kept at +2°C to +8°C (+36°F to +46°F) for 4 weeks. Protect from light during storage.

Do not refreeze.

Swirl the vial gently before use for at least 30 seconds. Withdraw a dose of 0.5 mL into a sterile
syringe for injection.

Reconstitution Instructions for JYNNEOS Two-Vial Presentation

Reconstitute the Lyophilized Antigen Component (Vial A, yellow cap) with Diluent Component (Vial B,
blue cap) to form JYNNEOS, as described in Figure 1 through Figure 4.

14



Reconstituted
vaccine
0.5mL

Figure 1. Cleanse both vial Figure 2. Slowly transfer Figure 3. To form JYNNEOS, Figure 4. After reconstitution,
stoppers. Using a sterile entire contents of the syringe gently shake the vial until the withdraw 0.5 mL of JYNNEOS
needle and sterile syringe, into Vial A containing the Lyophilized Antigen from the vial.
withdraw the entire contents Lyophilized Antigen Component is completely
of Vial B containing the Component. dissolved.

Diluent Component.

After reconstitution, the vaccine may be stored at +2°C to +8°C (+36°F to +46°F) for 12 hours. Protect
from light during storage.

2.3 Administration

JYNNEOS is a milky, light yellow to pale white colored suspension. Parenteral drug products should
be inspected visually for particulate matter and discoloration prior to administration, whenever
solution and container permit. If either of these conditions exist, the vaccine should not be
administered.

Administer each 0.5 mL dose of JYNNEOS subcutaneously.

2.4 Dose and Schedule

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

3 DOSAGE FORMS AND STRENGTHS

JYNNEOS is an injectable suspension. A single dose is 0.5 mL.

5 WARNINGS AND PRECAUTIONS

5.1 Severe Allergic Reactions

Appropriate medical treatment must be available to manage possible anaphylactic reactions following
administration of JYNNEOS.

Persons who experienced a severe allergic reaction following a previous dose of JYNNEOS or
following exposure to any component of JYNNEOS may be at increased risk for severe allergic
reactions after JYNNEOS. The risk for a severe allergic reaction should be weighed against the risk
for disease due to smallpox or mpox.
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5.2 Syncope

Syncope (fainting) has been reported following vaccination with JYNNEOS. Procedures should be in
place to avoid injury from fainting.

5.3 Altered Immunocompetence

Immunocompromised persons, including those receiving immunosuppressive therapy, may have a
diminished immune response to JYNNEOS.

5.4 Limitations of Vaccine Effectiveness

Vaccination with JYNNEOS may not protect all recipients.
6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a vaccine cannot be directly compared with rates in the clinical trials
of another vaccine, and may not reflect the rates observed in practice. There is the possibility that
broad use of JYNNEOS could reveal adverse reactions not observed in clinical trials.

Safety data accrued with the one-vial presentation is relevant to the two-vial presentation because
each contains the same live, attenuated, non-replicating orthopoxvirus and is manufactured using a
similar process.

The overall clinical trial program included 23 studies (14 studies with the one-vial presentation,

7 studies with the two-vial presentation, and 2 studies with both one-vial and two-vial presentations)
and a total of 8,988 participants 18 through 80 years of age who received at least 1 dose of
JYNNEOS (8,222 smallpox vaccine-naive and 766 smallpox vaccine-experienced participants). Of
the 8,988 participants, 6,459 participants received the one-vial presentation and 2,529 participants
received the two-vial presentation.

Solicited Adverse Reactions

Solicited Adverse Reactions in Smallpox Vaccine-Naive Individuals:

The safety of JYNNEOS one-vial presentation in smallpox vaccine-naive participants was evaluated
in Study 1 [1], a randomized, double-blind, placebo-controlled study conducted in the US in which
vaccinia-naive adults ages 18 to 40 years received either two doses of JYNNEOS (N=3,003), or two
injections of Tris-Buffered Saline (placebo, N=1,002) four weeks apart.

In the total study population, the mean age was 28 years; 47.9% of the participants 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 participants were
of Hispanic/Latino ethnicity. The demographic distribution was similar in the JYNNEOS and placebo
groups.
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In Study 1, participants were monitored for local and systemic adverse reactions using diary cards for
an 8-day period starting on the day of each vaccination. The frequencies of solicited local and
systemic adverse reactions following any dose of JYNNEOS are presented in Table 1.

Table 1: Percentages of Participants with Solicited Local Injection Site Reactions and
Systemic Adverse Reactions within 8 Days of Administration of Any Dose of
JYNNEOS in Adults 18 to 40 Years of Age, Study 1*

Reaction JYNNEOS Placebo
N=2943 N=980
% %
Local (Injection site) -- --
Pain 84.9 19.1
Pain, Grade 3° 7.4 1.0
Redness 60.8 17.7
Redness =2 100 mm 1.5 0.0
Swelling 51.6 5.6
Swelling 2 100 mm 0.8 0.0
Induration 454 4.6
Induration = 100 mm 0.3 0.0
Itching 43.1 11.7
Itching, Grade 3° 1.6 0.2
Systemic -- --
Muscle Pain 42.8 17.6
Muscle Pain, Grade 3° 2.6 0.7
Headache 34.8 25.6
Headache, Grade 3° 2.4 2.1
Fatigue 304 20.5
Fatigue, Grade 3° 3.0 1.3
Nausea 17.3 13.1
Nausea, Grade 3° 1.5 1.2
Chills 10.4 5.8
Chills, Grade 3° 1.0 0.3
Fever® 1.7 0.9
Fever, Grade = 3° 0.2 0.0

* NCT01144637

@ Grade 3 pain defined as spontaneously painful

b Grade 3 itching, muscle pain, headache, fatigue, nausea and chills defined as preventing routine daily activities
¢ Fever defined as oral temperature =2 100.4°F (= 38°C), Grade = 3 fever defined as = 102.2°F (= 39.0°C)

N: number of participants in the specified treatment group

In Study 1, the majority of solicited local and systemic adverse reactions reported with JYNNEOS had
a median duration of 1 to 6 days. In general, there were similar proportions of participants reporting
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%).

The two presentations of JYNNEQOS (one-vial and two-vial) were compared in Study 2 [2], a
randomized, double-blind, multicenter study conducted in the US in which vaccinia-naive adults ages
18 to 55 years received two doses of either two-vial presentation (N=325) or one-vial presentation
(N=327) JYNNEOS four weeks apart.
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The mean age was approximately 28 years for both study groups; 46.5% of the participants were
men; 74.7% were White/Caucasian, 22.3% Black/African American, 0.8% Oriental/Asian, 0.2%
American Indian/Alaska Native, 0.3% Native Hawaiian/ Pacific Islander, 1.5% multiple racial groups,
and 0.3% other racial groups; and 29.2% of participants were of Hispanic/Latino ethnicity. The
demographic distribution was similar in the two JYNNEOS treatment groups.

In Study 2, participants were monitored for local and systemic adverse reactions for an 8-day period
starting on the day of each vaccination. The frequencies of solicited local and systemic adverse
reactions following any dose of JYNNEQOS are presented in Table 2.

Table 2: Percentages of Participants with Solicited Local Injection Site Reactions and
Systemic Adverse Reactions, Within 7 Days of Administration of Any dose of
JYNNEOS in Adults 18 through 40 Years of Age (Full Analysis Set), Study 2*

Reaction JYNNEOS One-vial JYNNEOS Two-vial
Presentation Presentation
N=322 N=321
% %
Any Local (Injection site) 93.2 94.1
Local (Injection site) > Grade 3 13.0 24.0
Pain 85.1 90.3
Pain, Grade 3° 6.8 10.9
Redness 76.7 79.4
Redness = 100 mm 5.0 14.6
Swelling 65.2 69.5
Swelling2 100 mm 3.1 7.2
Induration 65.5 66.4
Induration= 100 mm 1.6 1.9
ltching 55.0 58.9
Itching, Grade 3° 2.2 3.4
Any Systemic 56.5 57.6
Systemic > Grade 3 5.9 5.9
Headache 38.8 34.9
Headache, Grade 3¢ 2.5 2.2
Fatigue 35.1 31.8
Fatigue, Grade 3° 4.7 2.8
Muscle Pain 211 18.4
Muscle Pain, Grade 3° 0.3 1.6
Nausea 17.7 15.9
Nausea, Grade 3° 1.2 0.6
Chills 11.8 10.9
Chills, Grade 3° 0.6 1.6
Feverd 71 10.3
Fever, Grade = 3¢ 0.9 0.6
* NCT01668537
@ Grade 3 pain defined as spontaneously painful/prevention of normal activity.
b Grade 3 itching defined as preventing routine daily activities.
¢ Grade 3 muscle pain, headache, fatigue, nausea and chills defined as severe; preventing routine daily activities
4 Fever defined as oral temperature = 100.4°F (= 38°C), Grade = 3 fever defined as = 102.2°F (= 39.0°C)
N: Number of participants in the specified treatment group

18



In Study 2, solicited systemic adverse reactions reported with both presentations had a similar
median duration of 1 to 3 days. Solicited local adverse reactions reported with both presentations had
a similar median duration of 4 to 6 days, except for injection site induration. The median duration of
injection site induration was 11 days for the one-vial presentation and 14 days for the two-vial
presentation.

Solicited Adverse Reactions in Persons Previously Vaccinated with a Smallpox Vaccine:

Three studies (Study 3, Study 4, and Study 5 [3-5]) conducted in the US and Germany evaluated the
safety of JYNNEOS one-vial presentation in 409 persons previously vaccinated with a smallpox
vaccine who received one or two doses of JYNNEOS (mean age 39 years, range 20-80 years;

59% women; 98.8% white/Caucasian; 0.7% Asian; 0.5% black/African American). Participants were
monitored for local and systemic adverse reactions using diary cards for an 8-day period starting on
the day of each vaccination. Across all three studies, solicited local adverse reactions reported
following any dose of JYNNEOS were redness (80.9%), pain (79.5%), induration (70.4%), swelling
(67.2%), and itching (32.0%) at the injection site; solicited systemic adverse reactions reported
following any dose of JYNNEOS were fatigue (33.5%), headache (27.6%), muscle pain (21.5%),
nausea (9.8%), chills (0.7%), and fever (0.5%).

Solicited Adverse Reactions in HIV-infected Individuals:

The safety of JYNNEOS one-vial presentation in HIV-infected participants was evaluated in Study 6
[6], an open label trial conducted in the US that included 351 HIV-infected smallpox vaccine-naive
participants, 131 HIV-infected participants who previously received smallpox vaccine,

88 non-HIV-infected smallpox vaccine-naive participants and 9 non-HIV-infected participants who had
previously received a smallpox vaccine. The demographic distribution (race, ethnicity, and sex) of
HIV-infected smallpox vaccine-naive participants and those who had previously received smallpox
vaccine were similar and overall were 17.0% women; 45.8% white/Caucasian; 0.4% Asian;

33.2% black/African American; 19.0% Hispanic/Latino ethnicity; the HIV-infected smallpox vaccine-
naive group tended to be younger (mean age 37 years) compared to those who had previously
received a smallpox vaccine (mean age 45 years). Participants had CD4 counts = 200 and < 750
cells/pL at study entry.

Solicited local and systemic adverse reactions were reported at similar or lower frequencies in HIV-
infected smallpox vaccine-naive participants as compared to those seen in non-HIV-infected smallpox
vaccine-naive participants in this study.

In HIV-infected participants with previous smallpox vaccine exposure, fever and chills were reported
in 1.5% and 8.4% of participants respectively. Frequencies of other solicited local and systemic
adverse reactions in this population were similar to those reported in Studies 3-5 in non-HIV-infected
participants who had previously received smallpox vaccination.

The safety of JYNNEOS two-vial presentation in HIV-infected participants was evaluated in Study 7
[7], an open label trial conducted in the US that included 30 HIV-infected smallpox vaccine-naive
participants, 61 HIV-infected participants who previously received smallpox vaccine, 30 non-HIV-
infected smallpox vaccine-naive participants, and 30 non-HIV-infected participants who had
previously received a smallpox vaccine. The demographic distribution (race, ethnicity, and sex) of
HIV-infected smallpox vaccine-naive participants and those who had previously received smallpox
vaccine were similar. Overall for HIV-infected participants, 29.7% of participants were women; 58.2%
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were white/Caucasian; 40.7% black/African American; 1.1% other race; Hispanic/Latino ethnicity was
not reported; the HIV-infected smallpox vaccine-naive group tended to be younger (mean age
approximately 31 years) compared to those who had previously received a smallpox vaccine (mean
age approximately 43 years). Participants had CD4 counts > 350 cells/uL at study entry.

Solicited local and systemic adverse reactions were reported at similar or lower frequencies in
HIV-infected smallpox vaccine-naive participants as compared to those seen in non-HIV-infected
smallpox vaccine-naive participants who received the two-vial presentation in this study with the
exception of fatigue (40.7% HIV-infected, 36.7% non-HIV infected).

Study 7 also evaluated the safety of a single dose of JYNNEOS two-vial presentation in

61 HIV-infected participants who previously received a smallpox vaccine and 30 non-HIV-infected
participants who previously received a smallpox vaccine. Overall for participants who previously
received a smallpox vaccine, the mean age was approximately 44 years, range 35-55 years; 44%
women; 63.7% white/Caucasian; 34.1% black/African American; 2.2% other race. Participants were
monitored for local and systemic adverse reactions for an 8-day period starting on the day of each
vaccination. Solicited local adverse reactions reported among both HIV-infected and non HIV-infected
participants previously vaccinated with a smallpox vaccine following a single dose of JYNNEOS two-
vial presentation were redness (54.9%), pain (84.6%), induration (38.5%), swelling (45.1%), and
itching (18.7%) at the injection site; solicited systemic adverse reactions reported following any dose
of JYNNEOS were fatigue (38.5%), headache (37.4%), muscle pain (42.9%), nausea (27.5%), chills
(16.5%), and fever (2.2%).

In HIV-infected participants with previous smallpox vaccine exposure who received the two-vial
presentation, solicited local and systemic adverse reactions were reported at similar or lower
frequencies compared to those reported in non-HIV-infected participants who previously received
smallpox vaccination in this study.

Solicited Adverse Reactions in Individuals with Atopic Dermatitis:

The safety of JYNNEOS one-vial presentation in smallpox vaccine-naive participants with currently
active or a history of atopic dermatitis (AD) was evaluated in a multicenter, open-label clinical study
(Study 8 [8]) conducted in the US and Mexico that included 350 participants with AD and 282
participants without AD. In the overall study the mean age of participants was 27 years (range 18-42
years), and participants 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 distribution
was similar between participants with and without AD. In participants with AD, solicited local and
systemic adverse reactions were reported at similar frequencies as those in participants 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).

The safety of JYNNEOS two-vial presentation in smallpox vaccine-naive participants with currently
active or a history of atopic dermatitis (AD) was evaluated in an open-label, controlled clinical study
(Study 9 [9]) conducted in Germany that included 31 participants with AD and 29 participants without
AD. In the overall study, the mean age was approximately 25 years (range 19-34 years), and
participants were 48.3% women, 95% white/Caucasian, 3.3% Asian, 1.7% black/African American;
Hispanic/Latino ethnicity was not reported. The demographic distribution was similar between
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participants with AD and participants without AD. In participants with AD, solicited local and systemic
adverse reactions were reported at similar frequencies as those in participants without AD in this
study.

The following solicited local and systemic adverse reactions were reported at a greater frequency in
participants with AD than those without AD in this study: redness (96.8% with AD vs. 89.7% without
AD), itching (25.8% with AD vs. 13.8% without AD), fatigue (67.7% with AD vs. 51.7% without AD),
headache (54.8% with AD vs. 44.8% without AD), myalgia (29% with AD vs. 24.1% without AD), and
nausea (16.1% with AD vs. 10.3% without AD).

Serious Adverse Events

The integrated analyses of serious adverse events (SAEs) pooled safety data across 23 studies,
which included a total of 8,222 smallpox vaccine-naive participants and 766 smallpox
vaccine-experienced participants who received at least 1 dose of JYNNEOS and 1,219 smallpox
vaccine-naive participants and 1 smallpox vaccine-experienced participant who received placebo
only. SAEs were monitored from the day of the first study vaccination through at least 6 months after
the last study vaccination.

Overall, SAEs were reported to occur in 1.5% (136/8,988) of JYNNEOS (one-vial or two-vial
presentation) recipients and 1.4% (17/1,220) of placebo recipients. Among the smallpox vaccine-
naive participants, SAEs were reported for 1.3% (78/5,805) of JYNNEOS one-vial presentation
recipients, 1.7% (40/2,417) of JYNNEOS two-vial presentation participants, and 1.4% (17/1,219) of
placebo recipients. Among the smallpox vaccine-experienced participants enrolled in studies, SAEs
were reported for 2.3% (15/654) of JYNNEOS one-vial presentation recipients and 2.7% (3/112) of
JYNNEOS two-vial presentation recipients. Across all studies, a causal relationship to JYNNEOS
could not be excluded for 5 SAEs, all non-fatal, which included Crohn’s disease, sarcoidosis,
extraocular muscle paresis, throat tightness, and hemolytic anemia.

