











Persons administering vaccines will follow necessary precautions to minimize risk
of spreading diseases. Because of the nature of the vaccine container and method of
administration, personnel preparing and administering the vaccine should wear surgical
or protective gloves and avoid contact of the vaccine with skin, eyes, or mucous
membranes. Special consideration should be observed while adding diluent to the
vaccine vial to prevent spraying in the eyes. Gloves should be changed between patients.

Needles should be discarded in labeled, puncture-proof containers to prevent
inadvertent needle-stick injury or reuse. Standard needle-stick-injury procedures will be
followed if a vaccinator is inadvertently stuck with a used bifurcated needle.

No skin preparation should be performed unless the skin at the intended site of
vaccination is obviously dirty, in which case an alcohol swab(s) may be used to clean the
arca. If alcohol is used, the skin must be allowed to dry thoroughly to prevent
inactivation of the live vaccine virus by the alcohol.

Revaccination

Prior vaccination may modify (reduce) the cutaneous response upon revaccination
such that the absence of a cutaneous response does not necessarily indicate vaccination
failure. If a previously vaccinated person does not manifest a characteristic vaccination
reaction six to eight days after smallpox vaccination, that person does not require
revaccination in an attempt to elicit a cutaneous response.

Individuals should be revaccinated if more than 10 years have elapsed since the
last smallpox vaccination. Persons at continued high risk of exposure to smallpox (e.g.,
research laboratory workers handling variola virus) should receive ACAM2000
vaccinations every three vears.

Quality Assurance

Medical commanders will use standardized materials to train smallpox
vaccinators. Medical commanders will assess vaccination technique by evaluating the
vaccination take rates among the first cohort of people (e.g., 50 to 100) vaccinated by
each vaccinator. Published studies found take rates > 95% with appropriate technique.

Medical commanders will assure that proper screening of vaccine recipients
occurs before vaccination. Access to providers experienced in benefit-risk assessment
will be made available to vaccine recipients and vaccinators. Medical commanders will
facilitate prompt evaluation of vaccine recipients with adverse events or side effects that
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interfere with the ability to work. The DoD’s Clinical Guidelines, “Guide for Managing
Adverse Events After Vaccination,” was created to help medical personnel individually
manage and document adverse events after vaccination. This document can be found
under “Safety/Adverse Events” on the MILVAX Web site (www.vaccines.mil), or under
“Providers,” “Management of Adverse Events” on the VHC Web site at
(www.vheinfo.org).

Timing and Spacing of Other Vaccinations

General recommendations from the ACIP accept administration of live and
inactivated vaccines simultaneously, or at any interval. The only major restriction to
combining vaccinations is with multiple live-virus vaccines, which should either be given
simultaneously or separated by 28 days or more. There are limited data evaluating the
simultaneous administration of the smallpox vaccine with other live-virus vaccines. It is
desirable to separate varicella (chicken pox) and smallpox (vaccinia) vaccinations by 28
days, because of the potential to confuse attribution of lesions that may result in vaccine
recipients.

Do not administer other vaccines near the smallpox vaccination site.

Care of the Vaccination Site

Vaccinia virus is present on the skin at the vaccination site up to 30 days after
vaccination and until the site is healed. During that time, care must be taken to prevent
the spread of the virus to another area of the body or to another person by inadvertent
contact. Disease transmission from intact scabs is unlikely, but high-risk individuals may
be vulnerable to scab particles. The DoD’s goal is to reduce this risk as much as
possible.

The most important measure to prevent the inadvertent-contact spread from
smallpox vaccination sites is thorough hand washing (e.g., alcohol-based waterless
antiseptic solution, soap, and water) after contact with the vaccination site.

To avoid secondary infection, commanders and other leaders will direct physical
activities so that smallpox vaccination sites are not subject to undue pressure (likely to
burst a pustule), rubbing, or immersion sufficiently prolonged to cause tissue breakdown
or secondary infection. Activities that complicate vaccine site care and cleanliness
should be avoided during the postvaccination healing period. For example, clothing and
load-bearing equipment will be arranged in a manner to avoid excessive pressure or
rubbing at the vaccination site. Avoid contact sports, such as wrestling. Avoid
immersion in public pools or spas.
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Appropriate care should be taken to prevent the spread of vaccinia virus from the
vaccination site. The following special precautions will be observed. The vaccination
site must be completely covered with a semipermeable bandage. Keep the site covered
for 30 days and until the site is healed. Wearing clothing with sleeves covering the
vaccination site and/or using a loose, porous bandage (e.g., standard Band-Aid®, a piece
of gauze attached with adhesive, or paper tape around each edge) to make a touch-
resistant barrier can reduce the opportunity for contact transfer until the scab falls off on
its own. The vaccinee should change the bandage every one to three days, as this will
keep skin at the vaccination site intact and will minimize softening. Do not apply salves
or ointments on the vaccination site.

Used bandages, along with the vaccination scab, should be disposed of as
biohazardous waste. If biohazardous waste receptacles are not available, these items
should be disposed in sealed plastic bags (e.g., Ziploc® bag) with a small amount of
bleach. Clothing, towels, sheets, or other cloth materials that have had contact with the
site can be decontaminated with routine laundering in hot water with detergent and/or
bleach. Normal bathing can continue, but it is best to keep the vaccination site dry by
using a waterproof bandage during bathing. Avoid rubbing the vaccination site.

Close physical contact with infants less than 1-year of age should be minimized
for 30 days after vaccination and the vaccine site is healed. If unable to avoid infant
contact, wash hands before handling an infant (e.g., feeding, changing diapers) and
ensure that the vaccination site is coved with a semipermeable bandage and clothing. It is
preferable to have someone else handle the infant. The smallpox vaccine is not
recommended for use with a nursing mother under nonemergency conditions.

Recently vaccinated health care workers should minimize contact with
unvaccinated patients, particularly those with immunodeficiencies and those with current
skin conditions, such as burns, impetigo, contact dermatitis, chicken pox, shingles,
psoriasis, or uncontrolled acne. Contact with the above individuals should be minimized
for 30 days after vaccination and the vaccine site is healed. Even patients vaccinated in
the past may be at increased risk due to current immunodeficiency. If contact with
unvaccinated patients is essential and unavoidable, health care workers can continue to
have contact with patients, including those with immunodeficiencies, as long as the
vaccination site is well-covered and thorough hand hygiene is maintained. In this setting,
a more occlusive dressing might be appropriate. Semipermeable polyurethane dressings
(e.g., Opsite®, Tegaderm®) are effective barriers to vaccinia and recombinant vaccinia
viruses. However, exudate may accumulate beneath the dressing, and care must be taken
to prevent viral contamination when the dressing is removed. In addition, accumulation
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of fluid beneath the dressing may increase tissue breakdown at the vaccination site. To
prevent accumulation of exudates, cover the vaccination site with dry gauze, and then
apply the dressing over the gauze. The dressing should be changed every one to three
days (according to the type of bandaging and amount of exudate), such as at the start or
end of a duty shift. Military treatment facilities (MTFs) should develop plans for site-
care stations, to monitor workers’ vaccination sites, promote effective bandaging, and
encourage hand hygiene. Wearing long-sleeve clothing can further reduce the risk for
contact transfer. The most critical measure in preventing inadvertent contact spread is
thorough hand hygiene after changing the bandage, or after any other contact with the
vaccination site.

