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Iﬁﬁﬁ ( Reference No. ) : 1 S MieE—-4

Mpox (REU/#ES) BERBLRBLTAREEA S (EH)
Notice for Isolation Treatment and Right to Petition for Habeas

Corpus Relief (Mpox)
'K & rEGEREE
Name Citizen ID No. /Passport No
BEEE Mk
TEL Address
O_ i/ AE B

Dear Mr. / Ms, .

CR[IFLHRUAREMEMpox) BRELALBANEE HEa_ %
A_AmxiE __ & A__\gi-# REEeRRBESRELE I
P REAE :

As you are suspected of having Mpox after a doctor’s assessment, to protect the health

and safety of your friends, family members and the public, please undergo isolation in .

(YYYY/MM/DD) to /L (YYYY/MM/DD), and comply with rufes of

the hospitalfinstitution for treatment during the period from fr

isolation as below.

— - BRETARESETRAEBZ R TR SLE  AEsE8y - .

S BRREESBRIETE SR TREsSE F 48 ERFER 67 AN
EHOEEINBAFRETE -

E~HAR A AR BN RS ERE2ROL30 57 RIFEEE S84

E1HAR  SATETERATAR FTRBORETERNRLRE -
1. Please stay in either the isolation room or individual room for treatment as
instructed. Do not leave the room arbitrarity, .

2. Those who flout the isolation regulations will violate Articles 48 and 67 of the
Communicable Disease Control Act, and be fined ranging from NT$60,000 to
NT$300,000. ‘
If you disagree with this notice, please prepare an administrative appeal pleading
and file the administrative appeal to the agency which the administrative action
was made to transfer to the agency with jurisdiction of administrative appeal
within 30 days from the next day of the receipt of this notice in accordance with
the provisions of Paragraph 1, Article 58 of the Administrative Appeal Act4.

L2

0 bk fed B

DearMr./Ms.. |
BREGDESRL MEMpox) » 5B LER A EANEE :
WEE__F_ A_HRE  H B Ak-W__ mELEEE

EBRlREL% BESTTRERAE
As you are having Mpox after a doctor’s assessment, to protect the health and safety
of your friends, family members and the public, please undergo isolation in the

(YYYY/MM/DD) to [/ (YYYY/MM/DD), and comply with rules of

hospital/ingtitution for treatment during the period from A

isolation as below.

o BEREAAREREREFIATE L LS AEEEEY -

S ERREESRETL R AREREE, F MG 45 RARFAEE
6T HAEFEFCEEIELFLERE -

E-HRBAWE AR BRAE SR EEZR 30 8 RBEEE S84
RI1BAR  SANBREERAHACBRM AR SR RL%mE -

1. Please stay in either the isolation room or individual room for treatment as

instructed. Do not leave the room arbitrarily.

2. Those who flout the isolation regulations will violate Articles 44, 45 and 67 of

the Communicable Disease Control Act, and be fined ranging from NT$60,000
to NT$3060,000.
Ifyou diségree with this notice, please prepare an administrative appeal pleading
and file the administrative appeal to the agency which the administrative action
was made to transfer to the agency with jurisdiction of administrative appeal
within 30 days from the next day of the receipt of this notice in accordance with
the provisions of Paragraph 1, Article 58 of the Administrative Appeal Act.4.

ZERREHES » BB o TERGEFURA 1 RERA S0

To protect your rights and interests, we hereby inform you of the following

(please complete the Proof of Receipt, Annex 1)

o BREHAAERARBREZORE AT EREERE -

S ARERTRERELANE BAAIREE IS LR T ARBELEL S
2 ZERMLRLLER BRI EAST R RRSAZAT | BT
BRAZEZBM=TAH - HENEL FLERTHABERELELLE -

I wEAEREEARE  TAMBSHARBE -

1. You have the right to petition to the local court for relief in accordance with the
Habeas Corpus Act.

2. Whether you have submitted an appeal or a petition or not, the responsible
person will evaluate if you require isolation treatment at any time. If isolation
treatment is not required, the izolation order will be lifted by the local health

(3]




authority. The local health authority will assess whether you need to be isolated
for treatment every 30 days at the latest.
If you have any questions about “Right to Petition for Habeas Corpus Relief™,
please contact the local health authority.

(V5]

i 4o B AR
Competent authority
BreFH &R : 8 B o
Time of notice: __ ~ ,  yyyy) (mm) (dd)
Mpox MERRSR AL FARERA S ALEN
Proof of Receipt of Notice for Isolation Treatment and Right to Petition for
Habeas Corpus Relief (Mpox) ‘ A
| AnneK
E- YN B # A | iy &
) B(T)EA Mpox EEBMHABRELE - BTHEARSIA

2B AEHEARREEAT ORI EREERE -

I have received the “Notice of Isolation Treatment and Right to Petition for Habeas
Corpus Relief” on /1 (YYYY/MM/DD) and also understood that ry

relatives, friends and T have the right to-petition the district court for trial in
accordance with the Habeas Corpus Act.
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HIGHUGHTS OF PRESCRIBING INFORMATION

These highlights 4 net include ali the information needed to use
JYNNEOS safely and effectively. See full prescribing information
for JYNNEOS.

JYNNEO_S (Smallpox and MpoxE‘_' ine, Live, N pli J

£ for
Initial U.S. Approvalk: 2019

INDICATIONS AND USAGE:

JYNNEOS Is z vaccine indicated for prevention of smalipax and mpox

disease In adults 18 years of age and older determined to be at high
tisk far smalipox or mpox intection. {1)

wre————————~-DOSAGE AND ADMINISTRATION.
For subcutangous injection only.
Administer two doses (0.5 mL. each) 4 weeks apart. {2.1,2.2)

DOSAGE FORMS AND STRENGTH

[
Suspension for injection. Each dese (0.5 ML) is supplied in 2 single-

dose vial. (3)

_ e ADVERSE REACTIONS e

»  In smalipox vaceine-nafve heakiy adults, the most
common {& 10%) selicited Injection site reactions were pain
(84.9%), radness (60.8%), swelling (51.6%), induration {45.4%,
ang itching (43.1%); the most common solicited systemic adverse
reactions were muscle pam (42.8%), headache (34.8%), fatigue
(30.4%), nausea (17.3%) and chills (10.4%). (B.1)

a  Inheaithy adults previously vaccinated with a smallpox vaccine,
the most common (> 10%) solicited injsction site reactions were
redness (80.9%), pain (79.5%), induration (70.4%),
swelling (87 2%), and itching (32.0%); the most common solichad
systemic adverse reactions were fatigue (33.5%),
headache {27.8%), and muscls pain 21.5%). {5.1}

«  The frequencies of solicited local and systemic adverse reactions
among zdults with HiV-infection and adults with atopic demmatitis
were generzlly similar to fhose chserved in healthy adults. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Bavarian
Nerdic attoll-free phone 1.800-675-0596 of VAERS at 1-800-822-
T967 or www.vaers.bhs.gov.

Revised: MM/2024
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE .

JYNNEOS is a vaccine indicated for prevention of smalipox and mpox disease in aduits 18 yearé of
age and older determined to be at high risk for smallpox or mpox infection. _

2 DOSAGE AND ADMINISTRATION

For subcutaneous injection only.

2.1 Dose and Schedule

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

2.2 Preparation and Administration

Allow the vaccine to thaw and reach room temperature before use.

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

Do not refreeze. .

When thawed, 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 exists, the vaccine should not be administered.

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

Administer JYNNEOS by subcutaneous injectioni, preferably into the upper arm.

3 DOSAGE FORMS AND STRENGTHS

JYNNEOS Is a suspensien for injection. Each dose (0.5 mL)} is supplied in a single-dose vial.
§ WARNINGS AND PRECAUTIONS

5.1 Severe Allergic Reactions

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

13

Persons who experienced a severe allergic reaction following a previous dose of JYNNEOS or
following exposure to arly compeonent of JYNNEOS may be at increased risk for severe allergic
reactions after JYNNECS. The rigk for a severe allergic reaction should be weighed against the risk
for disease due to smallpox or 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 Immunccompetence

Immunocompromised persons, including those receiving immunosuppressive therapy, may have a
diminished immune response {0 JYNNEOS.

5.4 Limitations of Vaccine Effectiveness

Vaccination with JYNNEOS may not protect all recipients.

8 ADVERSE REACTIONS
6.1 Clinical Trials E)kperience

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

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 in Smallpox Vaccine-Naive Individuals:

The safety of JYNNEOS 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 fo 40 years received either two doses of JYNNEOS (N=3003), or two injections of
Trls-BufFered Saline {placebo, N=1002) four weeks apart.

in the total study population, the mean age was 28 years; 47.9% of the subjects were men; 77.4%
were white/Caucasian, 17.8% black/African American, 1.9% Asian, 0.5% American Indian/Alaska
Native, 0.4% Native Hawaiiarn/Other Pacific, 1.9% other racial groups; and 11.4% of subjects were of
Hispanic/latino ethnicity. The demographic compositions of JYNNEOS and placebe groups were
similar. .
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In Study 1, subjects were manitored for local and systemic adverse reactions using diary cards for an
8-day period starting on the day of each vaccination. The frequencies of sclicited local and systemic
adverse reactions following any dose of JYNNECS are presented in Table 1.