Cardiac Adverse Events of Special Interest

Evaluation of cardiac adverse events of special interest (AESIs) included any cardiac signs or
symptoms, ECG changes determined to be clinically significant, or troponin-I elevated above 2 times
the upper limit of normal. In the 23 studies, participants were monitored for cardiac-related signs or
symptoms through at least 6 months after the last vaccination.

The numbers of JYNNEOS and placebo recipients, respectively, with troponin-I data were: baseline
level (7,505 and 1,203); level two weeks after first dose (6,284 and 1,166); level two weeks after
second dose (1,684 and 193); unscheduled visit, including for clinical evaluation of suspected cardiac
adverse events (501 and 60).

Overall, cardiac AESIs were reported to occur in 1.3% (112/8,988) of JYNNEQOS (one-vial or two-vial
presentation) recipients and 0.2% (3/1,220) of placebo recipients. The higher proportion of
JYNNEOS one-vial presentation recipients who experienced cardiac AESIs was driven by 28 cases
of asymptomatic post-vaccination elevation of troponin-I in two studies: Study 6, which enrolled

482 HIV-infected participants and 97 healthy participants, and Study 8, which enrolled 350
participants with atopic dermatitis and 282 healthy participants. An additional 127 cases of
asymptomatic post-vaccination elevation of troponin-l above the upper limit of normal but not above 2
times the upper limit of normal were documented in JYNNEOS recipients throughout the clinical
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development program, 124 of which occurred in Study 6 and Study 8. Proportions of participants with
troponin-1 elevations were similar between healthy and HIV-infected participants in Study 6 and
between healthy and atopic dermatitis participants in Study 8. A different troponin assay was used in
these two studies compared to the other studies, and these two studies had no placebo controls. The
clinical significance of these asymptomatic post-vaccination elevations of troponin-I is unknown.
Among the cardiac AESIs reported, 6 cases (<0.1%) were considered to be causally related to
JYNNEOS vaccination and included tachycardia, electrocardiogram T wave inversion,
electrocardiogram abnormal, electrocardiogram ST segment elevation, electrocardiogram T wave
abnormal, and palpitations.

None of the cardiac AESIs considered causally related to study vaccination were considered serious.
6.2 Postmarketing Experience

The following adverse reactions have been identified during postmarketing use of JYNNEOS.
Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to vaccine exposure.
Cardiac Disorders: myocarditis, pericarditis

Immune System Disorders: hypersensitivity reactions, including angioedema, rash, and urticaria
Nervous System Disorders: dizziness, syncope, facial paralysis (Bell's palsy), acute disseminated
encephalomyelitis, myelin oligodendrocyte glycoprotein antibody-associated disease, bilateral optic
neuritis

General disorders and administration site conditions: injection site warmth, injection site vesicles

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

All pregnancies have a risk of birth defect, loss, or other adverse outcomes. In the US general
population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively. Available human data on
JYNNEOS administered to pregnant women are insufficient to inform vaccine-associated risks in
pregnancy.

The effect of JYNNEOS on embryo-fetal and post-natal development was evaluated in

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
a single human dose of JYNNEOS (0.5 mL) once prior to mating and on two occasions during
gestation. These animal studies revealed no evidence of harm to the fetus [see Data].
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Data

Animal Data

Developmental toxicity studies were conducted in female rats and rabbits. In one study, female
rabbits were administered a single human dose of JYNNEOS (0.5 mL) by the subcutaneous route on
three occasions: prior to mating, and on gestation days 0 and 14. Three studies were conducted in
female rats administered a single human dose of JYNNEOS (0.5 mL) by the subcutaneous route on
two or three occasions: prior to mating, and on gestation days 0 and 14; or prior to mating, and on
gestation day 0; or on gestation days 0 and 6. No vaccine-related fetal malformations or variations
and adverse effects on female fertility or pre-weaning development were reported in these studies.

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
or from the underlying maternal condition. For preventive vaccines, the underlying condition is
susceptibility to disease prevented by the vaccine.

8.4 Pediatric Use

Safety and effectiveness of JYNNEOS have not been established in individuals less than 18 years of
age.

8.5 Geriatric Use

Forty-two smallpox vaccine-experienced adults 65 to 80 years of age received at least one dose of
JYNNEOS (Study 5).

Clinical studies of JYNNEOS did not include sufficient numbers of individuals aged 65 and over to
determine whether they respond differently from younger individuals.

11 DESCRIPTION

JYNNEOS (Smallpox and Mpox Vaccine, Live, Non-replicating) is a sterile injectable suspension
administered subcutaneously.

JYNNEOS is a live vaccine produced from the strain Modified Vaccinia Ankara-Bavarian Nordic
(MVA-BN), an attenuated, non-replicating orthopoxvirus. MVA-BN is grown in primary Chicken
Embryo Fibroblast (CEF) cells suspended in a serum-free medium containing no material of direct
animal origin, harvested from the CEF cells, purified and concentrated by several Tangential Flow
Filtration (TFF) steps including benzonase digestion.

Each 0.5 mL dose of JYNNEOS is formulated to contain 0.5 x 108 to 3.95 x 108 infectious units of
MVA-BN live virus. Each 0.5 mL dose contains 0.61 mg of Tris (tromethamine), 4.09 mg sodium
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chloride, and may contain residual amounts of host-cell DNA (20 mcg), protein (€500 mcg),
benzonase (<0.0025 mcg), gentamicin (0.400 mcg), and ciprofloxacin (£0.005 mcg). In addition,
JYNNEOS vaccine reconstituted with Diluent Component (Water for Injection) contains 9.45 mg
dextran 40, 22.5 mg sucrose, and 0.054 mg potassium L-glutamate monohydrate as stabilizers. After
preparation [see Dosage and Administration (2.2)], JYNNEOS is a milky, light yellow to pale white
colored suspension.

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

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

JYNNEOS is an attenuated, live, non-replicating smallpox and mpox vaccine that elicits humoral and
cellular immune responses to orthopoxviruses. Vaccinia neutralizing antibody responses in humans
were evaluated to establish the effectiveness of JYNNEQOS for prevention of smallpox and mpox.

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
fertility in animals. Developmental toxicity studies conducted in rats and rabbits vaccinated with
JYNNEOS revealed no evidence of impaired female fertility [see Use in Specific Populations (8.1)].

13.2 Animal Toxicology and/or Pharmacology

The efficacy of JYNNEOS to protect cynomolgus macaques (Macaca fascicularis) against a
monkeypox virus (MPXV) challenge was evaluated in several studies. Animals were administered
Tris-Buffered Saline (placebo) or JYNNEOS (1 x 108 TCIDso) subcutaneously on day 0 and day 28.
On day 63, animals were challenged with MPXV delivered by aerosol (3 x 10° pfu), intravenous

(5 x 107 pfu) or intratracheal (5 x 108 pfu) route. Across all studies, 80-100% of JYNNEOS-vaccinated
animals survived compared to 0-40% of control animals.

14 CLINICAL STUDIES

14.1 Vaccine Effectiveness

Vaccine effectiveness against smallpox was inferred by comparing the immunogenicity of JYNNEOS
to a licensed smallpox vaccine (ACAM2000) based on a Plague Reduction Neutralization Test
(PRNT) using the Western Reserve strain of vaccinia virus and was supported by efficacy data from
animal challenge studies. [see Nonclinical Toxicology (13.2)]

Vaccine effectiveness against mpox was inferred from the immunogenicity of JYNNEOS in a clinical

study and from efficacy data from animal challenge studies.
[see Nonclinical Toxicology (13.2)]
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14.2 Immunogenicity

Study 10 [10] (N=433) was a randomized, open-label study conducted at US military facilities in South
Korea to compare the immunogenicity of JYNNEOS to ACAM2000 in healthy smallpox vaccine-naive
adults 18 through 42 years of age. Participants were randomized to receive either two doses of
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 participants receiving JYNNEOS and
ACAMZ2000, respectively; 82.3% and 86.4% of the participants 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 ACAM2000,
respectively).

The primary immunogenicity endpoint was geometric mean titer (GMT) of vaccinia neutralizing
antibodies assessed by PRNT at “peak visits” defined as two weeks after the second dose of
JYNNEOS and four weeks after the single dose of ACAM2000. Analyses of antibody responses were
performed in the per-protocol immunogenicity (PPI) population, consisting of participants who
received all vaccinations and completed all visits up until two weeks after the second dose of
JYNNEOS without major protocol violations pertaining to immunogenicity assessments. Table 3
presents the pre-vaccination and “peak visit” PRNT GMTs from Study 10.

Table 3: Comparison of Vaccinia-Neutralizing Antibody Responses Following Vaccination with
JYNNEOS or ACAM2000 in Healthy Smallpox Vaccine-Naive Adults 18 through 42
Years of Age, Study 10%, Per Protocol Set for Inmunogenicity

Time Point JYNNEOS?® (N=185) ACAM2000° (N=186)
GMT® [95% CI] GMT® [95% ClI]
Pre-Vaccination 10.1[9.9, 10.2] 10.0 [10.0, 10.0]

Post-Vaccination
“Peak Visit™

x NCTO01913353

v Per Protocol Set for Immunogenicity included participants who received all vaccinations, completed all visits up until
the specified “peak visits” (two weeks after the second dose of JYNNEOS or 4 weeks after the single dose of
ACAM2000) without major protocol violations pertaining to immunogenicity assessments.

a JYNNEOS was administered as a series of two doses given 28 days apart, and ACAM2000 was administered as a
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 participants with pre-vaccination titers less than the assay lower limit of detection were
98.9% among participants randomized to JYNNEOS and 97.8% among participants randomized to ACAM2000,
respectively.

¢ Non-inferiority of the “peak visit” PRNT GMT for JYNNEOS compared to ACAM2000 was demonstrated as the lower
bound of the 1-sided 97.5% CI for the GMT ratio (JYNNEOS/ACAM2000) was > 0.5.

N: Number of participants in the specified treatment group; GMT: Geometric Mean Titer; 95% CI: 95% confidence
interval, lower limit and upper limit.

152.8°[133.3, 175.0] 84.4°[73.4, 97.0]

PRNT GMTs were also evaluated at pre-specified time points post-vaccination and prior to two weeks
after the second dose of JYNNEOS. The PRNT GMTs at two and four weeks after the first dose of
JYNNEOS (prior to the second dose), were 23.4 (95% ClI: 20.5, 26.7) and 23.5 (95% CI: 20.6, 26.9),
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respectively. The PRNT GMT at two weeks after the single dose of ACAM2000 was 23.7 (95% CI:
20.9, 26.8).

Study 2 [2] was a randomized, double-blind, multicenter study conducted in the US to assess
non-inferiority of immune responses induced by the two-vial presentation of JYNNEOS compared to
immune responses induced by the one-vial presentation of JYNNEOS in healthy smallpox
vaccine-naive adults 18 through 55 years of age [see Adverse Reactions (6.1)]. In the Per Protocol
Set (PPS; one-vial: N=297; two-vial: N=306), consisting of participants who received all vaccinations
and completed all visits up until two weeks after the second dose of JYNNEOS without major protocol
violations, the mean age was 28 years for both study groups; 52.9% of the participants in both study
groups were women; 72.7% of the participants administered the one-vial presentation of JYNNEOS
and 75.2% of the participants administered the two-vial presentation of JYNNEOS were
White/Caucasian, 24.2% and 21.9% were Black/African American, respectively, 1.0% and 0%
Oriental/Asian, 0% and 0.3% American Indian/Alaska Native, 0.3% and 0.3% Native Hawaiian/Other
Pacific, 1.7% and 1.6% multiple racial groups, 0% and 0.7% other racial groups, and 27.3% and
27.5% of Hispanic/Latino ethnicity, respectively.

The primary immunogenicity endpoint was GMT of anti-vaccinia antibodies assessed by
Enzyme-linked Immunosorbent Assay (ELISA), and a secondary immunogenicity endpoint was GMT
of vaccinia-specific neutralizing antibodies assessed by PRNT at two weeks after the second dose of
JYNNEOS. Analyses of antibody responses were performed on the PPS. Table 4 presents the pre-
and post-vaccination ELISA and PRNT GMTs from Study 2.

Table 4: Comparison of Antibody Responses Following Vaccination with One-Vial or Two-Vial
Presentations of JYNNEOS in Healthy Smallpox Vaccine-Naive Adults 18 through 55
Years of Age, Study 2%, Per Protocol SetY

ELISA PRNT
JYNNEOS? JYNNEOS? JYNNEOS? JYNNEOS?
. . One-Vial Two-Vial One-Vial Two-Vial
Time Point Presentation Presentation Presentation Presentation
(N=297) (N=306) (N=297) (N=306)
GMT" [95% CI] GMT" [95% CI] GMT*® [95% CI] GMT®[95% CI]
Pre-Vaccination 50.5[49.7, 51.2] 50.3 [49.7, 51.0] 10.2 9.9, 10.4] 10.1[10.0, 10.3]
Two Weeks Post 875.19[801.3, 1099.69 [1014.8, 82.7 [74.3, 92.1] 100.5[90.3, 111.8]
Dose 2Y 955.7] 1191.6]

x NCT01668537

¥ Per Protocol Set included participants who received all vaccinations, completed all visits without major protocol

violations.

2 JYNNEOS was administered as a series of two doses given 4 weeks apart.

b GMT of anti-vaccinia antibody titers assessed by Enzyme-linked Immunosorbent Assay (ELISA). Values below the
assay lower limit of quantitation (LLOQ) of 100 were imputed to a titer of 50; the proportions of participants with pre-
vaccination titers less than the assay lower limit of detection were 98.0% among participants randomized to one-vial
JYNNEOS and 97.7% among participants randomized to two-vial JYNNEOS.

¢ GMT of vaccinia-neutralizing antibody titers assessed by Plaque Reduction Neutralization Test (PRNT). Values
below the assay LLOQ of 20 were imputed to a titer of 10; the proportions of participants with pre-vaccination titers
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less than the assay lower limit of detection were 98.0% among participants randomized to one-vial JYNNEOS and
98.7% among participants randomized to two-vial JYNNEOS.

4 Non-inferiority of the ELISA GMT for JYNNEOS was demonstrated as the upper bound of the 2-sided 95% ClI for the
GMT ratio (one-vial JYNNEOS/two-vial JYNNEOS) was below the margin of 1.5.

N: Number of participants in the specified treatment group; GMT: Geometric Mean Titer; 95% CI: 95% confidence
interval, lower limit and upper limit.
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 JYNNEOS One-Vial Presentation

How Supplied

JYNNEOS one-vial presentation is supplied in cartons containing either:
e 10 single-dose vials of JYNNEOS (yellow cap), or
e 20 single-dose vials of JYNNEOS (yellow cap)

Table 5: JYNNEOS One-Vial Presentation

Carton Carton NDC Number Vial NDC Number
Carton of 10 vials 50632-023-02 50632-023-04
Carton of 20 vials 50632-022-02 50632-022-04

Storage Conditions

Keep frozen at -25°C to -15°C (-13°F to +5°F).

Store in the original package to protect from light.

Do not re-freeze a vial once it has been thawed.

Once thawed, the vaccine may be kept at +2°C to +8°C (+36°F to +46°F) for 4 weeks.

Do not use the vaccine after the expiration.
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16.2 JYNNEOS Two-Vial Presentation

How Supplied

JYNNEOS two-vial presentation is supplied in separate cartons:
e 20 vials of Lyophilized Antigen Component (Vial A, yellow cap)
e 20 vials of Diluent Component (Vial B, blue cap)

To form a single dose of JYNNEOS, reconstitute one vial of Lyophilized Antigen Component (Vial A,
yellow cap) with one vial of Diluent Component (Vial B, blue cap).

Table 6: JYNNEOS Two-Vial Presentation

Carton Carton NDC Number Vial NDC Number
Caﬁon of 20 vials of Lyophilized 50632-024-02 50632-024-04
Antigen Component
Carton of 20 vials of Diluent 50632-003-02 50632-003-01
Component

Storage Before Reconstitution

e Lyophilized Antigen Component:

Store REFRIGERATED at +2°C to +8°C (+36°F to +46°F).

Store in the original package to protect vial from light.

Do not use the vaccine after the expiration date shown on the vial label.
e Diluent Component:

Store at room temperature (+20°C to +25°C, +68°F to +77°F) or refrigerated (+2°C to +8°C,
+36°F to +46°F).

Storage After Reconstitution

After reconstitution, use immediately or store refrigerated at +2°C to +8°C (+36°F to +46°F), away
from light, for up to 12 hours. Do not freeze reconstituted vaccine.

17 PATIENT COUNSELING INFORMATION

¢ Inform vaccine recipient of the potential benefits and risks of vaccination with JYNNEOS.