Medical Exemptions

Some individuals will have either acute or chronic pre-existing conditions that
may warrant medical exemption from smallpox vaccination. In some cases, vaccination
should be withheld if the individual cannot avoid household contact with another person
with contraindicating conditions. Furthermore, a small proportion of individuals will
develop a more serious reaction after vaccination that may warrant medical exemptions,
temporary and permanent, from further smallpox vaccination.

In a smallpox emergency, there are no absolute contraindications to vaccinating
people with a high-risk exposure to an infectious case of smallpox (e.g., face-to-face
contact). Prior contraindications to vaccination could be overshadowed by personal risk
of smallpox disease. The smallpox vaccine would be made available for people
exempted during pre-outbreak vaccination programs. People at greatest risk for
experiencing serious vaccination complications are often those at greatest risk for death
from smallpox. If a relative contraindication to vaccination exists, the risk for
experiencing serious vaccination complications must be individually weighed against the
risks for experiencing a potentially fatal smallpox infection.

Granting medical exemptions is a medical function performed by a privileged
health care provider. The provider will grant individual exemptions when medically
warranted, with the overall health and welfare of the patient clearly in mind, balancing
potential benefits with the risks while taking into consideration the threat situation.
Medical exemptions are not based on preferences of the prospective vaccinee for or
against vaccinations.

The two most common annotated medical exemption categories are Medical
Temporary and Medical Permanent. Annotate the Service member’s records and the
immunization tracking system with these codes, and update them as appropriate. In the
event of a confirmed smallpox outbreak, permanent exemptions could be lifted, based on
individual risk.
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People who have household contact with a person who has a contraindication to
smallpox vaccination (e.g., immune-suppressed people, people with atopic dermatitis or
eczema, pregnant women) shall either have alternative housing arrangements or be
exempted from smailpox vaccination until the household-contact situation is no longer
applicable. Avoidance of contact should continue for 30 days after vaccination and until
the vaccine site is healed.

Military-unique berthing settings require similar precautions. Exempt individuals
should be physically separated and exempt from duties that pose the likelihood of contact
with potentially infectious materials (e.g., clothing, towels, linen) from recently
vaccinated people. This separation will include not having the vaccine recipient share or
alternate use of common sleeping space (e.g., cot, bunk, berth) with people with
contraindications to vaccination.

Temporary medical exemptions are warranted when a provider has a concern
about the safety of immunizations in people with certain clinical conditions. The
vaccine’s package insert contains examples of situations that warrant a temporary
medical exemption (e.g., immune-suppressed people and pregnant women). The ACIP
notes that people with acute, chronic, or exfoliative skin conditions (e.g., burns, impetigo,
varicella zoster, herpes, psoriasis, severe or uncontrolled acne) may also be at higher risk
for inadvertent inoculation and should not be vaccinated until the condition resolves or a
provider affirms it is under maximal control.

In situations where a medical condition is being evaluated or treated, a temporary
deferral of smallpox vaccination may be warranted, up to a maximum of 12 months. This
would include significant vaccine-associated adverse events that are being evaluated, or
while awaiting specialist consultation. The attending physician will determine the
deferral interval, based on individual clinical circumstances.

Medical Permanent exemptions are generally warranted if the medical condition or
adverse reaction is so severe or unremitting that the risk of subsequent immunization is
not justified. In the case of the smallpox vaccine, these permanent exemptions could be
lifted if the individual had face-to-face contact with someone contagious with smallpox.
Examples of situations warranting a permanent medical exemption appear in the
vaccine’s package insert (e.g., life-threatening allergy to vaccine component, immune-
suppressed people, people infected with HIV, people with atopic dermatitis or eczema or
a past history of those disorders). People with contraindicating skin conditions who
received the smallpox vaccine earlier in life may be revaccinated after medical
consultation for individual risk-benefit decision making.
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If a permanent medical exemption is indicated, follow appropriate DoD and
Service-specific policies for granting such exemptions. If the situation changes, an
appropriate medical specialist can remove a medical exemption.

If an individual's clinical case is complex or not readily definable, health care
providers should consult an appropriate medical specialist with vaccine safety-assessment
expertise, before granting a permanent medical exemption. In addition, providers may
consult with physicians in the VHC Network (www.vhcinfo.org). In such cases,
providers will document specialty consultation in the individual's health record, including
the considerations and reasons why a temporary or permanent medical exemption is or is
not granted.

An individual who disagrees with a provider's recommendation regarding an
exemption may request a referral for a second opinion. In such cases, the individual will
be referred to a provider experienced in vaccine adverse-event management who has not
been involved in the decision-making to this point. This provider may be at the same
facility or, when applicable, at a referral facility. If the patient disagrees with the second
opinion, he or she may be referred directly to the VHC Network. Medical commanders
retain authority to review all appealed exemption determinations and may delegate this
authority to individuals with appropriate expertise within their organization.

Each MTF commander will assist people in obtaining appropriate specialty
consultations expeditiously and in resolving patient difficultics. Specialists may grant
permanent medical exemptions. Return of the patient to his or her primary care provider
is not required if the referring specialist deems a permanent medical exemption is
warranted. A Vaccine Adverse Event Reporting System (VAERS) report should be filed
for any permanent medical exemption due to a vaccine-related adverse event. The
following medical exemption codes relate to all vaccines.
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Medical Exemption Codes:

Code | Meaning Explanation or Example Duration
Prior immunization reasonably inferred from
: individual’s past experiences (for example, basic
Medical - . oL .
MA military training), but documentation is missing. Code | Indefinite
Assumed ) . -
used to avoid superfluous immunization. Code can be
reversed upon further review.
Evidence of immunity. For smallpox, documented
MI Medical infection (indefinite exemption) or documented Upto 10
Immune confirmed “take” in medical records within the past 10 | years
years.
. Permanent restriction from receiving additional doses
Medical . . :
MR Reactive of smallpox vaccine. Severe adverse reaction after Indefinite
immunization {(e.g., anaphylaxis). File VAERS report.
Pregnancy, hospitalization, temporary immune
suppression, convalescent leave, pending medical
MT Medical evaluation board, events referred for medical Up to 365
Temporary | consultation, any temporary contraindication to days
immunization, (e.g., smallpox vaccine and household-
contact situation).
HIV infection, atopic dermatitis, certain cardiac
MP Medical condltlor_ls, prolonged or permanent immune Indefinite
Permanent | suppression, other condition determined by physician.
Can be reversed if the condition changes.
MD Medllcal Dechnat'lc')n of optlc')nal‘vaccmes. (pot appl_lcable to Indefinite
Declined many military vaccinations), religious waivers.
MS gﬁ:?f;l Exempt due to lack of vaccine supply. Indefinite

Adverse-Event Management

As with any vaccine, some individuals receiving the smallpox vaccine will
experience side effects or adverse events. Adults vaccinated for the first time may
develop a clinical illness with injection-site inflammation, muscle aches, and fatigue,
most often on days eight to nine after vaccination. This illness may interfere with work.
In addition, the smallpox vaccine exhibits a unique adverse-event profile, including
myocarditis and/or pericarditis, encephalitis, progressive vaccinia, eczema vaccinatum,
and other serious conditions.

11
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Ongoing evaluation of health outcomes among Armed Forces personnel indicates
individuals vaccinated for smallpox are at higher risk for myocarditis and/or pericarditis
than those not vaccinated. The CDC ACIP recommends exempting individuals with
known cardiac condition(s) and persons with three or more known major cardiac risk
factors. The Services should exempt personnel with the following cardiac conditions:
Myocardial infarction, angina pectoris, cardiomyopathy, congestive heart failure, stroke,
transient ischemic attacks, chest pain or shortness of breath with activity associated with
a heart condition, other coronary artery diseases, and other heart conditions under the
care of a physician. Persons with any of the listed conditions should be exempted from
smallpox vaccination.

The following cardiac risk factors should be identified during pre-immunization
processing: Current cigarette smoking, hypertension, hypercholesterolemia, diabetes
mellitus, and family history of heart disease in first degree relative with onset before age
50. Persons with three or more of the above referenced risk factors should be exempted
from receiving the smallpox vaccine. Along with the ACIP, Health Affairs recommends
that recent smallpox vaccine recipients who have a cardiac condition or three or more
major cardiac risk factors be evaluated by a health care professional if they develop any
symptoms of chest pain, shortness of breath, or other symptoms of heart disease. All
people with heart disease or risk factors should receive the routine care recommended for
persons with these conditions (Attachment 7).

All DoD beneficiaries, including Reserve Component personnel who received
their smallpox vaccine while in a duty status, with a clinically verified diagnosis of post-
smallpox vaccine myopericarditis, will be enrolled in the central registry maintained by
the VHC network and be followed for a minimum of 24 months from the date of initial
diagnosis. Patient-informed consent is not required as part of enrollment. Identified
cases should be submitted to VAERS. Upon enrollment, VHC staff help ensure
appropriate follow-up in coordination with the patient’s case manager (Attachment 8).

Those individuals requiring medical treatment/evaluation should be retained on
Active Duty pending resolution of the medical condition or completion of the disability
evaluation. Each Service will coordinate with the Military Medical Support Office
(MMSO) (1-888-MHS-MMSQ), as needed, to provide appropriate civilian medical
follow-up and payment arrangements for Reserve Component personnel.

To support clinicians secking multidisciplinary consultation, the MILVAX
Agency established a 24/7 toll-free number for short-notice teleconferencing. Clinicians
wishing to consult via this teleconference bridge with VHC staff and/or
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military cardiologists regarding optimal care should call the DoD Vaccine Clinical Call
Center at (866) 210-6469. Additional consultative support is available via e-mail at
ASKVHC@amedd.army.mil.

DoD Clinical Guidelines for Management of Adverse Events After Vaccination
offers useful advice. These clinical guidelines are available at the MILVAX Agency
Web site at www.vaccines.mil, and at the VHC Web site at www.vhcinfo.org.

Vaccinia Immune Globulin (VIG) is indicated for the treatment or modification of
certain conditions induced by the smallpox vaccine. Consultation with a board-certified
infectious disease or allergy-immunology specialist is required prior to administration.
The VHC Network will provide and coordinate professional consultation services to
optimize clinical use of VIG, and then maintain a registry of patients treated with VIG.
Long-distance consultations will be arranged via the VHC Network's Vaccine Clinical
Call Center ((866) 210-6469). An infectious disease or allergy immunologist, in
consultation with the VHC, and CDC physician, authorizes release of VIG. VIG is
requested directly from the CDC by calling the CDC Director's Emergency Operation
Center at (770) 488-7100 and request to speak with the Division of Bioterrorism
Preparedness and Response on-call person. The CDC is the release authority for VIG
(Attachment 9).

Adverse reactions from DoD-directed immunizations are line-of-duty conditions.

Immunizations are provided as part of the DoD’s Force Health Protection
program. At the time of immunization, personnel are to be provided documentation that
identifies date and location of immunization, general information on typical responses to
vaccination, common and serious adverse events, location of the nearest MTFs, and the
toll-free telephone number ((888) MHS-MMSO) of the MMSO, in the event medical
treatment is required from non-MTFs. Emergency-essential DoD civilian employees and
contractor personnel carrying out mission-cssential services are entitled to the same
treatment and necessary medical care as given to the Service members. This includes
follow-up and/or emergency medical treatment from the MTF or treatment from their
personal health care providers or non-MTFs for emergency medical care as a result of
immunizations required by their DoD employment.

When a vaccine recipient presents at an MTF, expressing a belief that the
condition for which treatment is sought is related to an immunization received during a
period of duty, the person must be examined and provided necessary medical care. Once
treatment has been rendered or the individual’s emergent condition is stabilized, Line of
Duty and/or Notice of Eligibility will be determined as soon as possible. Reserve
Component members and their family members, who seek medical attention as a result of
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adverse reactions from DoD-directed immunizations should 1) immediately seek medical
attention if an emergency and contact MMSO and their command as soon as possible, or
2) contact MMSO and their unit command for referral to the nearest treatment facility
and to ensure payment for care and entitlements.