Table 1: Percentages of Subjects 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
% Y%
Local {Injection siie) - -
Pain 84.9 19.1
Pain, Grade 3% 7.4 1.0
Redness 60.8 17.7
Redness = 100 mm 1.5 0.0
BSwelling 51.6 5.6
Swelling 2 100 mm 0.8 0.0
induration 45.4 4.6
Induration = 100 mm 0.3 oo
- | ltching 431 117
ltching, Grade 3° 1.8 0.2
Systemic . - -
Muscle Pain 42.8 17.6
Muscle Pain, Grade 3® 256 0.7
‘| Headache 34.8 © 258
Headache, Grade 3° 2.4 2.1
Fatigue 30.4 20.5
Fatigus, Grade 3° 3.0 1.3
Nausea 17.3 131
Nausea, Grade 3° 1.5 1.2
Chilis 10.4 5.8
Chills, Grade 3° 1.0 c.3
Faver 1.7 0.9
Fevet, Grade 2 3° : 0.2 0.0

X NCTD{144537

2Grade 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 = 100.4°F {2 38°C), Grade z 3 fever defined as = 102.2°F (2 39.0°C)
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 8 days. In general, there were similar proportions of subjects reporiing
soliciied local or systemic reactions of any severity after Dose 2 of JYNNEOS compared with Dose 1,
with the excepfion of injection site pain, which was more commonly reported following Dose 1

(79.3%) than Dose 2 (2.9%).

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

15

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 smalipox vaccing who received one
or iwo doses of JYNNEOCS (mean age 39 years, range 20-80 years; 58% women;

98.8% white/Caucasian: 0.7% Aslan: 0.5% biackiAfrican American). Subjects were monitored for
local and systemic adverse reaciions 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
JYNNEQS were redness (80.9%), pain (79.5%), induration (70.4%), swelling {67.2%), and itching
(32.0%) at the injeciion 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 Reaciions in H|V-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. The racial/ethnic and gender compositions of HIV-infected smallpox vaccine-naive subjects
and those whe 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-infacted smallpox vaccine-naive group tended to be youniger (mean age 37 years)
compared to those who had previously received a smallpox vaccine (mean age 45 years) Subjects
had CD4 counts = 200 and <750 cells/uL at study entry.

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

In HIV-infected subjects with previous smallpdx 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 in Individuals with Atopic Dermatifis:

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]) conducted in the
US and Mexico that included 350 subjects with AD and 282 subjects without AD. In the overall study
the mean age of subjects was 27 years (range 1842 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 compaositions were similar between subjects with and without
AD. In subjects with AD, soliciied local and systemic adverse reactions were reported at similar
frequencies as those In subjects without AD in this study, with the exception of redness (5§1.2% with
AD vs. 49.3% without’AD), swelling (52.2% with AD vs. 40.8% without AD), chills (15.9% with AD vs.
7.8% without AD) and headache (47.2% with AD vs. 34.8% without AD).

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

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

Cardiac Adverse Events of Special interest

Evaluation of cardiac adverse events of special interest (AFSIs) 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-l 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). :

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

482 Hiv-iniected subjects and 97 healihy subjects, and Study 6, which enrolled 350 subjects with
alopic dermatitis and 282 healthy subjects. An additional 127 cases of asymptomatic post-vaccination
elevation of troponin-l above the upper limit of normal but not above 2 timies 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-1 elevations were similar
between healthy and HIV-infected subjects in Study 5 and between healthy and atopic dermatitis
subjects in Study 6. A diiferent froponin assay was used in these two studies compared fo the other
studies, and these two studies had no placebo conirols. The clinical significance of these
asymptomatic post-vaccination elevations of tropenin-| is unknown.

Amang 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 AESls considered causally related tb study vaccination were considered sefious.,

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

Cardiac Disarders: 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

8 USE IN SPECIFIC POPULATIONS

8.1 Preghancy

Risk Summary

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

The eifect of JYNNEOS on embryo-fatal and post-natal development was evaluzted in

four developmentat toxicity studies conducted in female rats and rabbits. In two studies, rats were
administered & single human dose of JYNNEQS (0.5 mL) once prior to mating and on one or two
occasions during gestation. In the third study, rais were administered a single human dose of
JYNNEOS (0.5 mL} on two occasions during gestatien. In the fourth study, rabbits were administered
a single human dose of JYNNEOS (0.5 mL) once prior to mating and on two occasicns during
gestaftion. These animal studies revealed no evidence of harm to the fetus fsee Data].

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 JYNNEGS (0.5 mL) by the subcutaneous route on -
three occasions: prior to mating, and on gestation days 0 and 14. Thres studies were conducted in
fernale rats administered a single human dose of JYNNEOS (0.5 mL) by the subcutaneous routé on
two ar 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 8. No vaccine-related fetal malformations or variations
and adverse effects on fernale fertility or pre-weaning develepment were reported in these studies.

8.2 Lactation

Risk Summary
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Itis not known whether JYNNEOS is excreted in human milk. Data are not available to assess the
effects of JYNNEOS in the breastfed infant or ot milk production/excration.

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

" 8.4 Pediatric Use

Safety and offectivenass 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 ai least one dose of
JYNNEQS (Study 4).

Clinical studies of JYNNEOS did net include sufficient numbers of subjects aged 65 and over to
determine whether they respond differently from younger subjects. ‘

141 DESCRIPTION

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

JYNNEOS is a live vaccine produced from the strain Madified Vaccinia Ankara-Bavarian Nordic
(MVA-BN), an atienuated, 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 arigin, harvested from the CEF cells, purified and concentrated by several Tangential Flow
Filtration (TFF) steps including benzonase digestion. Each 0.5 mL dose is formulated to contain

0.5 x 108 to 3.95 x 108 infectious units of MVA-BN live virus in 10 mM Tris {fromethamine),

140 mM sodium chloride at pH 7.7. Each 0.5 mL dose may contain residual amounts of host-cell DNA
(£ 20 meg), protein {= 500 meg), benzonase (< 0.0025 mog), gentamicin (£ 0.400 mcg) and
ciprofloxacin (< 0.005 mcg).

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

412 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
JYNNEOS is an attenuated, live, non-replicating smallpox and mpox vaccine that elicits hurmoral and

cellular immune responses to arthopoxviruses. Vaccinia neutralizing antibody responses in humans
were evaluated to establish the effectiveness of JYNNEOS for prevention of smallpox and mpox.
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12 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

JYNNEOS has not been evaluated for carcinoganic or mutagenic potential, or for impainment of male
fertility in animals. Developmental toxicity studies conducted in rats and rabbits vaccinated with
JYNNEOS revealed no evidence of impaired female fertlity fsee 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 mpox
virus challenge was evaluated in several studies. Animals were administered Tris-Buffered Saline
(ptacebo) or JYNNEQS (1 x 10® 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 smalipox was inferred by comparing the immunaogenicity of JYNNEOS
to a licensed smallpox vaccine (ACAM2000) based on a Plaque Reduction Neutralization Test
{PRNT) using the Westem Reserve strain of vaccinia virus and was supported by efficacy data from
animal challenge studies. fsee Nonclinical Toxicology (13.2)]

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

14.2 Immunogenicity

Study 7 [7] (N=433) was d 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
aduits 18 through 42 years of age. Subjects were randomized to receive either fwo 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 subjects receiving JYNNEOS and
ACAMZ2000, 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 IndianvAlaska 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 ACAMZ000,
respectively).

The primary immunogenicity endpoint was geometric mean titer (GMT) of vaccinia nelitralizing
antibodies assessed by PRNT at “peak visits” defined as two weeks after the second dose of
JYNNEOQS and four weeks after the single dose of ACAMZ2000. Analyses of antibady responses were
parformed 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 viclations )
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pertaining to immunogenicity assessments. Table 2 presents the pre-vaccination and “peak visit®
PRNT GMTs frem Study 7.

Table 2: 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 7%, Per Protocol Set for Inmunogenicity?

Time Point JYNNEOS® (N=185) ACAM2000° (N=186)
GMT® [95% CI] GMT® [95% CI}
Pre-Vaccination 10.1[9.9, 10.2] 10.0[10.0, 10.0]
Post-Vaccination ‘
“Peak Visity 152.8%[133.3, 175.0] B84.4°[73.4, 67.0]
* NCT01913353

w

9

Per Pratocol Set for immunogenicity included subliects who received all vaccinations, completed ai! 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.

JYNNEOS was administered as a series of two doses given 28 days apart, and ACAM2000 was administered as a
single dose. .