¢ Inform vaccine recipient of the importance of completing the two dose vaccination series.

e Advise vaccine recipient to report any adverse events to their healthcare provider or to the
Vaccine Adverse Event Reporting System at 1-800-822-7967 and www.vaers.hhs.gov.
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Manufactured by:
Bavarian Nordic A/S
Philip Heymans Alle 3
2900 Hellerup
Denmark
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W

SHAIRRHEREIR

8.1 &=

R

PTERZELHOIEEEAREARERE - RENEMARERWER - EEBER—RAOD - MWK LRMAE
ZHBRRERCREREMAENREESREAREER - 285 2% £ 4% A 15% £ 20% - RBIREHOALE
BR . ARMHAERZFEZER JYNNEOS EEXRZHR B EMEEABAER -
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AR JYNNEOS HMMS - MENERZBNTE - DINIRES HIEMAENR F 25 HENSHMRETIMN - &
HPMmIRMR S RESERLA - STEEERABEHEKN JYNNEOS (05 mL) - WRIERARBERE - _R
EE=IMASP - RERERABEE _RALHEA/ JYNNEOS (05 mL) - EEWIEMAP - RFEERA

AISCERE—RAREIEMN JYNNEOS (0.5 mL) - WRIHIRIIEZEREMR - SLBYMRIREBRREEHIRR
ERSERREEB[ZRER] -

=R
BIEN

ERREEHOTE  SUBEARMRTEST - CHI—BOHED - BWRESEN  EHR0S 0 XNE 14
FRZERBRL - LU IS5 R T ARBEE (25)) £ JYNNEOS (05 mL) - EEGZIERHED -
Wt A BRAE T3 S = EISRILS « SFCAT - FEIRAVEE 0 KIS 14 X ; SEATFIERIE 0 K ; TRIOE 0
FAE 6 & UE LSR5 EE T ABRES (B85 ) & JYNNEOS (0.5mL) - Bl esBRnms
RRNRSEET - 22 . AEHREBYEB NN REN TRy -

8.2 Mg

el

BriEAEZ JYNNEOS B2EZEAAREBRITS - BRiaEER o ARFTM JYNNEOS HIHEREFIAWER -
HSTRORE / DM ATERRTE -

BSREE JYNNEOS RUBRFRFESK - UKD JYNNEOS SiBREER - HHREANERUBESELENAR
FE BARIBRYBRZZSNEENZE-—RETEE - iEMMNEENS - REERERNEBRMETRR
NERBEEMEENSRZ -

8.4 /N5
EHRm 18 mMAT - JYNNEOS MZa MMz MR iE -

8.5 ZEA
42 ZEEBXICEAERN 65 & 80 mAA - & 7KL LA JYNNEOS (#1355 5) -

JYNNEOS RUBRARIFFE S - SRBEMACRHAHN 65 mLXaE - RHItFAER MM REEEARFENRH
ZHE -

11144K
JYNNEOS ( KTEM M e - EMmERA - FERE ) DEEEHBIR - BBK NEHEA -

JYNNEOS &—HEiMEEmeEk Ankara-Bavarian Nordic ( MVA-BN ) PR —1E RIS ~ FFEEHAIERER

FEMEE - MVA-BN YR #MIR#EESME (CEF) PER - BEAMBIRASEEDYRIRZ RRAVE
MBEHEES - B CEF MEPETRIVE - ERAERIIERENE ( TFF ) BLE ( 815 benzonase ZEEEHIL )
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M AR ERDELE - 25 (0.5 mL )BY JYNNEOS 25 0.5x 108 & 3.95x 108 fERKFEMAK MVA-BN ERE
0.61 =5 M Tris( tromethamine ) - OJEEZAEF 4 DNA(<20mcg ) &HE (<500 mcg ) * benzonase
(=0.0025 mcg ) ~ EE % (gentamicin - < 0.400 mcg ) F1FEE D= ( ciprofloxacin - < 0.005 mcg ) H5ZEE
£ - Ib4h - JYNNEOS ZHTEEBER (JIHAK ) ME#%E - 28 945 mg dextran 40 ~ 22.5 mg Fi#E K 0.054
mg potassium L-glutamate monohydrat fERIZEH -

REFHR[SBEE8A%275(2.2)] - JYINNEOS RIBE - XEFERIXEABHEIE -

JYNNEOS B—RASMBEINEREEE - /NRELIFRARIBEAMN -

12z 5

12.11EFHE

JYNNEOS ®—&R5E JaMRERM FFERENKIEN M BEE I35 8HIDERENERMNMAMREERE -
JYNNEOS #RFEFFRIEAM M BRIBRN - EUAREEHEEEPMNNERBETHE -

13 FERRFIEE

13 1EER - BIESER - £BNRE

JYNNEOS RUBHEREMMBMREN - DUREMBEESYES NRENBEL B ARETHG - & JYNNEOS =
HNABNERFPETHNEESUMR  RERNEABESVNEEE NRENIB[SRERGEIESER
8.1)] -

13.281 5 1M / SHBERE
BEIEHEFEME T JYNNEOS EIREBREMIE (Macaca fascicularis ) I E M &fF5 ( MPXV ) ERIEN - &
2 0 RMZE 28 REMURFIEFNAI - LEYTH Tris EHEAKAR (LEHE ) st JYNNEOS (1 x 108
TCIDsy ) ° % 63 KIS - WUETE (3x10° pfu) ~ FAREST (5% 10" pfu ) HWEER (5x 10° pfu ) AR
EENIRT MPXV ETHE - EARANARD  BRIOTHEBAZYN 0-40%7F53% - #1& JYNNEOS &mE
HEEEER 80-100% -

14 ERREEBER

141 EEEY

EEHMRTTRERIEBIER JYNNEOS M—REMFERE 2 WR(Western Reserve) - BXES&EA DR
DA A ( PRNT ) RERRTEEE (ACAM2000 ) ZEMSE R ETRE - WIABYRENENE
BHINLUERE - [SRIFERARFES (13.2) ]

HIWM ENEERIEBR—IRHR JYNNEOS MR ERMERMF - MEN MRV E REITHEE -
[2RIFRARTIES (13.2)]

14.2 ®ERH%

B3t 10 [10] (N=433 ) 2HERBERZEEMD - ETHN—IREX - B4R - SELLE JYNNEOS £
ACAM2000 FEAREEBBRIEEERN 18 £ 42 BREMAFTNRERY - SELEBWBEE D ECEEWT
JYNNEOS ( N=220 ; ks 28 X ) ~ =5—Hl ACAM2000 ( N=213) - E2EHFEEEP - & JYNNEOS #1
ACAM2000 WZEEFIOFERDBIS 24 B 23 5% ; JYNNEOS #1 ACAM2000 E&rz AO&E 7 7 Al

40



% :823% M 86.4% BBEMMRGEE ; 57.3% M 63.8% BEAA/BMEA ; 21.8% 1 18.8% HEAN/IFH
EHEA ; 64% F 5.6% BEDMA ; 3.6% M 2.8% BEMENEZA / FHAIEMNRER ; 23% M 1.4% BER
R/ BEMKEFEHENRER ; 86 % M 7.5% KEMERELE ; 245% A 188% /S &E /U] & -

RERUNEIZEWEERE '&eRERZ (peak visit ; HEXRH/EES E JYNNEOS #1955 &= HiAT
EiEEN ACAM2000 #REIIEEZ5 ) 4 5 - 538 PRNT BEINEHEPMARLTFEIONE (GMT) - 7ife
RENDTEFSTEZRERY (PPl ) WEHTETT  ZGRFHER FAiAEER  TEETRERETEAIS
Kl RERERNAERRZ  BREXENGEEBSNEHEBMAN - R 3 BURNEMRR 10 § - EEE
BRI " & EIRERR2 5 KRS PRNT GMT -

& 3: 18 E 42 mABEEBXICEEMEREMA - HEET JYNNEOS = ACAM2000 # - EEHPHHR
IERFERILERR - IR 7x - HEFRIEEZRERY’

=35 JYNNEOS? ( N=185) ACAM2000* (N=186)
GMT® [95% Cl] GMT® [95% CI]
& TR 10.1[9.9, 10.2] 10.0 [10.0, 10.0]
T IR c .
I 152.8°[133.3, 175.0] 84.4°[73.4, 97.0]
rEarEEz Y

* NCT01913353

Y BEETEEZRERY (Per Protocol Set for Immunogenicity ) B T EEMARE - WEETRERYE
A ERATHTEEN "RSEREEMNZ . (EEF _E JYNNEOS #ME _EEHRMETEER
ACAM2000 EMENEEY ) - BEEXRERTEEFENZHE -

® JYNNEOS & #1ERMRm 28 RWMmH ; ACAM2000 A mHEERAIRER -

© BEPMAENENLITORENE (GMT ) 2EBABE D PAMRERRE (PRNT) - ER4+ERS
Z WR #ETIM - BRBEEZREEE TR (LLOQ) 20 WEEHEASNE 10 ; EE#HEIERE
JYNNEOS #1 ACAM2000 M=m&E S - #EEEANERR R EiREEE FMRNZEE DA% 98.9%
M 97.8% -

¢ T "REEEMZ. K JYNNEOS ¥ ACAM2000 9 PRNT GMT HIE&ASH ( non-inferiority ) EE
Bl 97.5% E8&E™E (Cl) BWTRE - GMT ZtE (JYNNEOS / ACAM2000 ) > 0.5 -

N: REABATHIHEAZ ; GMT : LIFHYE ; 95% Cl : 95% EHEER -

EE@EEEEN "ReEERZ ) AINTEERBR L - thEET PRNT GMT RIFRME - #EE—H JYNNEOS #

(EEEE_HE ) MEZBMITEZ 8 PRNTGMT 251% 23.4(95% Cl:20.5-26.7) 1 23.5(95% Cl :

20.6 ~ 26.9) - MFEEK ACAM2000 EMEZEH PRNT GMT & 23.7 (95% Cl : 209 - 26.8) -

M3E 2 [2] R EEEEETHRER €5 - ZP0M%E - EEFAEMRE JYNNEOS BERaE JYNNEOS - £

REFBBXTEEP 18 E55 mBRESHEPIHNRERE[ZRARKRE®GL) ] -

FEREZEA (PPS ; B : N=297 ; €4l : N=306) P - A Ve FiARE ERE I KRR NE
El JYNNEOS #HEEMBTHMAAEMR BREABZRHMBREBNVZHE - MAENTIOFERIOR 28 5 ; MAED
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LHEEBIER 52.9% - R EE JYNNEOS R EPRH 72.7% KREA/SMEA - EHEIHEBA/SME
AR 75.2% ; BAN/FEFEBADBIREME 24.2% KEME 21.9% ;, 2B D RIBERLK L0%HEEMRE 0% ;
INRER / HSMRERREMRE 0% BEHE 03% ; ERERER / AKX EERBEREK 03% &
g 03% ; TELERERK 1.7% HEHRE 16% ; EttEESREME 0% BEME 0.7% ; MRS H
/AT BRDRIRERE 27.3% ALK 27.5% -

RERENEIBHERABBBRREDNA (ELISA) fMEAERSNEZLTFIONE (GMT) - RERERE
BPAEER (PRNT ) fHfh R RS HEM PRNIELATIHNE (GMT ) - MEBEEEE _H JYNNEOS MmiBE
BETAME - KIE PPS ETMIRRBRIDHN - 3R 4 BUREMI 2 B - EEEERIERY ELISA & PRNT #1119

A -

& 4: 18 E 55 BABEEBRICEENEREMA - ERESHENEME JYNNEOS & - HEEPMNER
FERYLEER - FREE 2x - FEFIESE’

FFREIRA BRRESE chAN 5
EjR% JYNNEOS® |€ih% JYNNEOS® | EHiZ JYNNEOS® | €% JYNNEOS®
(N=297) (N=306) (N=297) (N=306)
GMT" [95% Cl] GMT" [95% Cl] GMT[95% Cl] GMT[95% Cl]

50.5[49.7,51.2]

50.5[49.7,51.2]

50.5[49.7,51.2]

50.5[49.7,51.2]

B Y

875.19[801.3,
955.7]

1099.6° [1014.8,
1191.6]

82.7[74.3,92.1]

100.5[90.3, 111.8]

* NCT01668537

Y FFEFTEZ( Per Protocol Set ) BIfEEEFMARE Bl TFAMR  BREEXERFEERFSNZHE -

® JYNNEOS Hhigmal - 2 EIffE 28 X

° EEDMARNENLTTIERENE (GMT) 2EBBERBOIE (ELISA ) ETTM - BRIGRER
BEE MR (LLOQ ) 100 HWEEHRESME 50 ; TR S ECEEERE JYNNEOS ML JYNNEOS
MZEER - FEEEHANEEREREIREEE FRNZHES AR 98.0% 1 97.7% -

¢ ERBPANENENLTFIEE (GMT ) KBBH PR (PRNT ) EiT3E - ERBREIRETE
PR( LLOQ )20 MEEHER/E 10; EREH /I EEEREE JYNNEOS 1 % JYNNEOS W= & P -
EEZHEINEERSBREZREES FIRWZEED RIS 98.0% M 98.7% -

4 ESHRZE JYNNEOS ¥ #32E )YNNEOS 9 ELISA GMT S8 AR S ( non-inferiority ) I E @l 95% 15
#ERE (Cl)WER:- GMT Ztb ( EiREE JYNNEOS / €3 JYNNEOS ) < 1.5 -

N:AFEAEAPHNZEEANE ; GMT : ZAFIHME ; 95% Cl : 95% EREM[ - BE MRE LR -

15 2EH

1. #% 1: NCT01144637
2. WE 2: NCT01668537
3. & 3: NCT00316524
4. % 4: NCT00686582
5. W% 5: NCT00857493
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NCT00316602
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16.1 EjR% JYNNEOS

12k
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fifF2 ZEIFDAZ = ERIZEER (EUA)

FACT SHEET FOR HEALTHCARE PROVIDERS ADMINISTERING VACCINE:
EMERGENCY USE AUTHORIZATION OF JYNNEOS (SMALLPOX AND MPOX
VACCINE, LIVE, NON-REPLICATING) FOR PREVENTION OF MPOX DISEASE IN
INDIVIDUALS DETERMINED TO BE AT HIGH RISK FOR MPOX INFECTION

HIGHLIGHTS OF EMERGENCY USE AUTHORIZATION (EUA)
These highlights of the EUA do not include all the information
needed to use JYNNEOS under the EUA. See the FULL FACT
SHEET FOR HEALTHCARE PROVIDERS for JYNNEOS.

JYNNEOS (Smallpox and Mpox Vaccine, Live, Non-replicating)
suspension for subcutaneous injection, suspension for
intradermal injection

Original EUA Authorized Date: 08/2022

Most Recent EUA Authorized Date: 12/2024

------------------------ RECENT MAJOR CHANGES
Warnings and Precautions (5.2)

The US Food and Drug Administration (FDA) has issued an
Emergency Use Authorization (EUA) for the emergency use of
JYNNEOS for:

e active immunization by subcutaneous injection for prevention of
mpox disease in individuals less than 18 years of age determined
to be at high risk for mpox infection, and

e active immunization by intradermal injection for prevention of
mpox disease in individuals 18 years of age and older determined
to be at high risk for mpox infection. (1)

JYNNEOS is not approved for these uses.

See Full Fact Sheet for Healthcare Providers for the justification for
emergency use of JYNNEQOS, information on available alternatives,
and additional information on mpox disease.

Individuals less than 18 years of age:

e For subcutaneous injection only.

o Administer two doses (0.5 mL each) 4 weeks apart. (2.1, 2.2)
Individuals 18 years of age and older:

e For intradermal injection only.

o Administer two doses (0.1 mL each) 4 weeks apart. (2.1, 2.2)

Suspension for injection. Each vial contains a single dose (0.5 mL) for
subcutaneous injection in individuals less than 18 years of age or up to
5 doses (0.1 mL each) for intradermal injection in individuals 18 years
of age and older. (3)

CONTRAINDICATIONS

No contraindications have been identified based on the limited
available data on the emergency uses of JYNNEOS authorized under
this EUA. (4)

ADVERSE REACTIONS

¢ In smallpox vaccine-naive healthy adults who received JYNNEOS
subcutaneously, the most common (>10%) solicited injection site
reactions were pain (84.9%), redness (60.8%), swelling (51.6%),
induration (45.4%), and itching (43.1%); the most common
solicited systemic adverse reactions were muscle pain (42.8%),
headache (34.8%), fatigue (30.4%), nausea (17.3%) and chills
(10.4%). (6.1)

¢ In healthy adults previously vaccinated with a smallpox vaccine
who received JYNNEOS subcutaneously, the most common
(>10%) solicited injection site reactions were redness (80.9%),
pain (79.5%), induration (70.4%), swelling (67.2%), and itching
(32.0%); the most common solicited systemic adverse reactions
were fatigue (33.5%), headache (27.6%), and muscle pain
(21.5%). (6.1)

e The frequencies of solicited local and systemic adverse reactions
following subcutaneous administration among adults with HIV-
infection and adults with atopic dermatitis were generally similar
to those observed in healthy adults. (6.1)

¢ In smallpox vaccine-naive healthy adults who received JYNNEOS
intradermally, the most common (>10%) solicited reactions were
erythema at injection site (99.5%), induration at injection site
(99.5), itchiness (89.0%), pain at injection site (65.4%), feeling
tired (51.3%), headache (41.4%), muscle aches (30.4%), nausea
(23.0%), underarm pain (20.9%), change in appetite (20.4%), joint
pain (17.8%), chills (14.7%), and underarm swelling (10.5%). (6.1)

The vaccination provider must report all SERIOUS ADVERSE
EVENTS and VACCINE ADMINISTRATION ERRORS to the Vaccine
Adverse Event Reporting System (VAERS) by submitting online at
https://vaers.hhs.gov/reportevent.html. For further assistance
with reporting to VAERS call 1-800-822-7967. Please also provide
a copy of this form to Bavarian Nordic at 1-800-675-9596 (6.3).