In the case of emergency-essential civilian employees presenting to a MTF or
occupational health clinic, the initial assessment and any needed emergency care should
be provided consistent with applicable occupational health program procedures. In the
case of contractor personnel covered by the vaccination policy presenting to a military
treatment facility or occupational health clinic, Secretarial-designee authority shall be
used, consistent with applicable DoD policy, to allow an initial assessment and needed
emergency care. This policy will facilitate awareness by our medical professionals of
adverse events and provide the patient with medical expertise regarding vaccine events
not necessarily available in the civilian medical community. This use of Secretarial-
designee authority does not change the overall responsibility of the contractor under the
workers’ compensation program for all work-related illnesses, injuries, or disabilities.

A privileged health care provider and any specialists, as indicated, should
immediately evaluate any vaccinee with a serious adverse event temporally associated
with receiving smallpox vaccination.

VAERS reports shall be filed using Service reporting procedures for those events
resulting in hospital admission, lost duty time, or work of 24 hours or more, adverse
event suspected to result from contamination of a vaccine vial, or death. Further, health
care providers are encouraged to report other adverse events that in the provider's
professional judgment appear to be unexpected in nature or severity. This is to include
autoinoculation (or inadvertent infections). In other situations in which the patient
wishes a VAERS report to be submitted, the health care provider will work with the
patient to submit one without regard to causal assessment. VAERS report forms may be
obtained by accessing www.vaers.org, or by calling (800) 822-7967. The DoD forwards
all VAERS reports to the FDA and the CDC without restriction.

Adverse-event management should be thoroughly documented in medical records.
Medical record coders should use precision in coding medical encounters, noting coded
specific to the smallpox vaccine (Attachment 10). A copy of the VAERS report will be
filed in an individual's medical record after submitting the original form through DoD
reporting channels, as discussed above. Providers are encouraged to provide a copy of
the VAERS report to the patient.
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Blood Donor Deferral

Because there is a significant donor deferral period associated with smallpox
vaccination, it is critical that vaccination schedules be closely coordinated with local
military and civilian donor center collection schedules to reduce the impact on the
readiness and availability of the military blood supply. Individuals who receive the
vaccination and have no complications will be deferred from donating blood for 30 days
after vaccination and until the vaccination site is healed. Individuals with vaccine
complications will be deferred for 14 days after all vaccine complications have resolved.

Policy

These policies are effective immediately and should be communicated to
appropriate commanders, health care providers, and others involved in implementation.
If the FDA-approved labeling for the smallpox vaccine changes, corresponding aspects of
these policies will be superceded. Any recommendations from the ACIP will be taken
into account in providing vaccination and clinical care.

M/?

S. Ward Casscells, MD

Attachment:
As stated

ce:

Chief of Staff of the Army

Chief of Naval Operations

Chief of Staff of the Air Force

Commandant of the Marine Corps

Surgeon General of the Army

Surgeon General of the Navy

Surgeon General of the Air Force

Director of Health & Safety, U.S. Coast Guard
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Attachment 1



Medication Guide
ACAM2000™

Smallpox (Vaccinia) Vaccine, Live

Please read this Medication Guide before you receive a vaccination with ACAM2000. This Guide does
not take the place of talking to your healthcare provider about ACAM2000 and the smalipox disease.

What is the most important information | should know about
the ACAM2000 smalipox vaccine?

If you are at a high risk for being exposed to smallpox, you should be vaccinated even if you
have health problems, unless you have certain problems with your immune system. People
who have health problems may have a higher chance of getting serious side effects from vaccination
but are also those who have a higher chance of dying from the smallpox disease.

ACAM2000 may cause serious heart probiems called myocarditis and pericarditis, or swelling
of the heart tissues, In studies, about 1 in every 175 persons who got the vaccine for the first time
may have experienced myocarditis and/or pericarditis. On rare occasions these conditions can result
in an irregular heart beat and death. Your chances of getting heart problems from the vaccine are
lower if you have already had this vaccine before. You can have myocarditis andfor pericarditis even
if you have no symptoms. Call your healthcare provider or get emergency help right away if you
have:

o chest pain or pressure
o0 fast or irregular heartbeat
© breathing problems
See “What are the possible side effects of ACAM20007?"

Because the vaccine has a live virus, it can spread to other parts of your body or to other
people if you touch the vaccination site and then touch other parts of your body or other
people. The vaccine virus can spread until the vaccination scab falls off (2 to 4 weeks after
vaccination). If the virus Is spread to a person who should hot get the vaccine, the side effects
can be very serious and life-threatening.

See "How do | care for the smallpox vaccination site?”

What is the ACAM2000 smallpox vaccine?

ACAMZ2000 is a prescription vaccine used to protect people against smallpox disease. Itis for use in
people who have a high chance of getting the disease.

ACAM200¢ contains live vaccinia virus (a "pox''-type virus) to protect against smallpox disease.

Who should not get the ACAM2000 smallpox vaccine?

In an emergency, you should be vaccinated if you are at high risk for getting smallpox disease
even if you have health problems (except if you have certain problems with your immune
system as discussed below).

Athdment/



* Your healthcare provider may not give you ACAM2000 if you have problems with your immune
system. You may have immune system problems if you:

o have leukemia

© have lymphoma

o have had a bone marrow or organ transplant
o have cancer that has spread

o have HIV, AIDS

¢ have cellular or humoral immune deficlency
© are being treated with radiation

© are being treated with steroids, predniscne, or cancer drugs

How do | receive ACAM20007?

ACAM2000 smallpox vaccine is not a shot like other vaccines. Your healthcare provider will make 15
pokes in the skin of your upper arm with a needle containing ACAM2000. The pokes are not deep, but
will cause a drop of blood to form. This is catled the vaccination site.

It is important te care for the vaccination site properly so that the virus deesn’t spread to other
parts of your body or to other people. You can infect another part of your body or other people
until the scab falis off.

How do | care for the ACAM2000 vaccination site?

® When changing bandages or caring for your vaccination site, wear gloves. Use an absorbent
bandage or Band-Aid to completely cover your vaccination site.

@ Change your bandage when it begins to soak through (at least every 1 to 3 days).

o Throw away gloves and used bandages in sealed or double plastic bags. A small
amount of bleach can be added to the bag to kill the virus.

* Wear clothes with sleeves to cover the site and prevent scratching the vaccination site. Itis
especially important to wear a bandage and sleeves to bed to avoid scratching.

= Wash your hands frequently with alcohol-based cleansers or soap and water.

c  Be sure to wash your hands each time you change your bandage or if you touch the
vaccination site,




Do not use creams or ointments on the vaccination site because they will delay healing and can
spread the virus.

Do not scratch or pick at the vaccination site.
You can take a bath or shower, but don't touch or scrub the vaccination site.
o It is best to cover the vaccination site with a waterproof bandage.

o It the vaccination site gets wet, dry the site with toilet paper and flush it. (Do not use a
cloth towel because it can spread the virus.)

o Cover the vaccination site with a loose gauze bandage after bathing to allow it to dry out.