GMT of vaceinia-neutralizing antibady titers assessed by plaque reduction neutralization test (PRNT) using the
Western Reserve vaccinia strain. Values below the assay lower limit of quaniitation (_LOQ) of 20 were imputed to a
titer of 10; the proportions of subjects with pre-vaccination fiters less than the assay lower Emit 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 JYNNEQS compared to ACAM2000 was demonsirated as the lower
bound of the 1-sided 97.5% CI for the GMT ratio (JYNNEOS/ACAMZ0C0) was > 0.5.

N: Number of subjects in the specified treatment group; GMT: Geometric Mean Titer; 95% Cl: 95% confiderice interval,
lower limit ang upper limit. )

o

o

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 (pricr to the second

do

se), 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 afier the single dose of ACAM2000 was 23.7 (95% Ci: 20.9, 26.8).
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HOW SUPPLIED/STORAGE AND HANDLING

.1 How Supplied
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s Package of 10 single-dose vials

(Package NDC number: 50632-023-02; Vial NDC number; 50632-023-04)
= Package of 20 single-dose vials

(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 {0 +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 (+38°F to +46°F) for 4 weeks,
Do not use the vaccine after the expiration dale shown on the vial label.

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.

* Advise vaccine recipient to repert 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.

Manufactured by:
Bavarian Nordic A/S
Philip Heymans Afle 3
25800 Hellerup
Denmark
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FACT SHEET FOR HEALTHCARE PROVIDERS ADMINISTERING VACCINE:
EMERGENCY USE AUTHORIZATION OF JYNNEQS (SMALLPOX AND
MONKEYPOX VACCINE, LIVE, NON-REPLICATING) FOR PREVENTION OF
MONKEYPOX DISEASE IN INDIVIDUALS DETERMINED TO BE AT HIGH RISK

FOR MONKEYPOX INFECTION '

HIGHLIGHTS OF EMERGENGY USE AUTHORIZATION (S
These highlights of the ELIA do not include all the information
needed to use JYNNEOS ynder the EUA. See the FULL FACT
SHEET FOR HEALTHCARE PROVIDERS for SYNNEOS,

JYNNEOS (Smallpox and Monkeypox Vaccine, Live, Non-
plicating} suspension for subouta Inject

for intradermal injection

Original EUA Autherized Date: 08/2022

Maost Recent EUA Authorized Date: 0812022

e EMERGENGY USE AUTHORIZATION
The US Food and Drug Administration (FDA) has issued an
Emergency Use Authorization {EUA) for the emergency use of
JYNNEQOS for
» active immuni 1 by subcl injection for pi ion of
monkeypaox disease in individuals less than 18 years of age
determined to be at high risk for monkeypex infaction, and
+ active immunization: by intradermal injection for prevention of
monkeypox disease in individuals 18 years of age and older
determined to be at high risk for monkeypox infection, (1)
JYNNEOS is not approved for these uses.

See Full Fact Sheet for Healthcare Providers for the justification for
emergency use of JYNNEQS, information on availzble alternatives,
and additional information on monkeypox disease. .

— ERSE REACTION
+ I smallpox vaccine-naive heatthy adults who received JYNNEOS
subcutaneously, the most commen (>10%) solicited injection site
reactions were pain. (34.9%5), redness (80.8%), swelling (51.6%),
induration {45.4%), and itching (43.1%5); the most commen
solicited systemic adverss 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 vaceinated with a smallpex vaccine
who ived JYNNEOS sub ly, the most common
{~10%) solicited injection site reactions were redness (80.9%),
pain (78.5%), induration (70.4%}, swelling (67.29%), and itching
{32.0%): the most common solicited systamic adverse reactions
were fatigue (33.5%), headache {27.6%), and muscle paln
(21.5%). (B.1)
The {raquencies of solicited local and systemic adverse reactions

ing sube administration amang adults with HV-
Infection and adults with atopic dermiatitis were generally simitar
1o those observed in healthy adults. (5.1)
In smallpox vaccine-nalve healthy adulis who received JYNNEOS
intradermally, the most common (>10%) solicited reactions were
erythema at injection ste (89 5%, induration at injection site
{99.5), itchiness (89.0%), pain at injection site (65.4%), faaling
tired (51.3%6), headache (41.4%), muscle achés {30.4%}, nausea
(23.0%). underamm pain (20.8%), change in appetite (20.4%), joint
paln (17.8%), chills {14.7%}, and underarm swelling {10.5%). &1

The tnation provider must report all SERIOUS-ADVERSE

————DOSAGE AND ADMINISTRATION-
Individuals less than 18 years of age:

+ For subcutaneous injection enly,

= Administer two doses (0.5 mL each) 4 weeks aparl. (2.1, 22
Individuals 18 years of age and oldar:

= Forintradermal Injection only. .

« Administer two doses (0.1 mL cach) 4 weeks apart. {2.1,2.2)

—————-—NOSAGE FORMS AND STRENGTHS

Suspension for injection. Each vial contains 2 single dose (0.5 roL) far
sub

Injection in indivi less.than 18 years of age or up to
5 doses (0.1 mL each) far intradermal injection in individuals 18 years
of age and older, (3}

—_  CONTRAINDICATIONS e

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

EVENTS and VACGINE ADMINISTRATION ERRORS to the
Vacccine Adverse Event Reporting System (VAERS) by

Submitting online at https:/ivaers.iths govireparevent.html. For
further assistance with reporting to VAERS call 1-800-822-7067.

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 Adminisiration (FDA) has issued an Emergency Use Authorization (EUA) for
the emergency use of JYNNEOS for: .

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

» active immurization by intradermal injection for prevention of monkeypox disease in individuals
18 years of age and older determined to be at high risk for monkeypox infection.

JYNNEOS is not approved for these uses.

Justification for Emergency Use of JYNNEOS During the Mankeypox Public Health Fmergency

There is currently an outbreak of monkeypox diseass caused by monkeypox virus, an orthopoxvirus
related to varioia (fhe virus that causes smallpox disease). Following a 3-17 day incubation period,
individuals infected with monkeypox virus develop painful lesions that progress sequentially through
macular, papular, vesicular, and pustular stages, followed by scabbing over and desquamation.
Leslons 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 (€.9., chills,
lyinphadenopathy, malaise, myalgias, or headachs). Respiratory symptoms (e.g., sore throat, nasal
congestion, or cough) tan also occur. The ¢linical presentation of monkeypox disease Is typically
milder than smallpox disease but can be fatal, particularly in severely immunocomprormised
individuals who da not receive antiviral therapy. During the current monkeypox outbreak, monkeypox
cases and exposures have occurred in individuals across a wide rangs of ages, including infants and
children.

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

« There is a public health emergency related to monkeypox, or significant potential for a public
health emergency, that affects, or has the significant potentiai to affect, national security or the
health and security of United States citizens living abroad that invoives 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, bicloegical preduct, 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 poteniial for a public health emergency, that affecis the national
security or the health and security of United States citizens living abroad, and that invoives biological
agent(s) or a disease or condition that may be attributable to such agent(s). Criteria for issuing an
EUA include:

« The biclogical agent(s) can cause a serious or life-threatening disease or cornidition;

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

Information Regarding Available Aliematives for the EUA Authorized Use

JYNNEOS is approved for prevention of smallpox and monkeypox disease in adults 18 years of age
and older determined to be at high risk for smallpox or monkeypox infection. The approved dosing
regimen far JYNNEOS for use in aduits 18 years of age and older is 2 doses (0.5 mL each),
administered subcutaneously, 4 weeks apart. No other vaccine or other alternative is approved for
prevention of monkeypox disease in adults 18 years of age and older, and the US supply of
JYNNEOS is insufficient fo meet public health needs during the monkeypox public health emergency
when the vaccine is administered according to the approved dosing regimen. No vaccine or other
alternative is approved for prevention of monkeypox disease in individuals less than 18 years of age.

For Information on clinical studies of JYNNEOS for the prevention of monkeypox disease, see
www.clinicaltrials.aoy.

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 fwo doses (0.5 mL ¢ach) 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 § weeks. Do not refresze.

When thawed, JYNNEOS is a milky, light yeflow to pale white colored suspension.

Parenteral drug praducts 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 3¢ seconds and cleanse the vial stopper with a single-use antiseptic swab
before each use.

Subcutaneous injsction for individuals less than 18 years of age
Withdraw a dose of 0.5 mL into a sterile syringe for injection. Administer JYNNEOS by subcutaneoﬁs

injection, preferably into the anterolateral thigh for infants less than 1 year of age, or into the upper arm
(Qetoid) for individuals 1 through 17 years of age.
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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 miL each} for intradermal injection from a single vial. If standard
syringes and needles are used, there may not be sufficient volume extract 5 doses from a single vial.
lirespective of the type of syringe and needte:
* Each dose must contain 0.1 mL of vaccine.
» [fthe 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. )
« 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 ANb STRENGTHS

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

4 CONTRAINDICATIONS

Ne contraindications have been identified based on the limited available data on the emergency uses
of JYNNEQS authorized under this EUA.