See FACT SHEET FOR RECIPIENTS AND CAREGIVERS
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FULL FACT SHEET FOR HEALTHCARE PROVIDERS
1 EMERGENCY USE AUTHORIZATION

The US Food and Drug Administration (FDA) has issued an Emergency Use Authorization (EUA) for
the emergency use of JYNNEOS for:
e active immunization by subcutaneous injection for prevention of mpox disease in individuals
less than 18 years of age determined to be at high risk for mpox infection, and
e active immunization by intradermal injection for prevention of mpox disease in individuals 18
years of age and older determined to be at high risk for mpox infection.

JYNNEOS is not approved for these uses.

Justification for Emergency Use of JYNNEOS During the Mpox Public Health Emergency

Following a 3-17 day incubation period, individuals infected with mpox virus develop painful lesions
that progress sequentially through macular, papular, vesicular, and pustular stages, followed by
scabbing over and desquamation. Lesions may occur anywhere on the body and may be limited to a
single site or may be disseminated across many sites. Individuals may or may not experience
prodromal symptoms (e.g., chills, lymphadenopathy, malaise, myalgias, or headache). Respiratory
symptoms (e.g., sore throat, nasal congestion, or cough) can also occur. The clinical presentation of
mpox disease is typically milder than smallpox disease but can be fatal, particularly in severely
immunocompromised individuals who do not receive antiviral therapy. During the recent mpox
outbreak, mpox cases and exposures have occurred in individuals across a wide range of ages,
including infants and children.

On August 9, 2022, the Secretary of HHS has declared that:

e There is a public health emergency related to monkeypox, or significant potential for a public
health emergency, that affects, or has the significant potential to affect, national security or the
health and security of United States citizens living abroad that involves monkeypox virus; and

¢ On the basis of this determination, circumstances exist justifying the authorization of emergency
use of vaccines.

An EUA is an FDA authorization for the emergency use of an unapproved product or unapproved use
of an approved product (i.e., drug, biological product, or device) in the United States under certain
circumstances including, but not limited to, when the Secretary of HHS declares that there is a public
health emergency, or the significant potential for a public health emergency, that affects, or has
significant potential to affect, the national security or the health and security of United States citizens
living abroad, and that involves biological agent(s) or a disease or condition that may be attributable
to such agent(s). Criteria for issuing an EUA include:

e The biological agent(s) can cause a serious or life-threatening disease or condition;
e Based on the totality of the available scientific evidence (including data from adequate and well-
controlled clinical trials, if available), it is reasonable to believe that:
= The product may be effective in diagnosing, treating, or preventing the serious or life-
threatening disease or condition;
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= The known and potential benefits of the product - when used to diagnose, prevent, or treat
such disease or condition - outweigh the known and potential risks of the product, taking into
consideration the material threat posed by the biological agent(s); and
e There is no adequate, approved, and available alternative to the product for diagnosing,
preventing, or treating the serious or life-threatening disease or condition.

Information Regarding Available Alternatives for the EUA Authorized Use

JYNNEOS is approved for prevention of smallpox and mpox disease in adults 18 years of age and
older determined to be at high risk for smallpox or mpox infection. The approved dosing regimen for
JYNNEOS for use in adults 18 years of age and older is 2 doses (0.5 mL each), administered
subcutaneously, 4 weeks apart.

ACAM2000 [Smallpox and Mpox (Vaccinia) Vaccine, Live] is FDA-approved for prevention of mpox
disease in individuals determined to be at high risk for mpox infection. However, serious
complications may follow vaccination with ACAM2000 and risks of these complications are increased
in individuals with certain conditions.

For information on clinical studies of JYNNEQOS for the prevention of mpox disease, see
www.clinicaltrials.gov.

2 DOSAGE AND ADMINISTRATION

Individuals less than 18 years of age: for subcutaneous injection.

Individuals 18 years of age and older: for intradermal injection.

2.1 Dose and Schedule

Individuals less than 18 years of age: administer two doses (0.5 mL each) 4 weeks apart.
Individuals 18 years of age and older: administer two doses (0.1 mL each) 4 weeks apart.

2.2 Preparation and Administration

Allow the vaccine to thaw and reach room temperature before use. Once thawed, the vaccine may be
kept at +2°C to +8°C (+36°F to +46°F) for 4 weeks. Certain lots may be kept at +2°C to +8°C (+36°F to
+46°F) for up to 4 weeks. Certain lots may be kept at +2°C to +8°C (+36°F to +46°F) for up to 8
weeks'. Do not refreeze.

When thawed, JYNNEOQOS is a milky, light yellow to pale white colored suspension.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit. If either of these conditions exists, the vaccine
should not be administered.

Swirl the vial gently for at least 30 seconds and cleanse the vial stopper with a single-use antiseptic swab
before each use.

'Only certain lots may be held at +2°C to +8°C for up to 8 weeks. To confirm that a given lot may be held at +2°C to +8°C for up to 8 weeks , please
verify that the lot is listed on this web page: https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-regulatory-and-policy-
framework/expiration-dating-extensiontmpoxvaccine. If the lot number is not identified as being eligible for the 8-week hold time on this page,
then the vaccine may only be kept at +2°C to +8°C (+36°F to +46°F) for up to 4 weeks.
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Subcutaneous injection for individuals less than 18 years of age

Withdraw a dose of 0.5 mL into a sterile syringe for injection. Administer JYNNEOS by subcutaneous
injection, preferably into the anterolateral thigh for infants less than 1 year of age, or into the upper arm
(deltoid) for individuals 1 through 17 years of age.

Intradermal injection for individuals 18 vears of age and older

Withdraw a dose of 0.1 mL into a sterile syringe for injection. Low dead volume syringes and/or needles
can be used to extract 5 doses (0.1 mL each) for intradermal injection from a single vial. If standard
syringes and needles are used, there may not be sufficient volume to extract 5 doses from a single vial.
Irrespective of the type of syringe and needle:
e Each dose must contain 0.1 mL of vaccine.
e If the amount of vaccine remaining in the vial cannot provide a full dose of 0.1 mL, discard the vial
and its contents.
¢ Do not pool excess vaccine from multiple vials.
e Once the vial is punctured and a dose is withdrawn, if it is not used in its entirety it should be
stored at +2°C to +8°C (+36°F to +46°F) and discarded within 8 hours of the first puncture.

Administer JYNNEOS by intradermal injection, preferably into the volar aspect (inner side) of the forearm.
3 DOSAGE FORMS AND STRENGTHS

JYNNEOS is a suspension for injection. Each subcutaneous dose is 0.5 mL. Each intradermal dose is
0.1 mL.

4 CONTRAINDICATIONS

No contraindications have been identified based on the limited available data on the emergency uses
of JYNNEOS authorized under this EUA.

5 WARNINGS AND PRECAUTIONS

5.1 Severe Allergic Reactions

Appropriate medical treatment must be available to manage possible anaphylactic reactions following
administration of JYNNEOS. Persons who experienced a severe allergic reaction following a previous
dose of JYNNEOS or following exposure to any component of JYNNEOS may be at increased risk for
severe allergic reactions after JYNNEOS. The risk for a severe allergic reaction should be weighed
against the risk for disease due to mpox.

5.2 Syncope
Syncope (fainting) has been reported following vaccination with JYNNEOS. Procedures should be in
place to avoid injury from fainting.

5.3 Altered Immunocompetence
Immunocompromised persons, including those receiving immunosuppressive therapy, may have a
diminished immune response to JYNNEOS.

5.4 Limitations of Vaccine Effectiveness
Vaccination with JYNNEOS may not protect all recipients.
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6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a vaccine cannot be directly compared to rates in the clinical studies
of another vaccine and may not reflect the rates observed in clinical practice.

The following adverse reactions have been observed in the clinical studies of JYNNEOS that support
the EUA. 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 JYNNEOS (7,093 smallpox vaccine-naive
and 766 smallpox vaccine-experienced individuals).

Solicited Adverse Reactions

Solicited Adverse Reactions Following Subcutaneous Administration to Smallpox VVaccine-Naive
Individuals

The safety of JYNNEOS administered subcutaneously in smallpox vaccine-naive individuals was
evaluated in Study 1 [1], a randomized, double-blind, placebo-controlled study conducted 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. Both JYNNEOS and
placebo were administered subcutaneously as a dose of 0.5 mL.

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.

In Study 1, subjects were monitored for local and systemic adverse reactions using diary cards for an
8-day period starting on the day of each vaccination. The frequencies of solicited local and systemic
adverse reactions following any dose of JYNNEOS are presented in Table 1.

Table 1: Percentages of Subjects with Solicited Local Injection Site Reactions and Systemic
Adverse Reactions within 8 Days Following Any Dose of JYNNEOS in Adults 18 to 40
Years of Age, Study 1*

Reaction JYNNEOSH Placebo
N=2943 N=980
% %
Local (Injection site) -- -
Pain 84.9 19.1
Pain, Grade 32 7.4 1.0
Redness 60.8 17.7
Redness = 100 mm 1.5 0.0
Swelling 51.6 5.6
Swelling 2 100 mm 0.8 0.0
Induration 454 4.6
Induration = 100 mm 0.3 0.0
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Reaction JYNNEOSH Placebo
N=2943 N=980

% %
Itching 43.1 11.7
Itching, Grade 3° 1.6 0.2
Systemic -- --
Muscle Pain 42.8 17.6
Muscle Pain, Grade 3° 2.6 0.7
Headache 34.8 25.6
Headache, Grade 3P 2.4 2.1
Fatigue 304 20.5
Fatigue, Grade 3° 3.0 1.3
Nausea 17.3 13.1
Nausea, Grade 3P 1.5 1.2
Chills 10.4 58
Chills, Grade 3P 1.0 0.3
Feverc 1.7 0.9
Fever, Grade = 3¢ 0.2 0.0

XNCT01144637

@ Grade 3 pain defined as spontaneously painful

b Grade 3 itching, muscle pain, headache, fatigue, nausea and chills defined as preventing routine daily activities
¢ Fever defined as oral temperature =2 100.4°F (= 38°C), Grade = 3 fever defined as = 102.2°F (= 39.0°C)

4 JYNNEOS was administered subcutaneously as a series of two doses (0.5 mL each dose), 4 weeks apart.
N=number of subjects

In Study 1, the majority of solicited local and systemic adverse reactions reported with JYNNEOS had
a median duration of 1 to 6 days. In general, there were similar proportions of subjects reporting
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%).

Solicited Adverse Reactions Following Subcutaneous Administration to Persons Previously
Vaccinated with a Smallpox Vaccine

Three studies (Study 2, Study 3, and Study 4, [2-4]) conducted in the US and Germany evaluated the
safety of JYNNEOS in 409 persons previously vaccinated with a smallpox vaccine who received one
or two doses of JYNNEOS, 0.5 mL administered subcutaneously (mean age 39 years, range 20-80
years; 59% women; 98.8% white/Caucasian; 0.7% Asian; 0.5% black/African American). Subjects
were monitored for local and systemic adverse reactions using diary cards for an 8-day period
starting on the day of each vaccination. Across all three studies, solicited local adverse reactions
reported following any dose of JYNNEOS were redness (80.9%), pain (79.5%), induration (70.4%),
swelling (67.2%), and itching (32.0%) at the injection site; solicited systemic adverse reactions
reported following any dose of JYNNEOS were fatigue (33.5%), headache (27.6%), muscle pain
(21.5%), nausea (9.8%), chills (0.7%), and fever (0.5%).

Solicited Adverse Reactions Following Subcutaneous Administration to HIV-infected Individuals

The safety of JYNNEOS in HIV-infected individuals was evaluated in Study 5 [5], an open label trial
conducted in the US that included 351 HIV-infected smallpox vaccine-naive subjects, 131 HIV-
infected subjects who previously received smallpox vaccine, 88 non-HIV-infected smallpox vaccine-
naive subjects and 9 non-HIV-infected subjects who had previously received a smallpox vaccine.
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Subjects in this study received 0.5 mL doses of JYNNEOS administered subcutaneously. The
racial/ethnic and gender compositions of HIV-infected smallpox vaccine-naive subjects and those
who had previously received smallpox vaccine were similar and overall were 17.0% women; 45.8%
white/Caucasian; 0.4% Asian; 33.2% black/African American; 19.0% Hispanic/Latino ethnicity; the
HIV-infected smallpox vaccine-naive group tended to be younger (mean age 37 years) compared to
those who had previously received a smallpox vaccine (mean age 45 years). Subjects had CD4
counts 2 200 and = 750 cells/pL at study entry.

Solicited local and systemic adverse reactions were reported at similar or lower frequencies in HIV-
infected smallpox vaccine-naive subjects as compared to those seen in non-HIV-infected smallpox
vaccine-naive individuals in this study.

In HIV-infected subjects with previous smallpox vaccine exposure, fever and chills 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.

Solicited Adverse Reactions Following Subcutaneous Administration to Individuals with Atopic
Dermatitis

The safety of JYNNEOS in smallpox vaccine-naive subjects with currently active or a history of atopic
dermatitis (AD) was evaluated in a multicenter, open-label clinical study (Study 6 [6]) conducted in the
US and Mexico that included 350 subjects with AD and 282 subjects without AD. Subjects in this
study received 0.5 mL doses of JYNNEOS administered subcutaneously. In the overall study 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).

Adverse Reactions Following Intradermal Administration to Smallpox Vaccine-Naive Individuals

The safety of JYNNEOS administered intradermally was evaluated in a clinical study (Study 7 [7]) in
the US with smallpox vaccine-naive subjects, sponsored by the National Institutes of Health (NIH),
which enrolled 191 subjects randomized to receive two intradermal (ID) doses of JYNNEOS (0.1 mL
each) and 167 subjects randomized to receive two subcutaneous (SC) doses of JYNNEOS (0.5 mL
each). Study vaccinations were administered 4 weeks apart to all subjects. An approximately equal
number of males and females were enrolled into each of the groups. Most subjects were non-
Hispanic and white, approximately 10% of the participants characterized their race as black and 4%
as Asian.

The frequencies of systemic and local adverse reactions reported in greater than 10% of subjects
within 15 days of vaccination are presented in Table 2.

Erythema at the injection site was reported by 81.4% and 99.5% of subjects in the SC and ID groups,
respectively. In the SC group this was reported as resolved within 14 days following the second
vaccine dose in all subjects, whereas in the ID arm 44% still had erythema at the end of this period.
At Day 180, greater than a third of subjects in the ID group continued to have minimal induration or
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erythema present on exam. Additionally, a few subjects receiving JYNNEOS on the ID arm developed
small nodules or discoloration at the injection site.

Table 2. Adverse reactions reported in >10% of subjects within 15 days following any dose

Reactogenicity event SC (%) ID (%)
N=166 N=190
Feeling Tired 49.7 51.3
Muscle Aches 41.3 30.4
Headache 43.1 41.4
Nausea 21.6 23.0
Change in Appetite 15.0 204
Chills 12.6 14.7
Joint Pain 9.0 17.8
Pain at injection site 91.0 65.4
Erythema at injection site 814 99.5
Induration at injection site 69.5 99.5
Itchiness 48.5 89.0
Underarm pain 18.0 20.9
Underarm swelling 6.0 10.5

Data were not available for one individual in each of the two groups

Serious Adverse Events

The integrated analyses of serious adverse events (SAEs) pooled safety data across 22 studies,
which included a total of 7,093 smallpox vaccine-naive subjects and 766 smallpox vaccine-
experienced subjects who received at least 1 dose of JYNNEOS and 1,206 smallpox vaccine-naive
subjects who received placebo only. Most subjects received JYNNEOS or placebo subcutaneously.
SAEs were monitored from the day of the first study vaccination through at least 6 months after the
last study vaccination.

Among the smallpox vaccine-naive subjects, SAEs were reported for 1.5% of JYNNEOS recipients
and 1.1% of placebo recipients. Among the smallpox vaccine-experienced subjects enrolled in
studies without a placebo comparator, SAEs were reported for 2.3% of JYNNEOS recipients. Across
all studies, a causal relationship to JYNNEOS could not be excluded for 4 SAEs, all non-fatal, which
included Crohn’s disease, sarcoidosis, extraocular muscle paresis and throat tightness.

Cardiac Adverse Events of Special Interest

Evaluation of cardiac adverse events of special interest (AESIs) included any cardiac signs or
symptoms, ECG changes determined to be clinically significant, or troponin-| elevated above 2 times
the upper limit of normal. In the 22 studies, subjects were monitored for cardiac-related signs or
symptoms through at least 6 months after the last vaccination.