Do not use a bandage that blocks air from the vaccination site. This could cause the skin at the
vaccination site to soften and wear away.

If you exarcise enough to cause sweat to drip, use a waterproof bandage on the vaccination site
when exercising.

Wash clothing, towels, bedding or other items that may have come in contact with the vaccination site
separately from other wash. Use hot water with detergent and bleach.

When the scab falls off, throw it away in a sealed ptastic bag with a2 small amount of bleach. Wash
your hands afterwards.

What should | expect at the vaccination site and in the weeks following vaccination?

If vaccination is successful, a red and itchy bump forms at the vaccination site in 2 to 5 days. Over
the next few days, the bump becomes a blister and filis with pus. During the second week, the blister
dries up and a scab forms. The scab falls off after 2 to 4 weeks, leaving a scar. People vaccinated
for the first time may have a larger reaction than those being revaccinated. See expected responses
below:

Smallpox Vaccination Site:
expected response after vaccination

See aiso:
www_ht.cde.govitraining/smallpox
vaccine/reactions/normat, html#

g onorr oy

Note: After 6 to 8 days, check to be sure that your vaccination site looks like one of the pictures

abave. If is does not lock like this, see your healthcare provider because you may need to be
revaccinated,

if you need medical care in the month after your vaccination, tell your healthcare provider you just got
a smallpox vaccination.



* Certain people, such as laboratory workers who work with smallpox, are at risk of being exposed to
smallpox over a long period of time. These people may need a booster vaccination every 3 years to
maintain protection against smallpox.

What should | avoid after getting vaccinated with the ACAM2000 smallpox vaccine?

* For 4 weaks after vaccination AND until the vaccination site has healed, you should avoid:

o

getting pregnant. Smallpax vaccine may rarely cause infection in an unborn baby if the
mather is vaccinated during pregnancy. This infection usually results in stillbirth or death.

handling babies or breastfeeding.
swimming or hot tub use.
donating blood

Tuberculin (TB) testing. Smallpox vaccine may cause the TB test to give the wrong
resuit.

& Avoid rubbing, scratching or touching the vaccination site.

¢  Until the vaccination scab falls off, do NOT:

o]

o}

have contact with people who cannot get the vaccine to prevent accidental spread of the
vaccine virus. This includes physical contact and househald contact. If there is someone
in your household who should not get the vaccine, such as a pregnant woman, an infant,
or someone who has an iliness, you shoutd not stay in the house until the vaccination
scab falis off.

share a bed, clothes, towsls, linen, or toiletries with unvaccinated peopie

Don't scratch that itch.

Vaccine virus can accidentally spread to
a family member, close contact, or
another part of your body.

*  We don't know if the vaccine virus can be spread to cats, dogs, or other household pets, or whether
pets can spread the virus to other people in the househoid. Try to keep the vaccine virus from
reaching your pel. See "How do | care for the smallpox vaccination site?”

What are the possible side effects of ACAM20007

ACAM2800 may cause serious heart problems, including myocarditis and pericarditis. This can
happen within 3 to 4 weeks after you get the vaccine. Call your healthcare provider or get
emergeancy help right away if you have:

O chest pain or pressure



o fast or irregular heartbeat

© breathing problems

Most people who get myocarditis and/or pericarditis seem to get better after a few weeks. But heart
problems may last longer in some people, and in rare cases, could lead to death.

Other serious side effects include:

© swelling of the brain or spinal cord
o problems with the vaccination site blister, such as it becoming infected
spreading of the vaccing virus to other parts of your body or to another person

savere allergic reaction after vaccination

o O o

accidental Infection of the eye (which may cause sweiling of the cornea causing watery
painful eyes and blurred vision, scarring of the cornea, and blindness)

Common side effects include:

O itching 0 headache
o swollen lymph nodes o body ache
© soreamm o mild rash
o fever o fatigue

The risks for serious vaccine side effects are greater for people who:;

Q

o]

c o o O 0

have skin problems called eczema or atopic dermatitis

have skin problems, such as burns, impetigo, contact dermatitis, chickenpox, shingles, psoriasis
or uncontrolled acnhe

have had heart problems

have serious heart or blood vessel problems including angina, previous heart attack, artery
disease, congestive heart failure, stroke, or other cardiac problems

smoke or have high blood pressure, high cholesterol, diabetes, high bload sugar, or a family
history of heart problems

are breastfeeding

are pregnant, could be pregnant, or plan to become pregnant
are less than 1 year ofd

are taking steroid eye drops or ointment

have had problems after previous doses or are allergic to ACAM2000 or any part of ACAM2000
such as antibiotics neomycin or polymixin B

Tell your healthcare provider If you have any of the above conditions.

The virus from your vaccination ¢an spread to other people and cause sericus side effects. It is
important to teil your healthcare provider If you:

* live or work with a person who has skin problems (like eczema, dermatitis, bums, psoriasis,
bad acne) or is suffering from impetigo, chicken pox or shingles



* live or have close contact with a baby, or a person who is pregnant or breastfeeding
¢ live or have close contact with a person who has an immune deficiency or cardiac disease

See "How do | care for the ACAM2000Q vaccination site?”

Tell your healthcare provider about any side effect that bothers you or that does not go away.

To report SUSPECTED ADVERSE REACTIONS, contact your health provider and
Acambis Inc. at 866-440-9440 (toll free) or 617-866-4500 or VAERS at 800-822-7967 and
https:/.vaers.hhs.gov

General information about the safe and effective use of ACAM2000

This Medication Guide provides a summary of the most important information about ACAM2000.
Medicines are sometimes prascribed for purposes other than those listed in the Medication Guide. If you
would like more information or have any questions, talk to your healthcare provider. You can ask your
heaithcare provider for information about ACAM2000 that is written for healtheare professionals. You can
also visit http:/lIwww.acambis.com/ACAM2000. The vaccine should not be used for a condition other
than that for which it is prescribed.

What are the ingredients in ACAM20007?

ACAM2000: live vaccinia virus derived from plague purification cloning from Dryvax™ (Wyeth
Laboratories, Marietta, PA, calf lymph vaccine, New York City Board of Health Strain} and grown in
African Green Monkey kidney (Vearao) cells

inactive ingredients: 6-8 mM HEPES (pH 6.5-7.5), 2% human serum albumin USP, 0.5 — 0.7% sodium
chloride USP, 5% mannitol USP, and trace amounts of the antibiotics neomycin and polymyxin B

Diluent for ACAM2000: 50% (v/v} Glycerin USP, 0.25% {v/v) Phenol USP in Water for Injection USP

This Medication Guide has been approved by the U.S. Food and Drug Administration.