5 WARNINGS AND PRECAUTIONS

5.1 Severe Allergic Reactions

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

5.2 Altered Immunocompetence
Immunocempromised persons, including those receiving immunasuppressive therapy, may have a
diminished immune respense to JYNNEOS.

5.3 Limitations of Vaccine Effectiveness
Vaceination with JYNNEOS may not protect all recipients.

& ADVERSE REACTIONS
6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates

observed In the clinical frials of a vaccine cannot be directly compared to rates in the dinical studies
of another vaccine and may not reflect the rates observed in clinical practice.
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The following adverse reactions have bean observed in the clinical studies of JYNNEOS that support
the EUA. The averall 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 JYNNEQS (7,093 smallpox vaccine-naive
and 766 smallpox vaccine-experienced individuals),

Solicited Adverse Reactions

Soliclted Adverse Reactions Following Subcutaneous Administration to Smallpox Vacoine-Naive

The safety of JYNNEOS administered subcutaneously in smallpox vaccine-nalve individuals was
evaluated in Study 1 [1], 2 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% blaclk/African American, 1.9% Asian, 0.5% American Indian/Alaska
Native, (.4% Native Hawailan/Other Pacific, 1.9% other racial groups; and 11.4% of subjects were of
Hispanic/Latine ethnicity, The demographic compositions of JYNNEOS and ptacebo groups were
similar.

In Study 1, subjects were manored for local and systemic adverse reactions using diary cards for an
8-day period staiting 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 Systerﬁic
Adverse Reactions within 8 Days Following Any Dose of JYNNECQS in Adults 18 to 40
Years of Age, Study 1%

Reaction JYNNEQSH : 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
Redhess = 100 mm 1.5 0.0
Swelling ' 51.6 5.6
Swelling 2 100 mmi 08 0.0
Induration . 45.4 4.6
Induration = 100 mm ] 0.3 .0
Itching . 43.1 11.7
ltiching, Grade 3° 1.8 0.2
Systemic ' - -
Muscle Pain 428 17.6
Muscle Pain, Grade 3° 26 0.7
Headache 34.8 . 256
Headache, Grade 3° - 2.4 2.1
Faligue 304 20.5
Fafigue, Grade 3° 3.0 1.3
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Reaction JYNNEOSY Placebo
: N=2943 ) N=580
% %
Nausea 17.3 13.4
Nausea, Grade 3° : - 15 1.2
Chills 10.4 5.8
Chills, Grade 3° 1.0 0.3
Fevert 1.7 0.9
Fever, Grade = 3¢ 0.2 0.0

% NCTO1144837

*Grade 3 pain defined as spertaneously painul :

¥ Grade 3 itching, muscle pain, headache, fatigus, nausea and chills defined as preventing routine daily activities
< Fever defined as oral temperafure = 100.4°F (2 38°C), Grade 2 3 fever defined as z 102.2°F (2 38.0°C)

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

In Study 1, the majority of soliclted local and systemic adverse reactions reported with JYNNEOS had
a median duration of 1 to 6 days. In generai, there were similar proportions of subjects reporting
solicited local or systemie reactions of any severity after Dose 2 of JYNNECS compared with Dose 1,
with the excaption of injection site pain, which was mere comrmonly reported following Dose 1
{79.3%) than Dose 2 (69.9%).

Solicited Adverse Reactions_Following Subcutaneous Adminigtration to Persons Previously
Vacginated with 2 Smalipox Vaccine .

l Three studies (Study 2, Study 3, and Study 4, [2-4]) cenducted in the US and Germany evaluated the

safety of JYNNEOS in 409 persons previously vaccinated with a smallpox vaccine who received one
ar two doses of JYNNEQS, 0.5 mL administered subcutaneously (mean age 30 years, range 20-80
years: 58% 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
starling on the day of each vaccination. Across all three studies, solicited local adverse reactions
reported following any dose of FYNNEOS 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-infacted individuals was evaluated in Study 5 [5], an open label irial
conducted in the US that included 351 HIV-infected smallpox vactine-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. Subjects in this study received 0.5 mL doses of JYNNEOS administered subcutaneously.
The ragial/ethinic 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 tenided to be younger (mean age 37 years) compared ko
those who had previously received a smellpox vaceine (mean age 45 years). Subjects had CD4
counis = 200 and £ 750 cells/puL at study entry.
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Solicited [ocal and systemic adverse reactions were reported at similar or lower frequencies in HIV-
infected smallpox vaccine-naive subjects as compared te those seen in non-Hiv-infected smallpox
vaccine-naive individuals in this study.

In HIV-infected subjects with previous smallpex 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 recelved 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, apen-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 subjecis were 59.0% women, 39.4%
white/Caucasian, 10.9% Asian, 9.0% black/African American, 2.2% Other, and 38.4% Hispanic/Lating
ethnicity, Demographic compositions were similar between subjects wiih 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 excepfion 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 Folllowinq intradermal Administratien 1o Smallpox Vaccine-Naive Individuals

The safety of JYNNEOS administered intradermally was evaluated in a clinical study (Study 7 [7]) in
the US with smalipox vaccine-naive subjects, sponsored by the National Institutes of Health (NIH),
which enrolled 191 subjects randomized to receive two intradermal doses of JYNNEOS (0.1 mL
each) and 157 subjects randomized to recelve 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 groups. Most subjects were non-Hispanic and
white, approximately 10% of the participants charactetized their race as black and 4% as Asian.

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

Eryihema at the Injectioh site was reported by 81.4% and 99.5% of participants in the SC and ID
groups, respectively. In the SC group this was reported as resolved within 14 days following the
second vaceine dose in all individuals, whereas in the 1D 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 o have minimal
induration or erythema present on exam. Additienally, a few pafients receiving on the 1D arm
developed small nodules cr discoloration at the injection site.

Table 2. Adverse reactions reported in »10% of individuals 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
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Nausea 716 23.0

Change in Appetite 15.0 204
Chills 12.6 14.7
Joint Pain 8.0 17.8
Pain at injeciion site 81.0 65.4
Eryihema at injection site 814 99.5
induration at injection site 69.5 99.5
ltchiness 48.5 868.0
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 adversa events (SAEs) pooled safety data across 22 studies,
which included a total of 7,093 smallpcx vaccine-nalve 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 subjecis received JYNNEGCS or placebo subcutaneously.
SAEs were monitored from the day of the first study vaccination through at least 6 months after the
last study vaccination. :

Amoeng the smatipox vaccine-nalve subjects, SAEs were reported for 1.5% of JYNNEOS recipients
and 1.1% of placebo recipients. Among the smallpox vaccine-experienced subjects enralied in
studies without a placebe 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 Crahn’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 treponin-| elevated above 2 times
the upper limit of nornial. In the 22 studies, subjects were moenitored for cardiac-related signs or
symptoms through at least & monihs after the [ast vaccination.

The numbers of JYNNEQOS and placebo recipienis, respectively, with troponin-I data were: baseline
level (6,376 and 1,203); level two weeks after firsi 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).

Cardiac AESIs were reported to occur in 1.3% (85/7,093) of JYNNEOS recipients and 0.2% (3/1,206)
of placebo recipients who were smallpox vaccine-naive. Cardiac AESIs were reported to cccur in
2.1% (16/766) of JYNNEOS recipients who were smallpox vaccine-experienced. The higher.
proportion of JYNNEQS recipients who experienced cardiac AESIs was driven by 28 cases of
asymptomatic post-vaccination elevation of troponin-| in two studies: Study 5, which enrolied

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
clevation of troponin-1 above the upper limit of normal but not above 2 times the upper limit of normat
were documented in JYNNEOS recipients throughout the clinical development program, 124 of which
ocecurred in Study & and Study 8. Proportions of subjects with troponin-| elevations were similar
between healthy and HIV-infecled subjects in Study 5 and between healthy and atopic dermatitis
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subjects in Study 6. A differentt traponin 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 froponin-| is unknown.

Among the cardiac AESIs reported, 6 cases {0.08%) were considered to be causally related o
JYNNEQS 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.

6.3 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® (irespeciive of atéribution to vaceination)

+ Cases of cardiac events including myocarditis and pericarditis

+ Cases of thromboembolic events and neurovascular events

*Seripus adverse events are defined as:

Death )

A life-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

= A congenital anomaly/birth defect

= Animportant medical event that based on appropriate medical judgement may jeopardize the
individual and may require medical or surgical intervention to prevent one of the outcomés listed
above

Instructions for Reporting fo VAERS ‘
The vaccination provider should complete and submit a VAERS form to FDA using one of the

following meihods:
» Complete and submit the report online: hitps:Avaers.hhs. govlreporteveni htmnl, or
»  Ifyou are unable to submit this form electronieally, you may fax it to VAERS at 1-877-721-0366.
If you need additional help submitting a report you may call the VAERS toli-free information line
at 1-800-822-7967 or send an ermall to info@vaers.org.