The numbers of JYNNEOS and placebo recipients, respectively, with troponin-1 data were: baseline
level (6,376 and 1,203); level two weeks after first dose (6,279 and 1,166); level two weeks after
second dose (1,683 and 193); unscheduled visit, including for clinical evaluation of suspected cardiac
adverse events (500 and 60).
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Cardiac AESIs were reported to occur in 1.3% (95/7,093) of JYNNEOS recipients and 0.2% (3/1,206)
of placebo recipients who were smallpox vaccine-naive. Cardiac AESIs were reported to occur in
2.1% (16/766) of JYNNEQOS 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
between healthy and HIV-infected subjects in Study 5 and between healthy and atopic dermatitis
subjects in Study 6. A different troponin assay was used in these two studies compared to the other
studies, and these two studies had no placebo controls. The clinical significance of these
asymptomatic post-vaccination elevations of troponin-I is unknown.

Among the cardiac AESIs reported, 6 cases (0.08%) were considered to be causally related to
JYNNEOS vaccination and included tachycardia, electrocardiogram T wave inversion,
electrocardiogram abnormal, electrocardiogram ST segment elevation, electrocardiogram T wave
abnormal, and palpitations.

None of the cardiac AESIs considered causally related to study vaccination were considered serious.
6.2 Postmarketing Experience

The following adverse reactions have been identified during postmarketing use of JYNNEOS.
Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to vaccine exposure.

Cardiac Disorders: myocarditis, pericarditis

Immune System Disorders: hypersensitivity reactions, including angioedema, rash, and urticaria
Nervous System Disorders: dizziness, syncope, facial paralysis (Bell’s palsy)

General disorders and administration site conditions: injection site warmth, injection site vesicles

6.3 Required Reporting for Adverse Events and Vaccine Administration Errors
The vaccination provider is responsible for MANDATORY reporting of the following listed events
following JYNNEOS to the Vaccine Adverse Event Reporting System (VAERS):

* Vaccine administration errors whether or not associated with an adverse event

» Serious adverse events* (irrespective of attribution to vaccination)

» Cases of cardiac events including myocarditis and pericarditis

+ Cases of thromboembolic events and neurovascular events

*Serious adverse events are defined as:
* Death
+ Alife-threatening adverse event
* Inpatient hospitalization or prolongation of existing hospitalization
* A persistent or significant incapacity or substantial disruption of the ability to conduct normal life
functions
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* A congenital anomaly/birth defect

* An important medical event that based on appropriate medical judgement may jeopardize the
individual and may require medical or surgical intervention to prevent one of the outcomes listed
above

Instructions for Reporting to VAERS
The vaccination provider should complete and submit a VAERS form to FDA using one of the
following methods:
+ Complete and submit the report online: https://vaers.hhs.gov/reportevent.html, or
» If you are unable to submit this form electronically, you may fax it to VAERS at 1-877-721-0366.
If you need additional help submitting a report you may call the VAERS toll-free information line
at 1-800-822-7967 or send an email to info@vaers.org.

IMPORTANT: When reporting adverse events or vaccine administration errors to VAERS,
please complete the entire form with detailed information. It is important that the information
reported to FDA be as detailed and complete as possible. Information to include:
+ Patient demographics (e.g., patient name, date of birth)
* Pertinent medical history
+ Pertinent details regarding admission and course of illness
+ Concomitant medications
+ Timing of adverse event(s) in relationship to administration of JYNNEOS
» Pertinent laboratory information
+ Outcome of the event and any additional follow-up information if it is available at the time of the
VAERS report. Subsequent reporting of follow-up information should be completed if additional
details become available.

The following steps are highlighted to provide the necessary information for safety tracking:

1. In Box 17, provide information on JYNNEOS and any other vaccines administered on the
same day; and in Box 22, provide information on any other vaccines received within one month
prior.

2. In Box 18, description of the event:

a. Write “JYNNEOS EUA” as the first line.

b. Provide a detailed report of vaccine administration error and/or adverse event. It is
important to provide detailed information regarding the patient and adverse
event/medication error for ongoing safety evaluation of this unapproved vaccine. Please
see information to include listed above.

3. Contact information:

a. In Box 13, provide the name and contact information of the prescribing healthcare provider
or institutional designee who is responsible for the report.

b. In Box 14, provide the name and contact information of the best doctor/healthcare
professional to contact about the adverse event.

c. InBox 15, provide the address of the facility where vaccine was given (NOT the healthcare
provider’s office address).

Other Reporting Instructions

Vaccination providers may report to VAERS other adverse events that are not required to be reported
using the contact information above.

To the extent feasible, report adverse events to Bavarian Nordic toll-free at 1-844-4BAVARIAN
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8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

All pregnancies have a risk of birth defect, loss, or other adverse outcomes. In the US general
population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively. Available human data on
JYNNEOS administered to pregnant women are insufficient to inform vaccine-associated risks in
pregnancy.

The effect of JYNNEOS on embryo-fetal and post-natal development was evaluated in

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
a single human dose of JYNNEOS (0.5 mL) once prior to mating and on two occasions during
gestation. These animal studies revealed no evidence of harm to the fetus [see Datal.

Data

Animal Data

Developmental toxicity studies were conducted in female rats and rabbits. In one study, female
rabbits were administered a single human dose of JYNNEOS (0.5 mL) by the subcutaneous route on
three occasions: prior to mating, and on gestation days 0 and 14. Three studies were conducted in
female rats administered a single human dose of JYNNEOS (0.5 mL) by the subcutaneous route on
two or three occasions: prior to mating, and on gestation days 0 and 14; or prior to mating, and on
gestation day 0O; or on gestation days 0 and 6. No vaccine-related fetal malformations or variations
and adverse effects on female fertility or pre-weaning development were reported in these studies.

8.2 Lactation

Risk Summary

It is not known whether JYNNEQOS 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
or from the underlying maternal condition. For preventive vaccines, the underlying condition is
susceptibility to disease prevented by the vaccine.

8.4 Pediatric Use
The safety and effectiveness of JYNNEOS have not been assessed in individuals less than 18 years

of age. The FDA has granted an EUA for the emergency use of JYNNEOS for active immunization by
subcutaneous injection for prevention of mpox disease in individuals less than 18 years of age
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determined to be at high risk for mpox infection. This authorization is based on safety and
effectiveness data from clinical trials in adults and efficacy data from animal challenge studies and
historical data with use of live vaccinia virus smallpox vaccine in pediatric populations.

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).

Clinical studies of JYNNEOS did not include sufficient numbers of subjects aged 65 and over to
determine whether they respond differently from younger subjects.

11 DESCRIPTION

When thawed, JYNNEOS (Smallpox and Mpox Vaccine, Live, Non-replicating) is a milky, light yellow
to pale white colored suspension for subcutaneous injection.

JYNNEOS is a live vaccine produced from the strain Modified Vaccinia Ankara-Bavarian Nordic
(MVA-BN), an attenuated, non-replicating orthopoxvirus. MVA-BN is grown in primary Chicken
Embryo Fibroblast (CEF) cells suspended in a serum-free medium containing no material of direct
animal origin, harvested from the CEF cells, purified and concentrated by several Tangential Flow
Filtration (TFF) steps including benzonase digestion. Each 0.5 mL dose for subcutaneous
administration is formulated to contain 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 (< 20 mcg), protein (< 500 mcg), benzonase (< 0.0025 mcq),
gentamicin (< 0.400 mcg) and ciprofloxacin (< 0.005 mcg). Each 0.1 mL dose for intradermal
administration contains one-fifth of the ingredient content of a 0.5 mL dose.

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

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

JYNNEOS is an attenuated, live, non-replicating smallpox and mpox vaccine that elicits humoral and
cellular immune responses to orthopoxviruses. Vaccinia neutralizing antibody responses in humans
were evaluated to establish the effectiveness of JYNNEQOS for prevention of smallpox and mpox.

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

fertility in animals. Developmental toxicity studies conducted in rats and rabbits vaccinated with
JYNNEOS revealed no evidence of impaired female fertility [see Use in Specific Populations (8.1)].

13.2 Animal Toxicology and/or Pharmacology
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The efficacy of JYNNEOS to protect cynomolgus macaques (Macaca fascicularis) against a mpox
virus challenge was evaluated in several studies. Animals were administered Tris-Buffered Saline
(placebo) or JYNNEOS (1 x 108 TCIDso) sub-cutaneously on day 0 and day 28. On day 63, animals
were challenged with mpox virus delivered by aerosol (3 x 10° pfu), intravenous (5 x 107 pfu) or
intratracheal (5 x 10° pfu) route. Across all studies, 80-100% of JYNNEOS-vaccinated animals
survived compared to 0-40% of control animals.

14 CLINICAL STUDIES
14.1 Vaccine Effectiveness

Vaccine effectiveness against mpox was inferred from the immunogenicity of JYNNEOS in clinical
studies and from efficacy data from animal challenge studies. [see Nonclinical Toxicology (13.2)]

14.2 Immunogenicity

Immunogenicity Following Subcutaneous Administration to Smallpox Vaccine-Naive Individuals

Study 8 [8] was a randomized, open-label study conducted at US military facilities in South Korea to
compare the immunogenicity of JYNNEOS to ACAM2000 in healthy smallpox vaccine-naive adults 18
through 42 years of age. Subjects were randomized to receive either two doses of JYNNEOS
(N=220) administered subcutaneously 4 weeks apart or one dose of ACAM2000 (N=213)
administered percutaneously. 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 ACAM2000, respectively).

The primary immunogenicity endpoint was geometric mean titer (GMT) of vaccinia neutralizing
antibodies assessed by PRNT at “peak visits” defined as two weeks after the second dose of
JYNNEOS and four weeks after the single dose of ACAM2000. Analyses of antibody responses were
performed in the per-protocol immunogenicity (PPI) population, consisting of individuals who received
all vaccinations and completed all visits up until the peak visit without major protocol violations
pertaining to immunogenicity assessments. Table 3 presents the pre-vaccination and “peak visit”
PRNT GMTs from Study 8.
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Table 3: Comparison of Vaccinia-Neutralizing Antibody Responses Following Vaccination with
JYNNEOS or ACAM2000 in Healthy Smallpox Vaccine-Naive Adults 18 through
42 Years of Age, Study 8%, Per Protocol Set for ImmunogenicityY

Time Point JYNNEOS? (N=185) ACAM2000° (N=186)
GMT® [95% CI] GMT® [95% CI]
Pre-Vaccination 10.19.9, 10.2] 10.0 [10.0, 10.0]

Post-Vaccination

“‘Peak Visit™y

* NCT01913353

¥ Per Protocol Set for Immunogenicity included subjects who received all vaccinations, completed all visits up until the
specified “peak visits” (two weeks after the second dose of JYNNEOS or 4 weeks after the single dose of
ACAM2000) without major protocol violations pertaining to immunogenicity assessments.

a2 JYNNEOS was administered subcutaneously as a series of two doses (0.5 mL each dose), 4 weeks apart, and
ACAM2000 was administered percutaneously as a 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,
respectively.

¢ Non-inferiority of the “peak visit” PRNT GMT for JYNNEOS compared to ACAM2000 was demonstrated as the lower
bound of the 1-sided 97.5% CI for the GMT ratio (JYNNEOS/ACAM2000) was > 0.5.

N: Number of subjects in the specified treatment group; GMT: Geometric Mean Titer; 95% Cl: 95% confidence interval,

lower limit and upper limit.

152.8°[133.3, 175.0] 84.4¢[73.4, 97.0]

PRNT GMTs were also evaluated at pre-specified time points post-vaccination and prior to the “peak
visits”. The PRNT GMTs at two and four weeks after the first dose of JYNNEOS (prior to the second
dose), were 23.4 (95% CI: 20.5, 26.7) and 23.5 (95% CI: 20.6, 26.9), respectively. The PRNT GMT at
two weeks after the single dose of ACAM2000 was 23.7 (95% ClI: 20.9, 26.8).

Immunogenicity Following Intradermal Administration to Smallpox Vaccine-Naive Individuals

In a clinical trial (Study 7 [7]) conducted in the US with smallpox vaccine-naive subjects and
sponsored by the National Institutes of Health (NIH), 191 subjects were randomized to receive two
intradermal doses of JYNNEOS (0.1 mL each), and 167 subjects were randomized to receive two
subcutaneous doses of JYNNEOS (0.5 mL each). Study vaccinations were administered 4 weeks
apart to all subjects. An approximately equal number of males and females were enrolled into each
of the arms. Most subjects were non-Hispanic and white, approximately 10% of participants
characterized their race as black and 4% as Asian.

Following vaccination with JYNNEOS administered subcutaneously and intradermally immunogenicity
was evaluated using 4 different assays. Plaque reduction neutralizing antibody titers (PRNT) were
obtained using assays performed at St. Louis University (SLU) and Bavarian-Nordic (BN), and
enyzme linked immunosorbent assay (ELISA) values were obtained from assays conducted at SLU
and BN. The development of the immune response to JYNNEOS over time following subcutaneous
and intradermal administration was nearly identical, and the log2 transformed peak titers obtained
following intradermal administration were non-inferior to those obtained following subcutaneous
administration (Table 4).

Table 4. Comparison of logz transformed peak titers following SC and ID vaccine
administration
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Assay SC peak titer ID peak titer Difference 97.5% CI

SLU PRNT 8.37 8.36 0.005 0.43,0.44
BN PRNT 5.63 5.90 -0.27 -0.77,0.23
SLU ELISA 9.66 9.52 0.14 -0.21, 0.49
BN ELISA 9.59 9.57 0.02 -0.31,0.35

Cl, confidence interval
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Package of 10 single-dose vials
(Package NDC number: 50632-001-03; Vial NDC number: 50632-001-01)
(Package NDC number: 50632-023-02; Vial NDC number: 50632-023-04)

Package of 20 single-dose vials
(Package NDC number: 50632-001-02; Vial NDC number: 50632-001-01)
(Package NDC number: 50632-022-02; Vial NDC number: 50632-022-04)

16.2 Storage Conditions

Keep frozen at -25°C to -15°C (-13°F to +5°F).

Store in the original package to protect from light.

Do not re-freeze a vial once it has been thawed.

Once thawed, the vaccine may be kept at +2°C to +8°C (+36°F to +46°F) for up to 4 weeks. Certain
lots may be kept at +2°C to +8°C (+36°F to +46°F) for up to 8 weeks?.

After first puncture vial can be stored at +2°C to +8°C (+36°F to +46°F) for up to 8 hours.

Do not use the vaccine after the expiration date shown on the vial label.

2 Only certain lots may be held at +2°C to +8°C for up to 8 weeks. To confirm that a given lot may be held at +2°C to +8°C for up to 8 weeks , please
verify that the lot is listed on this web page: https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-regulatory-and-policy-
framework/expiration-dating-extension#tmpoxvaccine. If the lot number is not identified as being eligible for the 8 week hold time on this page,
then the vaccine may only be kept at +2°C to +8°C (+36°F to +46°F) for up to 4 weeks.
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17 PATIENT COUNSELING INFORMATION

As a healthcare practitioner, you must communicate to the patient and/or caregiver information
consistent with the “FACT SHEET FOR RECIPIENTS AND CAREGIVERS” and provide them with a
copy of this Fact Sheet prior to administration of JYNNEOS.

Advise vaccine recipient to report any adverse events to their healthcare provider or to the Vaccine
Adverse Event Reporting System at 1-800-822-7967 and www.vaers.hhs.gov.

This product’s labeling may have been updated

This Full EUA Fact Sheet may have been updated. For the most recent Full EUA Fact Sheet, please

see https://lwww.fda.qov/media/160774/download.