Acambis, Inc., 38 Sidney Street, Cambridge, MA 02139

Version 1.0, 14 August 2007 Page6 of 6
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HGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do net include all infermation nceded to use ACAM2000
safely and effectively. See full prescribing Information for ACAM2000.

ACAM20H™ (Smalipox (Vaccinia) Vaceine, Live)
Lyophilized preparation for percutaneous scarification

Initial LS. Approval: 2007

WARNING:
See full prescribing information for complere boxed warning

+ Myocarditis and pericarditis (suspect cases observed at a rate of 5.7
per 1000 primary vaccinees ($5% C1: 1.9-13.3)), encephalitis.
encephalomyelitis. encephalopathy, progressive vaccinia, gencralized
vaceinia, severe vaccinial skin infections, erythema multiforme major
{including STEVENS-JOHNSON SYNDROME). eczema vaccinatum
resulting in permanent sequelae or death, ocular complications and
blindness and fetal death, have occurred following either primary
vagccination or revaccination with live vaccinia virus smallpox
vaccines. ‘These risks are increased in certain individuals and may
result in severe disability. permanent neurological sequelae and/or
death {see Warnings and Precautions (5)).

INDICATIONS AND USAGE

ACAM2000 is indicated for active immunization sgainst smallpox disease for
persons determined to be at high risk for smallpox infection.

DOSAGE AND ADMINISTRATION

s ACAM2000 must be admmistered only by vaccine providers with
training to safely and effectively administer the vaceine by the
percutaneaus route (scarification). The manufacturer is responsible for
ensuring that such training is available to all vaccine providers, as
required by the manufacturer’s Risk Management Plan. (2.3)

* A droplet of ACAM2000 is administered by the percutaneous route
(scarification) using 15 jabs of a bifurcated ncedle. ACAM2000 should
not be injected by the intradermal, subcutaneous, intramuscular, or
intravenous route, {2.3)

¢ The droplet (0.0025 mL) of reconstituted vavcine is picked up with a
bifurcated needie by dipping needle into ACAM2600 vial, (2.3)

¢ See full prescribing information for instructions for vaccine preparation
(2.2), administration including provision of the Medication Guide to
vaccinees and instruction to vaccinees about vaccination site care, (2.3)
and interpretation of response to vaccination, (2.4)

¢  Re.vaccination may be recommended (c.g. every 3 years). (2.5)

DOSAGE FORMS AND STRENGTHS———memeae

¢ Lyophilized powder niconstituted with packaged diluent. After
reconstitution, each vial has approximately 100 doses of 6.0025 mL of
live vaccinia virus containing 2.5 - 12.5 x 10* plaque forming units. (3}

CONTRAINDICATIONS

*  Individuals with severe immunodeficiency who are not expected to
benefit from the vaceine. These individuals may include persons who
are undergoing bone marrow transplantation or persons with primary or
acquircd immunodeficicncy states who require isolation (4).

- e e WARNINGS AND PRECAUTIONS——m— e .

. Myucarditis and/or pericarditis, ischemit heart disease and nen-ischemic
dilated cardiomyopathy {5.1, 5.2)

«  Encephalitis, encephalomyelitis, encephalopathy, progressive vaccinia
{vaccinia necrosum), generalized vaccinia, severe vaccinial skin
infections, erythema multiforme major {including Stevens-lohnson
syndrame), eczema vaccinatum, fetal vaccinia and fetal death, (5.1)

»  Ocular vaccinia and blindness (5.3)

. These risks, including risks of severe disability and/or death, are
increased in vaccinces with:

Cardiuc disease (5.2)

Eye discase treated with topical steroids (5,3)

Congenital or acquired immune deficiency disorders (5.4)
History or presence of eczema and other skin conditions (5.5)
Infants < 12 months of age (5.6)

o Pregnancy (5.7)

O o ©

*  ACAM2000 is a live vaccinia virus that can be transmitted to persons
who have closc contact with the vaccines and the risks in contacts are
the same as those stated for vaccinees. (5.10)
ADVERSE REACTIONS
Common adverse cvents include inoculation site signs and symptoms,
lymphadenitis, and constitutional sympioms, such as malaise, fatigue, fever,
myalgia, and headache (6.1). These adverse events are less frequent in
revaccinated persons than persons receiving the vaccine for the first fime.

tnadvertent inoculation at ather sites is the most frequent complication of
vaccinia vaccination, The most common sites involved are the face, nose,
meouth, kips, genitalia and anus.

Self-limited skin rashes not associated with vaceinia replicarion in skin,
including urticaria and folliculitis, may occur following vaccination.

Te report SUSPECTED ADVERSE REACTIONS, contact Acambls Inc.
at 617-866-4500 ar 66-440-9440 (toli-free within the U.S,) or VAERS at
800-822-7967 and https:/ivaers.hhs.goy.

USE IN SPECIFIC POPULATIONS e

*  ACAM2000 may rerely cause feta! infection, usually resulting in
stillbirth or death, (8.1)

*  ACAM2000 live vaccinia virus may be transminted from a lactating
mother to her infant causing complications in the infant from inadvertent
inoculation. (8.3)

*  ACAM2000 may be associated with an increased risk of serious
complications in children, especially in infants younger than 12 months,
&4

Sce 17 for PATIENT COUNSELING INFORMATION and

MEMCATION GUIDE

Revised: |8/2007)
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FULL PRESCRIBING INFORMATION: CONTENTS*
BOXED WARNING

] INDLCATHONS AND USAGE
2 DOSAGE AND ADMINISTRATION

2.1 Instractions for Vaccine Preparation

22 Preparation f Handling Precautions and instructions for
Disposal

23 Vaccination Instructions

24 Instructions for Interpreting Vaccination Response

25 Booster Schedule

2.6 Smallpox Vagccination Recommendations from LS.

Govermunent Agencies
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS

5.1 Serious Complications and Death

52 Cardiac Discase

53 Ocular Complications and Blindness

54 Presence of Congenital or Acquired Immune
Deficiency Disorders

55 History or Presence of Eczema and Other Skin
Conditions

56 Infants (<12 months of Agc) and Children

57 Pregnancy

58 Allergy to ACAM2000 Smallpox Vaccine or its
Compaonents

59 Management of Smallpox Victine Complications

510 Prevention of Transmission of Live Vaccinia Virus

5.1 Blood and Orpan Donation

512 Limirations of Vaccine Effectiveness

6  ADVERSE REACTIONS
6.1 Overall Adverse Reaction Profile

6.2 ACAM2000 Clinical Trial Experience

7 DRUG INTERACTIONS

71

7.2

Simultaneous Administration with Other Live Virus
Vaccines

Interference with Laborutery Tests

8 USE IN SPECIFIC POPULATIONS

8.1
g3

8.4
8.5

1! DESCRIPTION

Pregnancy
Nursing Mothers
Pediatric Use
Geratric Use

12 CLINICAL PHARMACOLOGY

12.1
2.2

Mechanism of Action
Pharmacodynamics

14 CLINICAL STUDIES

15 REFERENCES

16 HOW SUPPLIEDVSTORAGE AND HANDLING

16.1
16.2

How Supplicd
Storage and Handling

17 PATIENT COUNSELING INFORMATION

17.1
17.2
173
17.4

Serious Complications of Vaccination
Protecting Contacts at Highest Risk for Adverse [ivents
Scif-inoculation and Spread 10 Close Contact