IMPORTANT: When reportirig adverse events or vaccine administration errors to VAERS,
please complete the entire form with detailed information, }{ is important that the information
reported to FDA be as detailed and complete as possible. [nformation to include:

Patient demographics (e.g., patient name, date of birth)

Pertinent medical history

Pertinent details regarding admission and course of illness

Concornitant medications .

Timing of adverse event(s) in relationship io adminisiration of JYNNEQS

Pertinent laboratory information

Qutcome of the event and any additional forlow-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.
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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. InBox 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 ses information to include
listed above. i

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.

». [n Box 14, provide the name and contact information of the best doctor/healthcare

professional to contact about the adverse event.

¢. In Box 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 cther adverse events that are not required to be reported
using the contact information above.

To the extent feasible, report adverse events io Bavarian Nordic toll-free at 1-844-2BAVARIAN
8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Sumtnary

All pregnancies have a risk of birth defect, loss, or other adverse outcomes. In the US general
poputlzation, 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 rais and rabbits. In iwo studies, rats were
administered a single human dose of JYNNEOS (0.5 mL) once prior {o mating and on one or iwo
occasions during gestation. [n 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 JYNNEOQOS (0.5 mL) once prior to mating and on two occasiens during

- gestation. These animal studies revealed no evidence of ham to the fetus fsee Datal.

Data

Animal Data
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Developmerttal 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 oceasions: prior o mating, and on gestation days 0 and 14. Three studies were conducted in
female rats administered a single human dose of JYNNEOQS (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 maiing, 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 10 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 matemal 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 granied an EUA for the emergency use of JYNNEOS for active immunization by
subcutaneous injection for prevention of monkeypox disease in individuals less than 18 years of age
determined to be'at high risk for monkeypox infection. This authorization is based on safety and
effectiveness data from clinical trials in adults and efficacy data from animat challenge studies and

- historical data with use of live vaccinia virus smallpox vaccing in pediatic 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 io
determine whether they respond differently from younger subjects.

11 DESCRIPTICN

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

JYNNEQS 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 coniaining no material of direct
anirhal origin, harvested from the CEF cells, puriiied and concentrated by several Tangential Flow
Filtration (TFF) steps including benzonase digestion. Each 0.5 mlL dose for subcutaneous
administration is formulated {0 contain 0.5 x 10° to 3.95 x 108 infectious uniis of MVA-BN live virus in
10 mM Tris (tromethaming), 140 mM sodium chloride at pH 7.7. Each 0.5 mL dose may contain
residual amounts of host-celi DNA (£ 20 mcg), protein (2 500 mcg), benzonase {= 0.0025 mca),




gentamicin (£ 0.400 mcg) and ‘ciprofloxacin (s 0.005 meg). Each 0.1 mL dose for infradermai
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 Wechanism of Action

JYNNEOS is an attenuated, live, non-replicating smallpox and monkeypox vaccine that elicits
humoral and cellular immune responses to orthopoxviruses. Vaccinia neutralizing antibody responses

in hurnans were evaluated to establish the effectiveness of JYNNEOS for prevention of smallpox and
monkeypox.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

JYNNEOS has not been evaluated for carcinogenic or mutagenic potential, or for impairment of male
fertility in animals, Developmental toxicity studies conducted in rats and rabbits vaccinated with
JYNNEOS revealed na evidence of impaired female fertility fsee (/se in Specific Populations (8.1}].

13.2 Animal Toxicology and/or Pharmacology

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

{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 animais.

14 CLINICAL STUDIES
14.1 Vaccine Effectiveness

Vaccine effectiveness against monkeypox was inferred from the immunogenicity of JYNNEOS. in
clinical studies and from efficacy data from animal challenge studies. fsee Nonclinical Toxicology

(13.2)]
14.2 Immunogenicity

Immunoegenicity Foilowing 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 JYNNEOCS to ACAM2000 in healthy smallpox vaccine-naive adults 18
through 42 years of age. Subjects were randomized to receive either two doses of JYNNEQS
{N=220) administered subcutaneously 4 weeks apart or one dose of ACAMZ2000 (N=213)
administered percutaneously. In the total study population, the mean age was 24 years and 23 years
in subjects receiving JYNNEOS and ACAMZ2000, respectively; 82.3% and 85.4% of the subjects were
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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 Indiar/Alzska 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
alt vaccinations and completed alt visits up until the peak visit without major protocol violations
pertaining to immunogenicity assessments. Table 2 presents the pre-vaccination and “peak visit”
PRNT GMTs from Study 8.

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 Immuncgenicity”

Time Point JYNNEOS® (N=185) ACAM2000? {N=1886)
GMT® [95% CI) GMT® [95% CI]

Pre—Vaccinat{on ) 10.1]8.8, 10.2] 10.0[10.0, 16.0]

Post-Vaccination

“Paak Visity 152.8%[133.3, 175.01 84.4°[73.4, 97.0]

®

NCT01913353

Per Protocol Set for Immunogenicity included subjects who received all vaccinations, cempleted all visits up until the

spacified "peak visits” (two weeks after the second dose of JYNNEOS or 4 weeks after the single dose of

ACAM2000) withaut major protocol violations pertaining to immunogenicity assessments. .

? JYNNEOS was administered subculaneously as a series of two doses (0.5 mL each dose), 4 weeks apart, and

ACAM2000 was administered percutaneously as a single dose.

GMT of vaceinia-neutralizing antibody fiters assessed by plague reduction neutralization test {PRNT) using the

Western Reserve vaccinia sirain, Values below the assay lower limit of quantitation {LLCQ) of 20 were imputed io a

titer of 10; the proportions of subjects with pre-vaceination titers less than the assay lower limit of detection were

98.9% amony subjects randomized to JYNNEOS znd 97.8% among subjects randomized to ACAM2000,

respectively,

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

N: Number of subjects in the specified treatment group; GMT: Geometric Mean Titer; 85% Cl: 95% confidence interval,

lower limit and upper limit.

~

o

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% Cl: 20.5, 26.7) and 23.5 (95% Cl: 20.6, 26.9), respeclively. The PRNT GMT at
two weeks after the single dose of ACAM2000 was 23.7 (95% Cl: 20.9, 26.8).

Irmmunogenicity Following Infradermal Administration fo Smallpox Vaccine-Naive Individuats

In a clinical trial (Study 7 [7]) conducted i the US with smallpox vaccine-naive subjects and
sponsored by the National Institutes of Health (NIH), 191 subjects were randomized to receive two
intradermat doses of JYNNEOS (0.1 mL each), and 167 subjeets were randomized to receive two
subcutanzous doses of JYNNEOS (0.5 mL each). Study vaccinations were adminisiered 4 wesks
apart to all subjects. An approximately equal number of males and females were enrolled into eagh
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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 intradermaly immunogenicity
was evaluated using 4 different assays. Plaque reduction neutralizing antibody titers (PRNT) wers
obtained using assays performed at St. Louis University (SLU) and Bavarian-Nordic (BN), and
enyzme finked immunosorbent assay (ELISA) values were obtained from assays conducted &t SLU
and BN. The development of the immune response to JYNNEOS ovar time fellowing subcutaneous
and intradermat administration was nearly identical, and the loge transformed peak titers obtained
following intradermal administration were non-inferior to those sbtained following subcutansous
adminisiration (Table 4).

Table 4. Comparison of log: transformed peak titers following SC and D vaccine
administration

Assa’
SLU PRNT

SC peak tifer

| iD peak titer
8.36

Difference

97.5% Cl

0.005

0,43, 0.44

BN PENT

5.90

0.27

0.77. 023

SLU ELISA

9.52

0.14

-0.21, 049

BN ELISA

8.57

0.02

-0.31,. 0.35

Cl, confidence intenval
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Packége of 20 vials

{Package NDC number: 50632-001-02; Vial NDC number: 50632-0

16.2 Storage Conditions

Keep frozen at -25°C to -15°C (-13°F 1o +5°F).
Siore in the original package to protect from light.
Da not re-freeze a vial ance it has been ihawed.
Once thawed, the vaceine may be kept at +2°C o +8°C (+36°F to +46°F) for 8 weeks.
After first puncture vial can be stored at +2°C to +8°C {+36°F 10 +46°F) for up to 8 hours.

Do .not use the vaccine after the expiration date shown on the vial label.
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17 PATIENT COUNSELING INFORMATION

As a healthcare practitioner, you musf communicate to the patient andfor 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. For the maost recent prescribing information, please
visit https:/fwww. fda govimedia/160774/downioad.