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

Revised: December 2024
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ETEREENSRERAESERZERGRIESE  JYNNEOS ( XTEE M EEH - EHREH
Bi - EERE ) SEESERARE - AREXIEE M BRI S E MR EFRS AR (PR ER)

ESERARE (EUA) ZER

IEESIHZ EUA ER - REZEHERE EUA EB JYNNEOS B
FIREZFAEN - FHUSEMLE JYNNEOS EEMEREEXAS
ERZTREERGRE -

KTESEEAESA JYNNEOS ( XTEE M =& @ EitResH
B - JFERE ) BIFR

EUA RIAIEHERH : 2022 %8R

EUA S#MRHEHE : 20245 12 8

RHpEEEE
LLEETEEIE (5.2) 2023 £ 10 BEH

B2EREE

EEENEYEERF (FDA) ESHETIER - BHEBEXFER
JYNNEOS ~ Z& & FfE# (EUA) :

* H¥ K 18 BMWREREKR M ENERERERE - BBHR T
WA ETEN M BERAZEHRE ;
* #HEH 18 BEULERESRRE M ENSEMREE - BBNNK

EFMASETEN M BERAZEHRE - (1)
JYNNEOS [&RES L3 MBIt -

BEZE=EA JYNNEOS IEM BB RN EMMER M &/

HiEH - FLREEEEASEHZREARMBE -
RERAE
Kiw 18 mMNRESVE ¢

PRI NIESS -
* EEME (SH 05mL) - BEIRERE
18 BEMULENBVERMA :
PRAEI RAESS -
° EEME (8% 01mlL)  SEERE

438 (21-22)

438 (21-22)

ks g

S RER - SE/VR (vial ) ZEBIE (0.5mL) - ARKR 18
5 FHRTES, H2&Z5 BI(SH 01mL) - AR 18
BULEBVDERBMANEARES © (3)

===
s5250

R JYNNEOS FR#kiZ#E EUA ho]BVSHABIRER SR BKIR AR
EEZRE - (4)

rRERE

s EAREEEBRITEEMBEMAD - E T X5 JYNNEOS
% BRER (> 10% ) KSR ERHARKEE ( solicited
injection site reactions ) &% (84.9% ) - 4L (60.8% )
MEAR (51.6% ) - 1E#R (45.4% ) FIRE (43.1% ) ; RBERH
2EBARRERINARKRE (428%) - 55 (348%) - K
(304%) ~ 18D (17.3% ) F8% (104%) - (6.1)
EAERMFEBEBRICEENREEMAS - B TE5 JYNNEOS
B RER (> 10%) WIRSMURELHIARRERBZA
(80.9%) -~ ¥&%E (79.5% ) - WEHR (704% ) ~ HEFR (67.2% )
HMIEE (32.0%)  RERNEBARKRERES (33.5%) -
FESE (27.6% ) MAPOEFRE (21.5%) - (6.1)
ERE HIV A MBEEMMEEXRNEAS - &E TS
% HIREMAETEARREERRAERENAPBREIINIE
RAHAAM - (6.1)
ERSEBBRICEENREEMAD - KAESH JYNNEOS
% RER(>10%) WARRERIHEMUIA (99.5%)
SESERAIEESR( 99.5% ) BIE( 89.0% ) X HTEIRE( 65.4% )
REBE®E (513%) - B8R (414%) - IAKRE (304%) -
B (23.0%) ~ iR F&ERE (209%) - BRAE: (204%) -
BEE (178 %) ~ %% (147%) FEETER (105%) -
(61)
WEEREEREMAZER - FFE—RZE(regular approval)i2
F - IEEEETEESH - DIARZEMNZEHEN - EREE
ABEKE "M EEE JYNNEOS®ERREBAE , RE - BRE
SRR - AR / HERTRE— iRt -

BE
m

SRIFBENREE 2ERRES
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B> 821 %,

84/
1 JYNNEOS ZEZfER#EH#E (EUA) 85EFA
2 RiEkAE 11 iR
2 1B BREAERH 12 ZOGERH
228 ARE 12.1 fEFIM%EE
3 RIRBEZE 13 FERARBIEE
RTIE 13.1 BEFR - BRFER - £BEHXE
EEMIRER 13.2 BB / NEEEE
51RERHNE 14 ERAREERERY
528 14.1 BEEY
5.3% &R Nl 14.2 RBRY
5.4 BB IR 15 2ER
6 FRRME 16 BRRFHFF
6.1ER R BRAE R 16.1 B%
6.2 EHEER 16.2 fEFIRMG
63NRETRRNARSHMEBEEER - 17 WA ERE
8 NWHRBEHZIREE *IEERARSIHE EUA MR Z E8iE/\Ei -

8. 1182

BEREEASERZTREMRSRAS

1.2SFERRE
ZERmEYEERS (FDA) BEHEE NIER - EER JYNNEOS SmEBEERMEE (EUA):

ot ¥I7RIm 18 M E B M BRSEREE  BBNR NEFNINETEN M BRRZEEHRE ;
ot ¥ 18 LI LR ER R M ENSEREE - BEANNEFNSAETEN M BERRZEHRE

JYNNEOS EARERS LA RRMZAE -

EMENARBERSSHHE - E2=5EH JYNNEOS AEH

£ 3-17 ReGEREIE - B M ERSHAZLIERRERBNIGEE - WIKFEBEFEALD - EiR4DZ - ZKaMiR
BERVPEER - RS AR A - M DI RE SR EE B SV - IREEL RN —EIEMI - Lo BED ANEERT S B4 -
BAA—EGHIRBRAIROEMN (A1 : 8% - MELEKX - 25AE - IEEER ), WRERERINCES
HIR (B0 WElETRE - SEREW ) M ENERRBEBESERAIERFBEN - Ao - BRIZERER
NREaEEREINERERMWAD - EERIN M EREHE - M ENRAMNEZEBRAINFRERERZ -
BRERKNEE -

ZEBERAHRBHARERR 2022 £ 8 B 9 HEM :
oL M BN ARBEESSH ABIEEREE M ERSHEN A AHBERSSH (B
FREFERLZARIIIEEARORENEZ S ;
oENIEH - #IRANFEN N ESRECHERZSER -
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EUA 2 FDA ERENER T ( BREARR - EXERERAHEKBHHBREMZENARBEZESSH X
WO BEERENARBERZSEN  SREIERLZZARINEELERENRENZE - B AKEIEYRIRIHZ
RIRSENEREET ) REEXBEESERBAREENER  NCEBZENEM (BIER - EYRBNE
Bt ) AREARZERNRLE - 88 EUA RORERS -
o ZEYRIRIBEEERBREN B REMIERIHET ;
oERINITAIARIRIERERE (MMRIAE - BREKRERDHERFHRNMASERER ) AEAME
» ZEMUBEYLANZE  AENBHERE - B REMIERIFR ;
» BEVRRCUEEHANERBRBNAZER  ZERNWCNIEERE - ERARSEH - RRHEAEIEE
FREEER - BB EMNCHAEERER
ORARE « RiBtE - INSHNENER - JHARZE - BhsUaRIt—RENBREMNERAAER °

o

B EUA BEREERNEREREN

JYNNEOS #1ZERR 18 M EWRERBEXRIEH M ENSAERAEA - IFERFRTES M BEREE - #1¥ 18
I ERA - JYNNEOS ZEBRANMESER 2 B(8E 05mL)  UENFERWARIMT 2k 4 B8 -
ACAM2000 ( X7t M B8 H - EHREEN ) ©F FDA ZERRTES AMREN M EREE - 28 - B8
ACAM2000 ZEHEZECREE HIRREHRE @ SNEERERTEZREEHZENER -

B8 JYNNEOS AR M EMEERIFFREN - 528 www.clinicaltrials.gov -

2 RERAES
Kim 18 mNRERFVF : UMK TES -
18 mULEMNBLPERKA - LURAES -

2.1 TISHEAEERH

Kowm 18 mRERSVF : HEMA (88 05mL) - SEIER 4 8B -
18 mULNBVERBA  HEME (25 01mL) - SHIEBRE 4 B -

2.2 EHEE
FRABREEBRESR - BRE - BEAGFEWR +2°C ~ +8°C (+36°F ~ +46°F ) WIRIET 438 - 85
HEERROBE DI FER +2°C £ +8°C ( +36°F £ +46°F ) HNIRIEFE8 B - FEMSR °

hu|

fRR1Z - JYNNEOS RIB®  X=BIAKABINRZBFR -

EARKMABBAFHER N - IPBCERENEREFEMRN  BERREEGLRBZBNNECNIBE - F4
RE—EBK  B2OEMAZES -

EARFERERS 30 MUULE - WU—REFDESHREBR/HE -

HR Kw 18 mNTRERSVFUR P EFETERE
HEY 0.5 mL WEEZEE T RPETES - M NEFRANET JYNNEOS pyEfE - BiX 1 L FROSE
5 EEEENARAISMIEM ; B 1 £ 17 mNRERSVE - EFEERLE (=AM ) 81 -

B 18 WU LBV ERMAULRANEFETER
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HEY 0.1 mL MBS EEETHRPETEH - DUEIEE (low dead volume ) R EEIZRH / SiEtER - #EE—/)
i (vial ) PHREY 5 El (EE 0.1mlL ) ETHRAES - EERFETHRMETTE - JpefAEE—/NRim 5
Fl - e L s e BRRVEREL BT

oZEIMAZA 0.1mlL K& -

oE/NRPRIEBHEHEEAEEEIE (01 mL) BR/NMNERERBHNEEEE -

o F IR LB/ N PRI EERESER -

oERIZF/NRHMENEIER  BHRAZEMAT  BREFMAE +2°C £ +8°C(+36°F £ +46°F) WIRIT T -

WHEF—RRFEREN 8 N\FARKZEE -

JYNNEOS BURAESHANETER  BREERABENERMN (R|) -

3 mBHSE

JYNNEOS RS ABFR - BRE NEFHEER 05mL - BREAEFHNEER 01mL -

4 ZEZIE
R1E JYNNEOS FRr#fiZtE EUA oIS ARER - RBRRMERANERIE

EREIEER
5.1 BEBHRRE
FEEMR JYNNEOS TJEESIERVBEIRIE - FEFaRIF Y EAAE - ZATZEERA JYNNEOS =U##8 JYNNEOS
B - MEIREERERBRERIA - & JYNNEOS BREREBYNREIEMERS - EREBHRERKT
5 M EFr5IRBEmRER ZE - BEEES -

5.2 BR
WERLERE JYNNEOS EEEEHIREM (824 ) E - BREEERFIER2EMMZE

5.3 EmAENE
SENBEET (OEEBREMEEAR ) KA - % JYNNEOS %% KM s &E

5.4 EEBEUZRE
#1& JYNNEOS AUFRFPIAZEBEEILUFEIRE -

6 ARKE

6.1 RARFBER

AREARRBETHREEESRR  RItERHEERARPEERINARREEER - BXES —ERENER
ARERETICR -  HAHRSINEREERT JEAZT - -

2 #5 EUA B9 JYNNEOS BRI S - BERI N IARRIE - ZEERAGBRTEEE 7 22 BEMRUABH

7,859 & (F#TR 18 £ 80 mz@ ) #XE 1 HLIE JYNNEOS BIA (7,093 ZAREEEBRICEEN
766 ZRFEEBAXRTTEHEAIA) -
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RECETRRE

AEEBBRTERBEUN NEFETERR - HIRMNRELCHEABRE

M 1 [1] fHE Y ERSBERBRICEERAD - JYNNEOS DI MEETERERNZEN - 2 RETRIE
URERE - B—IRERK - €5 ULEBFAHNRARNME - BL 18 £ 40 % ABEBBRICEENRAZ
EZMAE JYNNEOS( N=3003 )zt M=% Tris #&EE/KAR( ZRE - N=1002 )r0Es - mEEHERS 4 8 -
JYNNEOS MZ R 0.5 mL BEK FEHNF N ERE -

BEMAGENTIERS 28 5, 479% NEHEREMN ; 774% BEA/BMEA ~ 17.8% ®RFEAN /FH
EEIA-1.9% /BEDMA~0.5% BEMEEZA / WHHMRER 04% "BEEE / B CHETENRER
1.9% REMEREEE; 114% NEHERAENT S /1T 5 - £57 JYNNEOS AMLBE A ADGRBEEL -

EME 1 P SHEBESREEHEER 8 RWHBEA - EEAZEYHE (diary cards ) EAFHHZEHAR

[2fE - %= 1 SIHERER JYNNEOS (HIEIE ) & - LIREHNEZMRECHEARRBRIER -

& L:EWHE 1 7P 18 E 40 mMAEEE JYNNEOS (EUEIE ) # 8 RpvHIER -
HIRESEMI (B8 ) NESMRELEARREZESLE

FRRFE JYNNEOS® L R
N=2943 N=980
% %
B8 (E5IEBAI) -- -
3 84.9 19.1
B —4R 74 1.0
B4 60.8 17.7
841 2100 mm 1.5 0.0
fERR 51.6 5.6
fERR =100 mm 0.8 0.0
B 454 46
FE#% =100 mm 0.3 0.0
RE 431 11.7
RE ZHR° 1.6 0.2
254 -- --
AT 42.8 17.6
MAERE  =&° 26 0.7
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FRRE JYNNEOS® LRI
N=2943 N=980
% %
BB 34.8 25.6
B =HR° 24 2.1
e 304 20.5
ks I 3.0 1.3
M52 /Cn 17.3 13.1
B - 4R P 1.5 1.2
8% 10.4 5.8
8L ZHRP 1.0 0.3
B C 1.7 0.9
BlE. > =€ 0.2 0.0

X NCT01144637
¢ CHRRENEERABREMRE
b pRE  AKE - BE  BY  BAOMRANEERPEIBEES
¢ BENTEEAOMEE >21004°F (238°C) = =MRBEMNEES =102.2°F (=239.0°C)
4 JYNNEOS AR E T tstEiEmn (S5 05mL) - MERKERE 4 BrsXET -
N = ZHEAH

MR 1 5 - #%E JYNNEOS & - A BBNSHNEEURECHEARRBFHEREPUER 1 £ 6
R-EEMNS EXOUEBRNEANEEURECHARRED - LEBIZEES 1 B JYNNEOS M5 2 EE -
BREAERERENARREBLEAIMEM - EPNEIINSESEMUNZR - #EH 1 BIEBHRWLES (79.3%) &
RIEESE 2 & (69.9%) -

TR BEEBRTTERBEMUE NEFETERR - HIRNRECEABRRE

EXEMBEET=IRMI (FFE 2 3K 3 FAR 4 [2-4] ) fHE 7 - 409 RIERBEEBXRTEEL
MR N ESW G N iEE—EgimA 0.5 mLJYNNEOS BIA( FHEFES 39 5 - & 20-80 5%, 59% /UM,
98.8% ™BA/BMAREA; 0.7% BEDMA ; 0.5% "/FEA /FEEEA ) - #E JYNNEOS WL EM - ZalE
EEREEERERZ 8 RHMEBA ZEAEYHFENSHNEESMARRE EE=IRMFRF #EE JYNNEOS
(HIHE )& BREFEULIRNBEHRECHFARRERZEL(80.9% ) ~ &E(79.5% ) ~ 18R (70.4% )
FEAR (67.2% ) AIIBJ& (32.0% ) ; @ JYNNEOS (EUHIE ) & - BRERNESURECHARRES
55 (33.5%) ~ §8%% (27.6% ) ~ MLAKR (21.5%) ~ B (9.8%) ~ 3% (0.7% ) M 3)& (0.5%) -

BUERHIVEBEMUE MIGETERER  HDRNRECHEABRRE

B3E 5 FRMAECER HIV E3ERE JYNNEOS MZZEM [5] - 2t FETRMBAUNER - B—IRFERE AR
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(Open—label trial ) - EPMAT 351 BER HIV BAREFEBXICEENREE - 131 BEER HIV BX

AIRAEBEBXTREENZHE 88 RERR HIV BEAREEBBRICEENZAE M 9 BAREGEFE HIV B
TR BAEBBXTERENRAE - AMARZRHEBLUE MESGI - X JYNNEOS 0.5 mL BlE/viERE - &
B HIV 15515?;@ BRIEEENRHEN TR RERBRICEENRAEZE - HiERK / BEEHRIRAD
ALl 2EIEMS - 17.0% /XK ; 45.8% BBEA /BMRA ; 04% RBEEMA ; 33.2% BEAN / FE=HE
AN 19.0% BEVIFE /T & ; B HIV BEp88ERBeXIcamEriB—=a((FHEFRSD 45 5 )M
ABEEBXTEENI—HBRSERATE (FTHFRS 37 i) - EMEHEGEE - RaEr0 CD4 MEIREE
BT 200~750 {EAAE / uL & -

EAMARD - BRBRE HIV BARBEREBBXITEENIHEMELE - R HIV BARBERBBXITEENRHE
ERESES R ER A R & E_ERBRIBRAB LIS EIE -

FERCR HIV B BAEBBXRTREENZEHED - BREAENZLHNBERDASD 1.5% M 84% - EIL—2
feth - BIHEMBNNAEESMRELHEARRBIRRENT 2-4 PAREEF HIV  BEAZSEEBXICER
RREEMREL -

BEEMNMRBRBEUR NEFETERR  LIRNBECELABRRE

3% 6 [6]FHhE Y EIRAENEATZAERMMRERX (AD) ~ BARZEBBXTEEENZHAET - JYNNEOS W%

M M FRETIOMEUNREEMERNS  H—IRZ PO - FEREEERORKRMI - AT 350 /A AD B
REM 282 BABEREB AD WRHAEE - AMENRHEBLIK M EFHGFERE 0.5 mL BIE/ JYNNEOS -
EEMFENZHABFIFRS 27 5 ( HBE 18-42 5 ) - XAEDP 59.0% /LM - 394% KREA/SMRA -
10.9% RIDMA ~ 9.0% BEAN/ EBEEBIA - 22% REMARE - 384% Ey@iﬂ%‘?ﬁ /AT - /A AD H
REBEERB AD IREEAOGEAL - EXMAD - BF AD WREAENABERE AD WZHE - £/
RESURECHEARRE LRBEHRARAL - EPrIBISNSRA (FB AD % 61. 2%1‘9@75"5&“3%% AD
% 493%) - ik (/B AD & 52.2% HERABERE AD & 408%) - %% (/A AD & 15.9% HE
R RBERE ADE 78%) - MiERE (BB AD&E 47.2% HENRAZERE ADE 348%) -