Care of the Vaccination Site and Potennally
Contaminated Materfals

*Sections or subscctions omitted from the Full Prescribing Information arc not

listed.




FULL PRESCRIBING INFORMATION

WARNING:

*  Suspected cases of myocarditis and/or pericarditis have been
observed in healthy adult primary vaccinees (at an
approximate rate of 5.7 per 1000, 95% CI: 1.9-13.3) reeeiving
ACAM2000 [seec Wamings and Precautions (5.1)).

« Encephalitis, encephalomyelitis. encephalopathy, progressive
vaccinia, generalized vaccinia, severe vaceinial skin
infections, and erythema multiforme major {including
STEVENS-JOHNSON SYNDROME) and cczema
vaccinatum resulting in permanent sequelae or death, ocular
complications. blindness, and fetal death have occurred
following either primary vaccination or revaccination with
smallpox vaccines [see Wamings and Precautions (5)].
These risks are increased in vaccinees with the following
conditions and may result in severe disability, permanent
neurological sequelae and/or death:

s Cardiac disease or a history of cardiac discase

» Eye disease treated with topical steroids

» Congenital or acquired immune deficiency disorders,
including those taking immunosuppressive medications

» Eczema and persons with a history of eczema or other
atute or chronic exfoliative skin conditions

» Infants less than 12 months of Age

s  Pregnancy

ACAM2000 is a live vaccinia virus that can be transmitted 1o

persans who have close conract with the vaccinee and the nisks in

contacts are the same as those for the vaccinee.

‘The risk for experiencing serious vacciration complications must
be weighed against the risks for cxpertencing a potentially fatal
smallpox infection.

1 INDICATIONS AND USAGE

ACAM2000 is indicated for active immunization against smallpox disease for
persons determined to be at high risk for smallpox infection.

2 DOSAGE AND ADMINISTRATION

ACAM2000 must be administered only by vaccine providers with training to
safely and efiectively administer the vaccine by the percutancous route
(scarification). ACAM2000 should not be injected by the intradermal,
subcutaneous, intramuscular, or intravenous route.

2.1 [Instructions for Vaccine Preparation
2.1.1 Reconstitution

ACAM2000 is reconstituted by addition of 0.3 mL of diluent to the vial
containing tyophilized vaccine. ACAM2000 should only be reconstituted
with 0.3 mL of the diluent provided. The vaccine vial should be removed
from cold storage and brought to Toom temperature before reconstitution. The
flip cap seals of the vaccine and diluent vials are removed, and each rubber
stopper is wiped with an isopropy] alcohol swab and allowed to dry
thoroughly. Using aseptic technique and a sterile | mL syringe fitted with a
25 gauge x 5/8" needte (provided), draw up 0.3 mL of dituent and transfer the
entire contents of the syringe 1o the vaccine vial, Gently swirl to mix but try
not to get product on the rubber stopper. The reconstituted vaccine should be a
clear to slightly hazy, colorless to straw-colored liquid free from extrancous
matter. Reconstituted vaccine should be inspected visually for particulate
matter and discoloration prior to adminiswration. 1f particulate matter or
discoloration is obscrved, the vaccine should not be used and the vial should
be disposed safely. [See Preparation / Handling Precautions and Instructions
for Dispasal (2.2)]

2.1.2 Storage following Recanstitution

After reconstitution, ACAM2000 vaccine may be administered within 6 to

8 hours if kept st room temperature (20-25°C, 68-77°F); it should then be
discarded as o bichazardous material. Unused, reconstituted ACAM2000
vaccine may be stored in a refrigertor (2-8°C, 36-46°F) up to 30 days, after
which it should be discarded as a biohazardous material, [See Preparation /
Handling Precautions and Instructions for Disposal {2.2)) Exposure of
reconstituted vagcine (o room temperature during vaceination sessions should

be minimized by placing it in refrigerater or on ice benwveen patient
administrations.

2.2 Preparation/ Handling Precautions and !nstructions for Disposal

Personnel preparing and administering the vaccine should wear surgical or
protective gloves and avoid comact of vaccine with skin, eyes or mucous
membranes,

The vaccine vial, its stopper, the diluent syringe, the vented needle used for
reconstitution, the bifurcated needle used for administration, and any gauze or
catton that came in contact with the vaccine should be discarded in leak-proof,
puncture-proof biohazard containers. These containers should then be
disposcd of appropriatety.

13  Vaccination Instructions

All vaccine providers st receive education on the praper administration as
required by the U.S. Food and Drug Administration. Al vaccing providers
also receive a Medication Guide to distribute to each vaccinee prior to
administering the vaccine. In the event of an uctual smallpox emergency,
declured by the Secretary of the U.S. Department of Health and Human
Services, vaccine providers may follow educational instructions they reccive
from the manufacturer, such as how to educate vaccinees without a
Medication Guide.

‘The site of vaccination is the upper arm over the insertion of the deltoid
muscle,

Nuo skin preparation should be performed unless the skin at the intended site of
vaccmation is obviously dirty, in which case an alcohol swab(s) may be used
to clean the area, 1f alcohol is used, the skin must be allowed to dry
thoroughly to prevent inactivation of the live vaccine virus by the alcohol,

Remove the vaceine vial cap. Remove bifurcated needle from individual
wrapping. Submerge bifurcated end of needle in reconstituted vaceine
solution. The ncedle will pick up a droplet of vaccine (0.6025 mL) within the
fork of the bifurcation. Use aseptic technique, i e., do not insert the upper part
of the needle that has been in contact with fingers into the vaccine vial, and
never re-dip the needle into the vaccine vial if the needle has 1ouched skin,

Deposit the droplet of vaccine onto clean, dry skin of the arm prepared for
vaccination. The needle is held between thurab and first finger perpendicular
to the skin. The wrist of the hand holding the needle of the vaccinater rests
against the patient’s arm. Rapidly make 15 jabs of the ncedle perpendicular to
the skin through the vaccine droplet 10 puncture the skin, within a diameter of
abowt 5 mm. The jabs should be vigorous cnough so that a drop of bload
appears at the vaccination site.