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

August 16, 2022
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% %
EE . S 30 13
B 173 131
B TR i5 12
£y 104 5.8
= ZHC i0 ‘ 03
Bz : 17 09
BE.2 TH 0.2 0.0

FREHE JYNNEOS® ZEwE
N=2943 N=920
% %
RE8 (s - -
e 84.5 181
BE - =H° 74 10
B 608 177
4T 2100 mm 15 0.0
MERR 516 . 5.6
EE 2100 mm 08 0.0
TER 454 4.6
#EH8 =100 mm 0.3 2.0
Fud] 431 117
BE =H° 15 02
255 - -
MeEER 428 176
MEEE - =&° 26 0.7
BRE 348 256
BE R 24 21
EE 304 ‘ 205
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¥ NCT01144637
] CHRENERLERNER .
b SREAE - ULPAE - B - ES - BOAESNERENREIARER
¢ BEAERSOMERE = 1004°F (238°C) = SEBENBEEES = 102.2°F (239.0°C)
4 JYNNEOS BAMETERSERS (S5 05mL) - AEEE 4 BNsFEs -
N= EREAH

EFT 1 F . EE JYNNECS % ARSERNSFN:FERENRTRRERERECNER 1 2 6
x - ZHNs EFHFRRNEINERERENRIRRBYF - CLEHEEE 1 B JYNNEOS M 2 B#E .
BSETARERENTREBIGAEL - EPrfiRisEunEs - RE%E 1 ARERNH (793%)8
TR 2 B (62.9%) -

EAEEERXCRHEEUR P EMETRES - ARNIELHETRARE

EXETEEETHZETR (MR 2 5% 3 MR 4 [24]) #4467 - 409 S4SEERXTEEY
BIRTEHENARERE-RME 0.5 mLIYNNECS MA( FiaFEn 39 5 588 20-80 52;59% A ;
93.8% REA/EMRA ; 07% REHA ; 0.5% RFA /IFBEREA) - ZE IYNNECS HREH - BEE
EEXESERE 8 RYHEEA IEREYARER RIS 2R ETRRE-C2=FHAS - £IE JYNNEOS
(EORE )& - BEREHBUERNERRTEETRRES ST (80.9% ) - B ( 79.5% ) - E#}R(704% ) -
Rk ( 67.2% ) FHERE (32.0% ) ; ¥EBFE JYNNEOS (EEHR ) # - BHRENEEHRELETRERER
B (33.5%) -~ TEAE (27.6%) ~ MLESSE (215%) - B0 (9.8%) - 2 (07% ) 7 I8 (0.5%) -

ERHVSERETESETEES HANBSECHIRRR

B3t S SFEER HIV FHEEE IYNNEOS MZ=EN (5] - ZFETISIMRER - 5 —HFE ISR
{ Open-label trial ) - EhHAT 351 BED: HV ERGEERXTEENIHZ - 131 82 Hv BRE
HE2REEERTEENEHE 88 FERS: HV BEXREREEXTEENSHE A 9 SFREEHSE HV 8
ENBEEBARCEEMIEE - ZRRNIHERE FEHAA - BZ JYNNEOS 0.5 mL ASHEE . £
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B KV EREBEEERTEENIHENANEERERTEENRREZE - BEE / FeakanAn
AL ZEETMS - 17.0% SR ; 45.8% RhEA /WMIIRA ; 04% KTHMA ; 33.2% REA/FEEE
A;19.0% REMFE /HTE, AEE HY ExieSEERRTEENE—E( THFEks 45 8)EL -
FRERRARLESNT—ARERAFE (FTHERE 37 B) - ETRRRE - SaiEN (D4 HREREHE
E77HE 200~750 B8 / L FE -

ERFES . BRTHS HY ERESEEATEENSHEMEL - B HV BREREaXTaENSHE
RSN ESHERERHRTRRE CHBEBRARAMLEE -

ERE HV BEXNBSSERRTESNREED  BERENILNEEIRR 1.5% 1 84% - £b—#
Bt BEREMERIESEAETRFRREENAZSETR 24 FREER HY - EEASRERRTES
A EEN -

BEESMMEEATTLUN TERETERE  LRNEELHIERE

TR 6 Bt TEREFLESEEUEFER (AD) - EXREFERXTEEIWEHEP - JYNNEOS pI®
it FWRETHMMURZENEET . R—EE00 - BREEBIERTRE - AT 350 8857 AD &
BHERN 282 SAEERE AD WRER - AWRNBEBLURTEFNANEE 05 mL BEM JYNNEOS -
EERRENBREETHERS 27 ®(EE 1842 &) FAED 59.0% Bl 394% BEA/BHEA -
109% RETMA - 9.0% RBA/EBEREA - 22% REMAE . 384% REETE /D TH - 87 AD A

EREEE AD WEHSEADLEESEM  EEFRT - 85 AD HZAFTRERIE AD HRsE =R
HESHRTTHEARRE CAERESAL - ETHANRRI ( BF AD & CL2WHRERARBERS AD
£ 403%) - IR ( BFE AD = 522% ARR~EESRE AD F 408%) - 8% (BE AD E 15.9% HR
R OREREE ADE 7.8%) - MIER (BF ADE 47.2% HRNFBERE ADE M8%) -

AEREERTESEEMNERIETRER - SRNTERE

—ERERFR (TR 7[7])ETURAESIIIN &8 JYNNEOS N2 - B RETAIMA IR SE -
HEREREANICRENIHE - BN RAXZEERFAER (NIH) RE - BEAMCAE 2R = EAES
WA EFEE)EEME JYNNECS { 88 01 mL) - HHURTEHNSN(ET BREE)EEWH
JYNNEQS( SR 05mL) - FESEEBCREMREERAENER 4 8 - SEPRBENIEARASES
AEUDRERFERTERDA - AW 10% NERTEARBHE/I[A - 4% SHREWA - '

ZEFEEN 15 TR FHZENSHNATSUTREENERER 10% & - K% 2 PIlL -
ERTEMERSIEHEST - HRIE 814% f 995% FOSHEMIDTH AN MRS - £/ FENET -
FEANFRRBEERE_DREEN 14 RHCEER | BERERE - £ 4% RAERBEREH

BIMBRAN - £ 180 R - RAEHAPERR=H7—HNEHEERER - (IEHEMKNIERIHR -
b5t - EAESREN—ERA - EERBHLIIR T/ ERSES -
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#= 2 HETEA—RESREN 15 XA - BH ~10% MABERE

RERTET ETES (%) EPES (%)
’ N=166 N=190
mEEs 497 513
aEs 413 30.4
Bt 43,0 41.4
L= 21,6 23.0
AR _ 15.0 204
EEE 12,6 - 14.7
BEETIEE 9.0 i17.8
NSNS b1.0 654
AT 814 99.5
SRR 69.5 09,5
B 48 5 89.0 -
BT 18.0 20.9
BTEE 6.0 105

REPEE—EANERIENG

BETREH

BEAREL (SAE)WESAFEST 22 FRRERNZEWH - HPaiETaR 7,093 SKEEEERTESE
ROSFRE - A 766 LEER 1 MR JYNNEOS REEREREHE - M 1,206 BREFEBRIEEHIRE
FERRENFAEE - KESNFEHELIETEHN A - 28 )YNNEOS HRRE - RERREHER
HE-REENEEN/ENE  EERE— RBEEFREREESAES -

ERGEEARTEESNESRSED - 7 1.5% BE JYNNECS AR 1.1% SR8 BN A B TRETRS
% EERARTTEE  ERRPEEREENHBEMNZEED & 23%EHEEREE JYNNEOS BEETER
ETREN - EREMNFRDT - & 4 AISERGENEETRSHEEHGRER JYNNEOS ZRMEARES - £
PEFEEEEREE ( Crohn's disease ) - SPIESS ( sarcoidosis ) - BRINILEBE ( extraocular muscle paresis )
FHEMEEEE - '

AR T RO MEFHE

BRIREATRLMESREH (A ) WP - SEFMEHLOERERER - SEFRESEWLEEECGEHE -
BURBBER ER 2 HRLNAEEES-! (troponin- ) 718 - £ 22 ERNTFET - BREERE —REETF
REEEAERD CHMER - SR MEREEAERET TER -

FEEE JYNNEOS MERFNAS -  BELANEES-| RENARS RS  EEAR (6376 | 1,203) ;

BEES—TRBERNAR (6279 M 1166) ; #E%_AMESINARN (1,683 i 193) ; sFaliER (918
HIELUTEOLMBSENERATS ) R (500 # 60) -
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EERASHNBEFRAMES D - B JYNNEOS AUERTE 1.3% (95/7,093) ; BSwRMEERDE
RARTHEEMEREAS 02%(3/1,206); B8 JYNNEOS EEEBRTRESNERES 21%( 16/766) -
EE JYNNEOS MAZRL e EmEARE AR TR A MEEs  2RAEREHRT - & 28 feEEg
B - EEERNOIISBEE-| AS - BL 5- BT 482 Sm HY HEHER 7 SRENSHE;
LIRTIZE 6- 8B Y 350 BRERMUERERNEREMN 282 SRENIEE - TRERKBEHER - 54
127 fIERE JYNNEOS peAsiensidl £ EEEERERENHOINEES-| ISERLCEE HR-BXE 2
BESRELROER - 77 124 FIERRHFR 5 FHE 6 B - EFE 5 0 BEMNEHEMER HIV &
SHBFURLMMEED- FERLAEL ; TFR 6 ¢ - RENSHENSAEMERERNSERE - R
DAMESE-| AEMLAAL - AEREANFE - BREFEERTAENCINEESHES - THER
ERse AR RN EFHRE - Bl REEEERER OIS ER-| FalRRSRE M FEE -