AEBEEBATEEEEURANTHETEREE  LIRNAEBRE

—IRERARIAF (MR 7 [7] ) fEHE TR AESTRIT S - 1218 JYNNEOS L2 - 2 S TRIM B A1 A 3E
HER/AREBBRTEENRHE  ZMAEEEBEREER (NIH) BB - B EE?;:.%Z%%K%LXEWE%
(191 %EEﬁ%)&EI‘ﬁ”‘I JYNNEOS (8% 0.1 mL) - st MEFRIS (167 RRHE)EEM L
JYNNEOS( ZE| 05 mL) - FiERuEZEEENEEERMEER 4 B SEPHOSHNZEABARESE -
REZHREAEBRFENTEHEA - KK 10% NSEZEMERER/EAN - 4% BHEBIMA -

EREHEEN 15 XA RulZERREHNESUARREBRERBE 10% & - K& 2 PIIL -
R NESFEMEAEFTEAD - 2BIE 814% M 99.5% WSHEBBEH T U HIRLAN - £LF MEFAED -

FIBEANARRBEZEESE _HIEEEN 14 RAHCSERR , BERANESHE - B 44% NWAEKBERI[
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BINBELAN - £5% 180 Xy - KNEHETABB =222 —HNXAEERER - DBEBEMAESRAD -
IESN - RRAESAER— LR A - ST LIR /B

* 2 EETEA-EEEEN 15 XA - 88 >10% WARKRE

REREEH BTES (%) RAES (%)
N=166 N=190
KB E 49.7 51.3
ISP 41.3 30.4
FEbE] 43.1 41.4
IFYIS 21.6 23.0
BREME 15.0 20.4
E:954 12.6 14.7
A B R 9.0 17.8
SRR R 91.0 65.4
SEETERNIATBE 81.4 99.5
EETERNIRE LR 69.5 99.5
BE 48.5 89.0
& N 18.0 20.9
i ™ AR 6.0 10.5

MEPEZE—EANERFENGE

BEELRFH

BREARSMN (SAE) WGEENITESY 22 BMANZEZER - P EFE 78 7,093 2ARBEEBXRICER
MXEZE - A 766 &ERER 1 B E JYNNEOS KIitEEAMZEE - M 1,206 ZBABEEBRTEBEHERA
ERZHANZHE - ﬁﬁﬂ’\ﬁﬁéﬁit%i@u)ﬁ?&%ﬁ’]E‘E - %% JYNNEOS % EH - REARSBHMENR -
B —REBRMIEE ZHRE - RE—REBMAEEEEDNER -

EARGEBBRTEENSEHET - B 1.5% #1E JYNNEOS AR 11% #HRLZREMNABR T RELRSE
- EEEBXTEE  BMRPLIBELRBHBHANZGHED - A 2.3%Z A EEHEE JYNNEOS &M@ 1 &
BEAREH - EMBENTAES - A 4 SR mENBREEARSHEZBIRER JYNNEOS ZEWRERE G - 5
hBEBRELCE ( Crohn's disease ) ~ $8PAAJ& % ( sarcoidosis ) ~ ARSMNILESEE ( extraocular muscle paresis )
AMEIRESSE -

1552 TR0 EFH

FRIFENAROIMESH (AESIs ) BT - BFEAAROMEEISER - BERASERNOEE(ECG)E1E -
MUREBEIER LR 2 ZROOAMESES- (troponin-l) 7t « £E 22 BEMIED - REBERE —TIEEN
FEEEANEAMN EWHBEA - St EOMERBEICERET F&R/ -

7@ JYNNEOS MLRHmAS -  BEALNNBES-1 EROABDAS  BEAR (6,376 M 1,203) ;
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EREFS-HIMBERIAR (6279 M 1,166) ; #EE_HMARNAR (1,683 A 193) ; FFFEHAEZ (&1
HERUARDMESHROERRAS ) RE (500 #1 60) -

EBWAOBRIEEIAROMES KD - #18 JYNNEOS HEBHWES 1.3% (95/7,093) ; #ERLHBBARZE
BBXICEERBREAS 0.2%(3/1,206 ) ; #1E JYNNEOS HEREBXICEENE $I§77% 2.1%(16/766) -

#7& JYNNEOS WAZFIUEER SN EAROMESH ERR/EMBMASD 7 28 fIEERER
BE - AFEERNOMASEER-| A5 MR 5-AE Y 482 BER HIV WREEN 97 BRENRHE
LIRSS 6 - BE Y 350 BRAEEMMNBERIORHAEN 282 2EENZHE - £RERAKFRTER 58
127 %% JYNNEOS MIAMAEE HEEEEEARERROINNSED-| ASBBIERE LR BRE 2
BESELRNER - BB 124 AILIRRHIR 5 MR 6 - TR 5 & BENEEMESE HIV B
RAEZHIROMINBED-| FASHOLEAIEL ; £ME 6 & BENZHENBEEUMEBROZHE - HIR
DS ER-1 ASLEAIMREEL - MEREMRME - EMBEMEER 7 AROINSERREZE - MEEM
IBMFEILRALZBEEFHRE - BEMITEREBEENFRERNONNBER-| ASNEREEEEGAEE -

ERBUFRIBINAROMESHS - A 6 # (0.08% ) HRB/E JYNNEOS WEmEEESRERE %
EALMEEZE  LEE T REE - LBERE - 0EE ST BREA - LEE T KEE - L0EF -

B REREEEERRBANEREEIAROMESH  IREBERBRESH -

6.2 L&A

JYNNEOS FM#EERBUTARKE - HRNELEARRERABRERENZEEEMRIER  HABEaEGE
t

IRSAAR Y B E O SR EA % -

EER - DAL - D EIREK -

RERBER  BERE  SENEMKE KBNEMD -

MR AMENS R - ERANEEMLME ( EMKME - Bell' spalsy)-

— MR ROT R ERAIIE | ETEIMI IR - BB -

6.3 WRETEBRNARSBHMBEEERES -

HEiITEEEENEBERMBAREEETT JYNNEOS HERER - £EOEEARBHERZM ( VAERS ) B K3
NARSH :

oL iR - BREARAAREHHE

oHREARSEW* (RMmEBEMEREEMRR )

o LSRR A - B2 0RO E R

o M2 1 ESHM ML MEFHAYEHA

FBREFARBEHNERS :

oS5
oEREMIWAREN
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o BB A B el HE R AE B

oAU BEEAMITIEREEEINAENEESN - MABENZKIBHE

O RMEE / TR MR

ENRNBEEERFUAIUAZREIRANEZBRSH - ot EHZEETAENFMIEMN LA B R E

BEEAREHER

ILEEAERZERAZmR - IFE—MZE(reqular approval)i2fF - ILEEEETEEER - LUAREENNZ
EHEN - SHEBEASEKE "M E&E JYNNEOS®OERRER AR, HE - BRTORULARKRE 15
HER / HESRINGE — AR -

SRR BREIRER

8.1 &2

R BRAR AT

FIBRZELEIEEZ BB ARERE - RENEMARGRVER - EXER—RAOD - AR LERMAER
ZHBERNCRAERBAAENREEIARKER - 288 2% £ 4% M 15% £ 20% - REBEANALE
B ARDHERZERER JYNNEOS EERIRZHE R ENEHMBIREE -

AR JYNNEOS #Mfs - BRNMERZRENTE  NINIES HIEMAENR FRBHBNSHMFTETE - &
HPMIEMRSD - KEEERECA - STEEERAREERN JYNNEOS(05mL) - WREIREZEE - K -
EHE=IBMAP  KERERABEE _RALHER JYNNEOS (0.5 mL) - EENIRMRAP » RFEERA
AISCEE—RAREIERN JYNNEOS (0.5 mL) - WREIRIIEZEEMR - ELEBYMRIIERREEHIRR
EREENER/EHEN] -

o)

Y ER

BRRESUNTE  BUUEMAREMRFET - EHEP-IENHIRD - BRERKA - HIRWE 0 XNE 14
RO ={EREF - DR N EFRaIERE AR E (B ) B9 JYNNEOS (05 mL) - EEF=IEMHFES -
IEMEREE T B ey = ElRSEIR : S2BCAT ~ @IRAVSE 0 KA1 14 K ; RECARIFIEIRNSE 0 X ; SLiEiRAISE O
AME 6 K- LILNEFWAGNIERE 7 ARRHIE (EH ) /Y JYNNEOS (0.5 mL ) - ELEMREI LB BRAEE
HENREER SE - A2HEMHYESINE DI ZEENARTE -

8.2 WA
RIS

BAINFAR JYNNEOS RESEAABNITD - BAIMMDNTANTE JYNNEOS HMESILHES -
LI HBREA A RAEANTE -

BIER JYNNEOS MERFRTER - LURF JYNNEOS S HRASFEHESINER TR LN TR
% BRSLREHERFENERENEE—DETEE  REBLOEETES  REERYREEAERBN
BRE RS S -

8.4 MR
JYNNEOS MZE2MMBMEARE Km 18 mNRERSVEDETEIM - #H¥ KX 18 KIS M &S
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RbRECGRERE - FDA EETESMER JYNNEOS 89 EUA  TILUEBN MR AN ETRI M B2 T8 %E -
I—REZERAAGRABASNZEMRENER - BPERINENER - URE/NREHEPERESER
MBRMNKTTEENELER -

8.5 EFA

42 ZEEBXICEAEN 65 £ 80 mAA - #EE 7KL EA JYNNEOS (#5E 4) -

JYNNEOS RUBRIRIFFE S R BMARHAER 65 B LRaZE  DUERM M REEERRFERNZHEME -

11 Rk

fR®% - JYNNEOS ( X1t M et - EMREHN - FFERE ) RILAE - X=eIXEABIHNE - (FRE T
THRAZEFR -

JYNNEOS A#—HBEiEEmE4 Ankara-Bavarian Nordic ( MVA-BN ) FrE R —1ERE - FFERENIER
mHEEMEE - MVA-BN EUX#EMBRAESHAR (CEF) AR @ BLARBERAZEES YRR ZIRRI
EBMEHEEED - B CEF ARDETRIE - BRAERYIERBIRE (TFF ) WL ( 845 benzonase #ZEEEH
16 ) M AEERRAE - S5 (0.5 mL) ARE FERWESTE pH 7.7 8 10 mM Tris ( tromethamine ) & &%
KR - 140 mM EIERPEA 0.5x10° & 3.95x 10° ERAEMH MVA-BN SERHES - 85 (0.5mL) T
BE2ABEAME DNA(<20mcg ) EBE( <500 mcg )~ benzonase( <0.0025 mcg ) * &2E % ( gentamicin -
<0.400 mcg ) FIEE W ( ciprofloxacin - <0.005 mcg ) WERBE - AREAEHNNE—H (0.1mL) - 2A
05mL BIEN AN Z—BENRE -

JYNNEOS 22— BAZMBEINERESE - /NAIELIFERAILBEMK -

128238 45 1

12. 11 FRAtH|

JYNNEOS #—f@RsE JEMRERM FFERMENKIEN M EEE oI5| 2HIEERSNERNMAREEKE -
JYNNEOS HRFEFHARIEF M BREX - EUARHEEEEPNNE REETIME -

13 RSBIER

13.1 BUEER - BISER - £BNRIE

JYNNEOS RUBHEREMEMEREN - DUREMBHSYES NRENBEL B ARETHE - E£ZE JYNNEOS =
HNABMERFPETHNEESUNR  REBRNEUBMBNEEENRBNRBB/EHE SR GHIEFR
1)~

13.2 EN=HER / SR EIEE

BEIEMRFME T JYNNEOS EREREIE (Macaca fascicularis ) 2 M &5 ( MPXV ) ERERL - &
5 0 RFE 28 RURTEHAE KBYES Tris EEHEIORR( LR )3 JYNNEOS( 1 x 108 TCIDs )¢
EE 63 KIF - MUERE( 3 x10° pfu ) BHREST( 5 x 107 pfu )SEE M ( 5 x 10°pfu )HRIE - @EIIRT MPXV
HITHR - EAMENART - HROEINERBAZYN 0-40%F/E% - #1E JYNNEOS BHEMNEMGEEER
80-100% -
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1485 RS B E

141 mEEY

¥9‘?FLMEE’\JT’T+T$*$Z?E?@—IE¥9‘EQ JYNNEOS By% /& [RI4ER RIS - BN BRAVRE K
EITHEE - [BHEFLGAZES (132)]

142 &ERH%
ABEEBRTEEEEUN NEIFETEERENRERY

W3R 8 [8] BHEFRBEMNEESEMETR—IBMER NSRS - SELEE JYNNEOS #1 ACAM2000 #
REERBBBXICEEN 18 £ 42 BRERATHNRERY - XA BREH D EUR MEFRTS T EEME
JYNNEOS ( N=220; fEifs 4 £ ) st TS T iEE—El ACAM2000 (N=213 )- HEZEEMFREEF -
1 JYNNEOS #1 ACAM2000 W= EFHFEDARIS 24 5 23 5% ; JYNNEOS Al ACAM2000 EER~Z
AOERBD ORISR : 82.3% M 864% BEMRZHEE ; 573% M 63.8% BEAA/BMREA ; 21.8% A
188% /EN/FEEBIA ; 64% T 5.6% BiDMA ; 3.6% M 2.8% BEMENFELZA / FHHNRER ;
23% M 14% RERR / B FtENRER ; 8.6 % M 7.5% BEMEKREE ; 24.5% M 18.8% &
WFE /-

REFRUENTIZREYESRE "EorERZ (peak visit ; EEZAEES E JYNNEOS #1958 &2 HiAT
HEREER ACAM2000 ?éE’J%P_TI EEHH) 1 [/ BERAPURD A S ERA( PRNT) BRRERFHRELD
FIEME (GMT) - MEREBNONENTGEZRERYE (PPl) WKETET  ZBREREE RS -
1 ﬁ%&%‘?fﬁaﬂéﬁﬂu C BEEN Y &RERELZANMAELEZ Eﬂﬁéﬁ?_}i*f EBEEHREEAEM -
x 3 BURTHEME 8 - EEEREAN "&SRERZ ) A PRNT GMT -

*® 3:18 £ 42 mAEEEBXRICEAMNRBRERA - EEET JYNNEOS 3 ACAM2000
% HEEPHNERENLLE - X 8 FastEE2REREY

LEFHE JYNNEOS? (N=185) ACAM2000* (N=186)
GMT® [95% ClI] GMTP® [95% ClI]
SR 10.1[9.9, 10.2] 10.0 [10.0, 10.0]

152.8°[133.3,175.0] 84.4°[73.4,97.0]

¥
RE=EEZ .y
X NCT01913353
Y BEEEEZREREM (Per Protocol Set for Immunogenicity ) 813& T B IEFR AR E - WEETRER
MR BRTHR TEEN "&eRERZ ) (EEFE M JYNNEOS #rE _(EEMMEEEEN
ACAM2000 EWZENEZELY ) - HEEXRERTEEFENZHE -
¢ JYNNEOS ﬁﬁﬁlxl)ii?&%ﬂ;@l:ﬁm (!”A‘l 05 mL) - mEIEMR 4 BHHNET ; ACAM2000 A By
BAISER - DAERESHNHINE
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b EEPARRNENLETISNE(GMT ) 2EBABIE /D PR BE( PRNT ) BE4EHFE2 WR
MREFTRS - BRREEZREEZE TR (LLOQ) 20 HWEERERAME 10 ; EMEE I EETE JYNNEOS
M ACAM2000 WREEP  EEREINEERNBREIZZEEENRNZHAED A% 989%
97.8% -

¢ T "ESEEREZ. R’ JYNNEOS ¥ ACAM2000 B PRNT GMT HISmASH ( non-inferiority ) -
HEEMR 97.5% E8E™ (Cl) B GMT ZEb (JYNNEOS / ACAM2000) > 0.5 -

N: HBESBEATPHZHAEAR ; GMT | ZEFEINE ; 95% Cl : 95% EBEB[ MR, L£R] -

rEEEEEEN " ReRERZ  INRERER L - TEET PRNT GMT WFEME - #@%—H JYNNEOS #&
(FEEEE_HE ) mEZHAMEUEZE PRNT GMT 2514 23.4(95% Cl:20.5-26.7) #1 23.5(95%Cl :
206~ 26.9) - MEEERH ACAM2000 EmEZ#AY PRNTGMT & 23.7 (95%Cl:209-268) -

ABEEBREEEE MRS ETHEERNRERY

EEIETH—IRERARGEER (IR 7[7]) P AEEIBXICEENSHAEHEBBEREER (NIH) Z8) - §
BOEBES 2R ZBURAEFNA (191 2= E)ZEEME JYNNEOS (Z%| 0.1mL) - sl MESRITS
(167 BXE)EEME JYNNEOS (8% 05 mL) - FiEXEEEEEMITEER - mEERE 4 8 -
HPHSEHMUMABAKRAES - AZHXAEBAFANTENBA - K 10% NSEZERUHEHBEREREA -
4% BIBEDMA -