EERAFREFNARSIESS T - & 6 61 (0.08%) WEHAE YNNEQS REEREEERREEG &
EELEAE - 0EE T EEHE - AMBERYE - MEE ST B - 0SBl T RIE - ME-

SRmEEHSEARERNSNSHMETEONS S - HERRRBISE -

6.3 SFETAENFREGNESRERR -

ETROEENERRFTAREEET JYNNEOS HERE - FRMEN-FRSHER LA (VALRS ) ER T
HAREF ’

SHEERESE  BRETHATRSHN

BEFRTH (ERETNANSERYN)

o LREEERE - Bl OMRFLER

e[ ESNPROES 1B

*EEARSHNESS

o35

oBRERNEREM

o B AR TGRSR

SR HERAATIEEET TR - %1$ﬁ§kwﬁg

SSTRIERE [/ ERIETRE

ENEEEEAFAIATESEEANEERERE - USRS EETAER TR LSRN L

RS hEg _ :
hEEAEREERAER - HE—REE(reqular approval R E - IHEE ERTEESH - LURMBIRENE
EEEN - SRBEABRKE "M EES JYNNEOSRERAEEENR, B BETUSMAREE - 08
#hR / #EERIRE —BHRH -
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SEHENIEEE
8.1 &=

EhiE

FERTENTAS SRR R - mémgmxaﬁ%mmm ESEM—BADD - B RS
DPEE A AR ERETRENECHERREE - S5 2% F 4% R 15% F 20% - SRASNALE
# - FELMEESETER JYNNEOS BRR SR MBS s TESEREE -

AR JYNNEQS HIER - BRAESESORE - LULEH SIS A RS T RS MmO S EREeTis - &
ECOEG RS - ARSETER  SERARASRRE JYNNEOS( 05 mL) - MREREEEE—2_ R

ERTERRD  KERREETNENET R ARSI JYNNEOS (05 mL) - ZENEFET - 2FRESE
AEEB—RABAIRNS JYNNECS (05 ml) - EREESHEEAR - EEONTRESEE HRNRBE
EEIGE WBE S - '
=8

BagE

EERSSHNTR - EUESEARMATIET - ERC—HENHRST - [ERETEA - HENE 0 XAE 14
K= IBRERRS - DU FSER RO EIT 7 AREIR ( 81 49 JYNNEOS (05 mL) - e =IEemF R -
BEABREFH-SSERDE : R - {ERNE 0 NS 14 X ; IEANEENE 0 K ; TERNS 0
FHE 6 X - M TEMNAREET ARNE (28 )8 JYNNECS (05mL) - BERREREERNES .
AENBEEY - B - RENEERNSE IR RENTARE

8.2 mu

RigEs

HEAEE JYNNEOS 2FTEAAZNILAF - BRI T ARERS JYNNEOS SHEREIL0EE -
WIS TR AR -

EHREE JYNNEOS MyBRARTRER « BURDMW JYNNEOS BERFEERNBEENNR R T EEEL WA
. Eﬁﬂ%ﬁkﬂ%ﬁﬁﬁ?ﬂﬁ?ﬂ@mﬁ—ﬂﬁﬁ%ﬁ - RENEREETMS - RARRNRETHERNN
ERERAHNBES

84 MR

JYNNEOS #& Ml ursRt 04 18 BRRERS M PETRRY - #1858 18 BNEEI M 58
BRI - FDA CETEREH JYNNEOS 8 EUA - SIRIBRE T EHRMANETES M E2E82E -
E—REREREARRERAENRSERENEN - DYSRORENER - MR RERPERESEE
EERENATESNERESR -

8.5 =FA

42 REMMEFREHFL 65 F 80 MEA - SMT B -4 JYNNEOS ( FiT 4y -

JYNNECS HERWRS - REAARHAEN 65 B E2EE DERUANKERTESFENSHEME -

11 B .
BE® - JYNNEOS { RiER M e - HIEESE - JhEma) SAEE - HECEHACHE  FRET
EHRZREE -



IYNNEOS A—HBai4-EREH% Ankara-Bavarian Nordic { MVA-BN ) FESIN—BRE - RS
HEEEEE - MVA-BN EUAEFEREAEEN ( CEF) PER - EEAERERASEEDYREZFE RN
SMESSED - 1 CEF MlaDET RN - CRERYMFRE (TFF) 958 ( 8 benzonase HEEHN
1By Mblgibrss « S8 (0.5 mL) ARE T IHMENE pH 7.7 80 10 mM Tris ( tromethamine ) &
HEE - 140 mM EfLtreEE 05x10° E 3.05 x 10° B MVA-BN EFES - 88 (05mL) T
BESEREILAME DNA! €20 meg ) - EEE( 2500 meg ) - benzonase( < 0.0025 meg ) - EER( gentamicin -
<0400 meg ) MEBE= ( cipfofloxacin 20005 meg ) HRER - BREASHNS B (01mL) - 25
05 mL BBNASZ-—EHeE - ‘

JYNNEQS E—EF2HBHNERESE - NAZLEERAILBSA -

12884

12. 1R

IYNNEOS H—@EE-ZHAEN TuuNREn M EEs . T3 e T EABvER AR SRR -
JYNNEOS BRERATH M ENRY - SMUABHERESTPRNASREETIE -

13ERFES

131 =R - R - £ HER

JYNNEOS MBEEREERRREE  LUREMRESYEENZEIFH Y RMEITEG - £28 JYNNEOS &
ENAEARTRETHRESERR  ERETEARERYBRESNIRANEB/ERNFEREIFFE
@81y -

13.2 SIS / SREEEE _

BMEFEFED T IYNNECS ERERENR ( Macace fascdcularis ) BE M EFS (MPXV) FEYR - &
& 0 RS 28 AUETESRSS - REUES Trs SEEAER 88 )3 JYNNEOS( 1x 10° TCIDy, )+
L 63 K- LURE( 3% 10° pfu ) BIEES( 5 x107 pfu )SHEER( 5 x 10°pfu JHIRE  |EHET MPXV
T EFAENTES . ERREHNRERYN 0-40%EEE - B8 JYNNEOS SHNSYETESS
80-100% +

14 RERER

141 BEEY ' ‘

B M EHNEEEIEE—FEYHR JYNNEQOS HIEREEATE - B BEYER
W - [REHEEE (132)]

142 aER#
FERERREEEE A THAETREENGERY

W 8 8] EEERASESEMETI—ER  REESROTR . SELE JYNNEOS F1 ACAM2000 &
FREBERREEEN 18 £ 42 RERERAPNLERY - SEZRBREABMUI TEHNAIRERS

59

JYNNEQS (N=220; BIF 4 8 )- SRS REHNSUER B ACAM2000 ( N=213 ). EE{EHFREES -
#E YNNECS 1 ACAM2000 MSHEFHEERSER 24 B 23 5 ; JYNNEOS T ACAM2000 Hikez
ADEBIMESEIR : 823% A 864% HRHNSHE ; 573% M 638% REA/BMEA ; 21.8% 3
188% RABAJIEBEEA ; 64% T 56% BIIMA ; 3.6% M 2.8% KEMNEZA / ANHINRER ;
2.3% F 14% REER /ML TRHENRER; 8.6% M 7.5% REMEERHE, 24.5% ) 188% AE
BEFE/ TE-

RERENIERNEESE 'ESREER (peak visit; EERRFESE"H JYNNEOS #ME"REHMN
EEEH ACAM2000 #ASOESHE) o & - BBEEESONGSEREE( PRNT) FANESTHMEET
FHYE (GMT) - ABRRBRAFEN SR EZ2RERE ( PP ) MEREETET - 2ESEEEETHARS -
LHEETLEREFEH - CEEZRTESREERANAEER - ERERERASRESNIHIFEN -
= 3 FIRTHESRR 8§ b EEEEAN "TESREDZ . HBH PRNTGMT -

= 3:18 & 42 BRCEERRAATHENERREA - EBT JYNNEOS 2 ACAM2000
% EEETAniERENEE - TR 8 - §SrEgraEREY

EC {1 JYNNEOS® { N=185) ACAM2000" {N=186)
GMT® [95% CJ] GMT? [95% CI]

BEEE 10.1[9.9,10.2] 10.0 [10.0, 20.0]

HEEEE 152.8°[133.3, 175.0] ' 844734, 97.0]

TEERERZ,, ) e ’ T

*  NCT01913353

Y HERrEszaERY ( Per Protocol Set for Immunogenicity ) BE TEEMSES - TEETRER
EREE  BERRTERN TEEMAEES . (BES°H JYNNEOS #ME_ESHMEER
ACAMZ00C BHEEESY ) BEERErEEEHANTHE -