ELE IR ME AT ETT JYNNEOS B E#iEE - Ml 4 BARMNERETEERERY - BFTERR
SHEFAE (SLU ) A Bavarian-Nordic ( BN ) A8 PRNT ; MUK#E SLU #1 BN AEZ&SRED A (ELISA)
FTAISIENE - EUE T EFMEAESMWAETRE JYNNEOS % - HEBKEMRBENERELTT2MEE ; &
POESREFIBHN log, BEESEENE  FERMUENIHEMS (£ 4) -

xR 4 IEBRETNERNEAEFE - log, BlERESREMERILEER

it EFIfisarERE ERISIEeRERE =R 97.5% EEER
SLUPRNT 837 8.36 0.005 0.43,0.44
BNPRNT  |5.63 5.90 -0.27 -0.77,0.23
SLUELISA  [9.66 9.52 0.14 -0.21, 0.49
BNELISA  [9.59 9.57 0.02 -0.31,0.35

- EEeE

15 2EH

1858 1 NCT01144637
2.0% 2: NCT00316524
3.5 3 NCT00686582
4.4% 4 - NCT00857493
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S.HIR 5 NCT00316589

6.1 6: NCT00316602
1.H5R 7 NCT00914732
8.WixK 8: NCT01913353

16 BLERRE

16.1 &%

10 #hE

(8% NDC #R5% : 50632-001-03 ; /M NDC #®5% : 50632-001-01 )
(8% NDC #R5% : 50632-023-02 ; /M NDC #&5% : 50632-023-04 )
20 #ﬁ“*

(8% NDC #R5% : 50632-001-02 ; /M NDC #®5% : 50632-001-01 )
( 2% NDC #R5% : 50632-022-02 ; /)M NDC #®5% : 50632-022-04)

@ @
P “\fH

16.2 REEFRM

REF2RE -25°C £ -15°C(-13°F & +5°F ) RIRIED -

RERREED - BRI -

INRERRTE - BOBRALR °

FRRE - BEOFMI +2°C ~ +8°C( +36°F ~ +46°F ) WIRIE N 48 - MAOMBABEIEFERR +2°C £
+8°C( +36°F £ +46°F )RVIRIEHE 8 #H - EE—RIMEVE - RO FHR +2°C £ +8°C( +36°F £ +46°F)
RIRIED (&%) 8 /IE -

B/ VREE LB ANERE - SOEERERES -

17 BAEREM

BREABLAODRAMN / NRBEEEEE #EENRERE ZERRAE  —RWEHH - WEEE JYNNEOS Al -

R — M ERRASE -

IbEERERZERMAZER  FEE—MAZE(regular approval)i2fF - IR ERETEERA - DUARZENNZ
EHMEN - EXBEASEKE "M BEE JYNNEOS®FERRERSE ) HE - BRECRULARRE 18

HER / HESRINGE — AR

REGNIZROBECKERN - BEASMNES BN - FEMIE https://www.fda.gov/media/160774/download

M -

SIS
Bavarian Nordic ‘A&
Hejreskovvej 10a

DK-3490 Kvistgaard
A&
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B4 3

BEEARARSHERERBRE

- BfY

BEARZEEEESIEEEARSHER EEEERE  BEHEIEERE UAKRHEE -

- BEEREAREHER

()T REERRNEAFRBRERNIETCHEEEEENEMBESIEaBER -

(DEAEm  FEEREARSHRER - MAERBARIETER ZART -

(DVEMKAMEE  EREARSHENERARBRR ZHEM I KAMNSEIEE - &8
HEESSEEmERNNE - [Eh - SR -

(MirR R XERBE | RRARZEEEBERER ZTRXERB -

(L) EREANERFERBAERRE  EEEEAREHERRAERIERERFE -

NEMBZEARSH(EERGATERZEMN)  BEERARSHUASEHAIAZER -
BOEEHRBANLZZENBELEFTERINVSERIAMN B RE ZRIAAR ZER
A - B0 BEMNREEEFTETZENEIEBERER ; BRHRFEATEER
R BEGEMEEATEERERES -

B

(BEEBUNRATEELER  ARIREREEREREEAREH ZEREENR  BF
RSk @B (PN 2T E A RS HBEH A4 (VAERS)(https://vaers.cde.gov.tw/) B E -

(D)EREFHZZEREGFHTORBERR 1922 BREEARENE  HREEDOHEE
BlEEE 2 &8 VAERS -

(=) BREBEMNEFEREZRBEIRNSHEBER - WH VAERS EEMEERESR - Wi H{E
EZENZEZ1HB -

(MBEB P EEEEEBEIRFAEEIEIR VAERS TEBREMN 2 HEER  REEENH
RN EPBEEERENEREREZEN -

- EHRIRIARE

()RR EZ FEEU
1 BEaZETRXRBERNSHERE -
2. RARELEZBEBH -
(D@EER(FR)

1 REEBRARSHR - BUAETEMBRIRESE - WEER VAERS EH R RBEA
SRR EREHERNI N LEEHRER  BEEHZEVRBERRR—R - BHRETRRER
ES s

2. MRGIETREEMRE ZFKEARDREHFR - Bk " A RERENEERES
B REZEA . REEERENE -

(DERERIZEE R

1. BEEEBREEER/N VAERS ATRERENMEIRIFR - LERBHEEREEERM
FEH

2. HEEEMBREARU LERERZBRE - BESHYEREEBSVITENRRK
HEAREIESE -

(M) EREHZEHHE
EHEAREREARSHER  KEMBFERIA R RERRE - BFEAA
HEWEECSTEEYARRBERP OSIFETZZMREAR -
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Bt 4
M EEESRFERERRREER

EEZSEMAELEBERSHRA

DECESR - BEWR ARSI EEI

-20+5°CR A ZERTHE LB TEE BT
r(BER S FEERN(GEL - 2)

A\ 4

HERBAIAM(PrEP)EREH R 2
NTIFABERMTAE,  HE
FBEERMRE HRAHRERRE
RBEBR  KBEERBRED2-
8°C - STHUIRTBIFSR(RE3) - WiGiHE

v

oI 2B R E 7 REETER(PEP) R EERITA
FH(PrEP)ZTE@ ¥R - HEEBHEARER
ZHHEE  REAITR(PrEP)EREH R B
FREMERZER ZBERRELRSHEA
8 - LUK #BN R UAMIE Bl SR 18 B2 SRR 3 3
TMEEBRZERIFEAS , HEEBK

Bl EEE T =EUEMRESMER

g FoEBEHe A\BSRETEM - #ER
Z4(NIIS)

BERFEEERZHHERE

v

RRRIEEZEBERRN(SEEM) -
PUIERE(RZE - WiEEERN LEE " 2H
M ARG E R ERRF(NIIS) 4

EERBETDOLEN
S asrany
EELE BEEG AL RE EEELE
REREE REREESE s
\ 4

v
RESEZEESEP O ERFTERY
BREERMEEFEKRE - B
EmailaEEE 2 MEHEPE - U
-20+5°CEcia 7 U B e | -

REEZEREROHRAMEGLES
KefebkPieE EHRRSE - U
2-8°CEia T Em - (FE3)

2

1EMEEBIEE 2 BRI M(EEBNE1ERF) - BRERSERET LEZER
% HEETOEmalmEEZSEUARFERICER - BRElEMmEAEBisE R | Mt
3 BHELEREENISEZRMBEREMMBAGE  HHEEERMEERANERS
B DR BREEEEAEZSHEBEEER -

2 BRERMNAR-20+5°CARRE - EHFIEFEENEBRERIEER  KEFRMEETEKE
- PU2-8°CleiEA T - EMRRBEESFBEMRFT -

3EHBREN2-CCIRIEIRTFAE - BB RGERT - — BT - BENSARHEE
B UARFEATREERE  WARREZIAERERE  AHEERIAEFEZBERFF—
ZHMEZHERESE  AREREEBENZHEZE AREEEFEE  EUETEESN
BIFRAREIFEEIEE -
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Fi 4 5

B x & l

b 55 1 8 # B A

SEEEN EHER A

W EEE HE

RE M

(BEREEREER)

BEAY | DEONNE B A BEOR

(2 BB R ) BEE=E
CRFABEDLFEGE RN BB
B -
EFih g
055 B BED L EEER

_ | AFRERREEES -
BN _A | BR ggizg;fﬁ BT -
R A | BT _mm [T T | UBEAR  BEPLNESEEEHAY
AL - B AR -
e R ;
REEETE i
Ba_ £ P AmEnE
CEARERRR :
e B A ch B B Y T

EEPLEZEMAZE

st

1. EXERBLUIERESREREE -

2. FIEEHERHE

REUAEEEREROESR -

ARERTHERERFBEESMHG 5 R4 5-1)

FEEFEL Emall AXZERE P OEL - WEEFOMEAEESRAR - HREF/OL Email 773G
EEZEMERNFEPERIESE  PHERBRBUESRBNEESEMERRAE -

3. EAEER  EEBRBEURENEFFHEREERN LEE "2EURAHEEEMEERANIS) SRS AE
BEBRTHEREARSFHATEAER)EE  FHNEERERARERBRILETRERBRI R ZEBMH -
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it 5-1M EREPRE-MHEFRE
(FREFTULESE 2 RREIE PEP & PrEP BEHS - TR AR AEERIEEBHS)

wE |LERS | BoES® FaEEERER TR EERERE
= ERITERL(PrEP) of—%: & B
O BEiR= ; o= _H: &£ B
B2 M BAREETOEAMER SRR ERE
,.%?FEEMFEE AR ZBERELEFEAE - DIRIBESELEL
M EEZGEREH AT M BEEEEEFEAS -
0= FEETANI(PEP)
hmeﬁﬁ%ﬁFaﬁ : ZeEkEEE
cEMEHRR AL EEZEREE (RN BERARIEEEEZ XY
oRERITER(PrEP) of—%H: & B
O BEiR= ; o _H: &£ B
nBEEZ M ERERXEETAFEAMER SRR EEE
oiREE M B2 ERBERELRSHEAS - DIKHEIEEL
M EEZGEREH AT M BEEEEEFEEAS -
o= FEETAMI(PEP)
hmeﬁﬁ%ﬁFaﬁ : ZEEkEEE
oEMSEFRRAAREEZEREE (BN EBERARIEEE B ZH)
oREERITERI(PrEP) of—%H: & B
O BEiR= ; o _H: &£ B
nBEEZ M BRARXEETAFEAMER SR EEE
oiRE M EEZEZZERRESRBBHAS - DIRHEIERL
M EEZGEREH AT M BEEEEEFEEAS -
o= FEETAM(PEP)
hmeﬁﬁ%ﬁFaﬁ : ZEEkEEE
oEMSEFRARAAREEZEREE (BN EBERARIEEE B ZH)
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fifF 5-2 M EEERFE-NEERAREEEEFZG
H45%ikn 2z M BEEBHE

BmA#: &£ A
ZE X # H®

“"H&

H4EHER F = H B2ET

4 Al W48 BB/ T
GEERIERAREE ZRER TR (PrEP) R REETEN(PEP) ¥ %)

ERER R A ER A

BB EU BER

EBER

BREMUTE

BEfARIEEE _ _ vnn

i oE= =ENES anhA -

BEEfRIEEERSR

st
APFEARLERRESHE B M EEEKTTEZERER  BHERERZL Email SiEE

ARATEENREROLEZBNREDD  BER OB APEEXBRRENGIREEEX -
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B 6
M EEHEERE

\%é%&ﬂ%%\
y
1 ABEESREERS DD  SMEATESRIEENE

G =7%
Eag °

2ER5R - BE "MERREREAN WER "MER
AEBEEE .

BEMFHh 2 & o) &

&

BE%  AEEENER £ | L.ErEmEERER
FipEREBEER - Wi s KM AH - 8HRB wW AFLEEUERHH
B FEE T 2ETER - 0.5mL(§$§?§%Fﬁ_lmLEEﬁJr ZHE -
EEEEBAANIS) 23-255R BT ERETTHEE) 2ERRRBITERLRE
o KAEFE - SHO0.1mL - KL BRI EE
(BZEFBOS5mL 28GEr| Wik - BHRMBT
58 - REAL3mm - &7  EMBRCEIERE -
Z1%)

EAEEERE RSN
pAES e
 CEREREAREEE | T
MEARER (1S ) < 2 N - #8 s 5
CErpmAastEy | | JUBEE -
%% (VAERS ) , (https/ !
/vaers.cdc.gov.tw/) 3@

RS I EPEPE S

4 ABEREEENBANIEEH 2L

At

IMEZEAESR20/=10MH 2 EEE G - ,R-20+5°C5 1 -

220+5°CAREE BRI 200 ERBEEERREA OER - FRARKERS30/ -

3.BEBE-20+5°CRETFIRIBE - 1R2-8°COliR174E - E— BRI EES/ N\FAIRMHERE -
RMEFATAIREESE -
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B 7

M S5 JYNNEOS®EiEE 4]

— ~ EEMRAE - D R

ERERIZEE 2 MEEE%BEAZ Bavarian Nordic A/S ASIFREE 7B EMIEE
AR (live-attenuated, non-replicating) BE— BB &ERRTEN M BrERE - ZIKF'Eﬁ
CHEEERE - MEX BB EHaFo]  TESEEENSEmENSEEETRILEE
® TEN
E“‘UEEE(OSmL)EEOS x 108 IlUE395x 10° IUSFEEBEKBH 2 EERS
(non-replicating, live Modified Vaccinia Virus Ankara - Bavarian Nordic,
MVA—BN®)
HEM 7 : Host-cell DNA - protein  benzonase * gentamicin - ciprofloxacin -
° ﬁﬂﬁlﬁ’zi‘(ﬁ‘l‘}ﬂaﬁ BAEEEL N EEoREECINEEREN  BEBREAR
EUHNRERER -

IR . MAEZEEER LE—AEMI  BAREFEEEARIMI - EAEMIBER

(B0 - #5826 2 B - 10A5%6 1 BISEEIIFRSAENRE) - LB h ol REMERNI 5
B EENS) -

- BERENG R

(— ),J\E§EU§EBE(PFEP) FoEEfR  HELIREFRORRE M EER - oETERE - 015
B M EEZERNSEREEE  HASDERERBREREMPEP)EEE - F&G
EE%EM M GERCRIEM - DJETRRERE -

(D)RERARF(PEP) - ik "M BRIBHEMZBEEBHIES| 2 ZBEESEERA L PR
ERERERE—REER 4 RANEEERE  DIESEEHUR FERER4 £ 14
RAFERE - QIolpEfUATRIN 3% - BUREERERERE - ©HiE M EER - BIAEZ
EAELEI

EgEELSY - FISEER

()RR - FE 2 55 0.1mL - 2 BIBRAEZVE4BLE; 5

(DM ERE - ZFE2H - 85 05mL - 2 HERAZVE4S QLXL
(TEREHRABRNIBERT - 18 Bl Lk PrEP & PEP HEHREEME AL N EE -
PrEP it LiERE 1 FIRRA -)
CERSEIE  Km 18 kA NEBEEREE  AEREREAZEY FERKEAZES - BRET
EE
*REREATE - BFE BTG AAENEEHIV)EEREHIV BEH CD4<200 cells /mm3) -
Bl - MER - =BURUER - UE - fEBE ; £AKRIER (alkylating agents) ~ A UHIZE
(antimetabolites) « lEBEREE FHIHE N SHE R ERERARE ;| EMHFARBERREERZEN



®24 BAA - ik 24 @RULEBZEBREYNEIRAERER | BRERELRE H RERE -

- BlfFR
(MERSERE-NXICEEGR - clgEsERFRIT
O T HEPNIZFE : RTE(85%) ~ BE4L(61%) ~ MERR(52%) - TEIR(45%)FHEE(43%)% -
o= SMTIE : AAKIEA43%) - BRIB(35%)  IB(30%) ~ BB/N17%) ~ 382(10%)5 -
(O BEES—KRCEEGE - A ERIERNT ¢
O T HIEMUIZFE : 3541(81%) ~ KE(80%) ~ 1#IR(70%) ~ KEAR(67 %) MIEE(32%)5F -
o= SMTIE : KEHE(34%) - B7/E(28%) - AIAEIB(22%)S -

- EEEERTEEENEEER

(M EEMIEHE

(D) BEFREF R OIRE R EZ BRI -

(D)REE M ERREIITIESEE - HEmReE B BERE -

(MM EEmEEFFERIVEMRSER - RACERIEEHER - JRBEMIEEEIEM
EmERERE - SEREEOUEEEE -

CEREBERIESER

() RFEPLENSEEEEE AR EN A RERNNIE - BHERENEEEM
MPEEEMARR - WEEZE/D 15 & - SEEHEERA -

(COEBRIAERFERE RELRENTREL - fih - ZE - OBNRERBER -
EERENE  FENBERSHSMEEENEE - BEEERE - BEEAR « ERE
FRE - DMBR2EHSE - BEARUEEEEEREAREYN - KHBERMEE
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