JYNNEOS Rl TR E=EmE ( S8 0.5 mL) - BHERE 4 S0A=ET ; ACAMZ000 4 Atk
ERRER - DUERE S ATET -

EEPMARENSTFESNE GMT EEEBIER DR E%( PRNT ) - EH4EREZ WR
FRETHY - EREBEEEESETIR (LHLOQ) 20 NEERZAYWE 10; EEEAELES JYNNEOS
A ACAMZ000 HEZET  ZEEHNAEEARBESEERETRASEEAHR 989% I
97.8% - ’

T "BRIREOZ . B JYNNEOS ¥ ACAMZ000 89 PRNT GMT AIEHFZEE ( non-inferiority )} -
FEEER ¢75% BSEER (Cl) ¥R GMT 2ZEE (JYNNEOQS / ACAM2000) > 0.5 -

N HESEATHEREAR  GMT : B FHRE ; 95% Cl: 95% FHREM[TR LF -

. EEEEREST TBRREER. AINEEMERL - E%T PRNT GMT ROTM - BEE—T JYNNEOS #
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(BRI ) RES BAIES R0 PRNT GMT 4#EI&R 234(95% Cl:205-267) 7 23.5(95%Cl:
206-26.9) - MiREEA ACAM200C #EME2MA PRNTGMT & 237 (95%Cl: 20.9 - 268) -

RSN RN AT MR AT B RN R RRY

EEEETH—FRFSE (MR 7071 ¢ xEEFBATHEENIHNEEAEERGER (NH) 28 - B
HAMRE FAEDRAEHAS (191 S2HE)RERR JYNNEOS (88 01mi) - BB TESENA
(167 EXHENREMRA JYNNIOS (&28] 05 ml) - SiBRHEEEERALNE MANNR 4 8-8
APRERAIEARARES - AZHEEIRFATTEHEA - AR 10% NERZEHEEBERIA -
4% BHRERA -

LR T AR A ENOT T JYNNEOS S EEi - & 4 EFANER =Rt atRit - SEEER
BRFAE { SLU) 1 Bavarian-Nordic { BN ) F8 PRNT ; BIETE SLU 71 BN AERZSHRESVE ( ELISA)
EFAISROBIE - MR T ERAEATHNATIER JYNNECS % - B SR ERNRENSRETE2EE ; &
REHEAEN og, EERERENE  TERRMUETEHERE (R 4) -

- &= A ERETERABEAZHE - log BIEREEREERERILLE

HBENE BETistasRENE EBrEsEEsRENE == 97.5% EFHEEH
SLUPRNT  |837 8.36 0.005 043,044
BN PRNT 563 5.90 - -0.27 -077,0.23
SLUELISA - |9.66 852 0.14 -0.21, 049
BN ELISA 9.59 957 ] 0.02 -0.31,0.35

Cl - EEEE

15 &=Tm

1% 1: NCT01144637

2FE 2: NCT00316524

3. 3: NCT00686582

ATR 4 NCT00857493

58i% 5: NCTD0316589

6.91% 6 NCTO0316602

THR 7: NCTO0914732

8.8% 8: NCT01913353.

16 BEREE

161

20 e

(E% NDC #3% : 50632-001-02 ; /NE NDC #5% - 50632-001-02 )
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16.2 FEfREr
FREGHERE -25°C £ -15°C(-13°F & +5°F ) g -
RERFRRT - BReRy -

NEREE - BOEAE -

PR BETERIE +2°C ~ +8°Q +365F ~ +46°F WEBET 8 B -THE—RMNE NETERR +2°C
E +8°C{+36°F E +46°F ) MERIET (&3 ) 8 /-
BR/NERE BTN ERANE %%#ﬁﬁﬁﬁ‘gﬁé .

17 BAERAER

BEABEMEOFEAN /HEASEEE  REENRES 7 EANES , —HEH, - WSS JYNNEOS 2 -
FHfA—GERRESES - ’

ILESAEELAENAES - JHE—B8Ereqular approve)ERE - IDEHEETEEET - LULESETNE
2leEN - EXEBEARERE "M BEEE WYNNEOSAEREREEAZR ) RE - FEHARMUAEARE - 15
Mk f HESRIRE — TR - .

FERERTHECREY - SRSNWEAEN - BEHW https//www.fda.gov/media/160774/download
T -

BER:

Bavarian Nordic 25
Hejreskovvej 10a
DK-3490 Kvistgaard
Az
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e 3
BRESEFRSHEREEERE

—-B®
ENREESES A IRECER ERHRAE RHENEERS LARERE -

Z -EmEREfRENTESE

(—)%T - ,\ﬁEFﬁiﬁiﬁﬁﬂ?ﬁﬁﬁﬁﬂﬂﬁtiﬂﬁé SEREBESETREER

(D)ERER . EEREARESHRER  RAEZREANETREEZ AR -

= )ﬁﬁﬂﬁx&%ﬁ FEAREHAEREEREEZFEEIRAENSRINE - @18 -
EREHNSEERENNE - Bl - SSHRE -

(MRBEREREEY  RRERZEEEERTEAE ZERIERE -

(DEZRE AERRERFACKRER | FEREFRE4 SR AERIERERER -

NEMBEEFRECEEEREREE /SN  FESTAREHIAERR ZER -
BTN EANE R AR E L ERERIM AR AN RREARERZER
R - B BAEENAEEERESSENEERRER ; MESRFELEEAR
EE ; SHefMEE I REEREEE

= EBETHE

(—EEEEMRATEREIER SR REEEEREREFARENZERESR - BE
REAEEERENEEEFREEHES L5 (VAERS) (hitps://vaers.cde.gov.tw/)iE 4 -

CHERELSESETS DORNERER 1922 T8 FRE4E BSEETLHES
BNt 2 EiELR VAERS -

(S)BEMEMEHAEEEFEERAISHEREE - WK VARRS HERERELER - WIRHE
EMREZHE -

(MEEBFHETEEEBERAETER VAERRS T ESHEUHRER BREERE
R ENEESENERETEZEH -

Lmﬁﬁ EHIL
: (—)%EE*EZEEEW
1. ESETEERRERREESHEEARE -
|2 EEEEAEZEEIEE -
(ZYELEBED
1. REEERG R R EAR SRR - BER VAERS MR RIRAM
ESERENEEREL LEEFDSH  EEREPEANERE— - EREEER
RE#ZZ=RL -
2. M= LEENEEN S ?%N&Etﬁﬁzzﬁﬁﬂ B - Bk TRELEESESHEES
B R E ik &Eﬁﬁu.ﬁﬂﬁﬁ .
= ) EREHERESRL
BEEREFERER VAIRS RTERBHEEEE . M%ﬁtﬁﬂﬂﬁiﬁﬁﬁﬁﬂ@%ﬁ
Fégﬂ
2. MEEENREARM CSRERCVERR - EERIEESEERTENMARR
EEEEEE -
(MERSHSEEA ' . :
EHENREFETEENESR  SRERESRTHENERERERE - BHEZRA
BEENEESEEEEYIEREERPLSEETEEANRER -
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Bt 4

M EEERERERREER

HECER - EeRERASRIREER
205 BB TR AR S R
BEERLAEBERMGL 2 |
I

HERBARMPEPEENR \geecsamemmer)BRENE
ZIRIEARARABET  Becomaus . AieESels -

BN AREEE ﬁ#ﬁﬁiﬂ%ﬁﬁk

mE, - HECBARTANEE | snmEse ERERMES S |
wEmEREEEEEEE mma U 0
|BREZLRL2-8C - EaEERE |

13- WS EERELES T REEE l

BEEREERENIS. - - |

|EedispREE - REREESED
B (AT - SREEE . 1
emE LB EREEARASE
BAENID, -

EEEEE FE ﬁgﬁﬂ:ﬁgﬁ BEEEE
FE ~AEERRSE ‘ =24
[ b AEEEEETARENEGLR,
B Li’*% RECESEBLEREEE . bl
[ - R o (2 .
Z0sECREATEEE | pECRARRRSEE . &)
'

LEmHEERFEE Y BE MR (FESNS RN - AEFEAEEESTLELZRARE
#® - BEEPOHIMalIEESREATEREER - ENLESTHLRIEEEREH
- MTEEREENISHARERAMEERAELR . BMEEESENEEEREESE
# - Ak - ARRTERSREENEE -

2REFFNMR-2015°CRERE - BEFBRERRERERIFEH - foFRMERRERE

- RR2-8CEET R - EHENEEESFRERT -

IEERRAR-FCRRYRTLE - ERERRSET - —ERY - BESBAEHE
B - IRERARAEER ; IARUESARERT FREEFAAFZBRRAE—
THREEEAESE  AAERERENSREZ RRCRERS - BUSETEESR
HBEELFS -
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