Any excess droplets of vaccine and blood should be wiped off the skin using a
dry gauze pad and discarded in a bivhazard container. Discard the needle in a
biohazard sharps container. Close the vaccine vinl by reinserting the rubber
vap and return to a refrigerator or place on ice unless it will be used
immediately o vaceinate another subject. [See Storage Following
Reconstitution (2.1.2)]

Cover the vaccination site loosely with a gauze bandage, using first aid
adhesive tape to keep it in place. This bandage provides 2 barrier to protect
against spread of the vaccinia virus. If the vaccinee is involved in direct
patient care, the pauze should be covered with a semipermeable
(semiocelusive) dressing as an additional barrier. A semipermeable dressing is
onc that allows for the passage of air but does not allow for the passage of
tiuids.

Wash hands with soap and warm water or with alcohol-based hand rubs such
a3 gels ar foams after direct eontact with the vaccination site, the bandage or
clothes, towels or sheets that might be contaminated with virus from the

vaccination site, This is vital in order to remove any virus from your hands
and prevent contact spread.

Put the contaminared bandages in a sealed plastic bap and throw them away in
the trash.

Wash separately clothing, tawels, bedding or other items that may have come
in direct contact with the vaccination site or drainage from the site, using hot
waier with detergent and/or bieach. Wash hands afterwards.

L3on’t use a bundage that blocks air from the vaccination site, This may cause
the skin at the vaccination site 1o soften and wear away. Use loose gauze
secured with medical tope to cover the site.

Don’t put salves or ointments on the vaccination site.



2.4 instructions for Interpreting Vaccination Respunsc
1.4.1 Primary Vaccinees

In an individunl voccimated for the first time (primary vaccination), the
expected response to vaccination is the developmient of o major cutaneous
reaction {characterized by a pustule) ac the site of inoculation. The lesion
evalves graduaily, with appearance of a papule at the site of vaccmation afier
2-5 days. The papule becomes vesicular, then pustufar, and reaches its
misximum size at 8-10 days after vaccination. The pustule dries and forms a
scah, which usually separates within 14-21 days, leaving a pined sear. (See
Figure t) Formation of & major cutanzous reaction by day 6-8 15 evidence ofa
successful “1ake” and acquisition of protective immunity. An equivocal
reaction is any reaction that is net a major reaction, and indicates a non-tuke
{vaccination failure) due to impotent vaceine or inadequate vaccination
rechuique,

2.42 Previously Vaccinated Individuals (Revaccination)

Suceesstul vaccination in an individual previously exposed to vaccine is
confirmed when 3 major cutaneous reaction [See Primary Vaccinees {2.4.1)
and Figure 1)} is observed 6 1o 8 days post-vaccination. However any prior
vaccination may modify (reduce) the culaneous response upon revaccination
(Figure 2} such that the absence of a cutancous response does not necessarily
indicate vaccination failure. Previously vaccinated individuals who do not
have 4 cutaneous response on revaccination do not require revaccination to try
to elicit a cutancous response.

1.4.3 Vaccination Failures

individuals who are not suecessfuily vaccinated (i.e., vaccination failures)
afier primary vaccination may be revaccinated again i an attempt to achieve a
satistactory take. The vaccination procedures shouid be checked, and
vaccination repeated with vaccine from another vial or vaccine lot. employing
the same technique described in 2.3 [See Vaccination Instructions (2.3)].

If'a repeat vaceination is conducted using vaccine from another vial or vageine
lot fails w produce a major reaction, hezlthecare providers should consult the
Centers for Disease Conirol and Prevention ({CDC) at (404) 639-3670 or their
state or locel health department before giving another vaccinaion.

Figure 1: Progression of major cutaneous reaction alter primary
vaccinatlon'

Bay 5 Day 8

Figure 2: Progression of major cutancous reaction after revaccination'
Day Day 7
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2.5  Booster Schedule

Persons at continued high risk of exposure to smallpox {e_g.. research
laboratory workers handling variola virus) should receive repeiat ATAM2000
vaccination every three years.

2.6  Smallpox Vaceinatien Recommendations from US Government
Agencies

Additional information may be obained from U,S, Department of Detense
(httpowww diic. miliwhs/directives/cornes Mtml/620503 htm) and U 5.
Centers for Disease Contro! and Prevention {(CDC) ahowt smallpox
vaccination {mip:/fwawww bt.cde/gov agent'smallpoxivaccination).

3 DOSAGE FORMS AND STRENGTHS

After reconsiitntion of the byophilized preparation. each vial has
approximately 100 doses of 0.0025 mL of vaccinia vires (live} containimg 2.5-
12.5x 10 plaque forming units © dose.

4  CONTRAINDICATIONS

There are very few absolute contraindications to this vaceme for those whe
are at high risk for smalipox. The risk for experiencing serious vaccination
complications must be weighed against the risks for experiencing a potentially
fatal smallpox infection. See #Warnings and Precantions (5) for persons who
are at higher risk of expericneing serious vaceination complicahons.

Severe Immune Deficiency

Severe localized or systemic infection with vaccinia (progressive vaccinia)
may occur in persons with weakened immune systems. Individeals with
severe immunodeficiency whe are not expected to benefit from the vaceine
should not receive ACAM2000. These individuals may inchude individualy
whe are undergoing bone marrow ttansplantation er individuals with primary
or acquired immunodeficiency who require isnlation

5 WARNINGS AND PRECAUTIONS

Persons at greatest risk of expericneing serious vaccination complications are
often those at greatest risk for death from smallpos. The risk for experiencing
serfous vaceination complications must be weighed against the risks for
experiencing a potentially fatal smallpox infection,

5.1  Serious Complications and Death

Serjous complications that may follow either primary live vaccinia smallpus
vacvination or revaceinytion inchede: myocarditis and/or pericarditis.
encephalitis, cncephalomyelinis. encephalopathy, progressive vaccinia
{vaccinia necrosum), gencralized vaccinia, severe vaccinial skin infections.
crythema multiforme major (including Stevens-Johnsen syndrome) eczema
vaecinatum. blindness, and feta] death in pregnant women, These
vomplications may rrely lead 1o severe disability, permanent neurological
sequelen and death. Bused on clinival trials, symptoms of suspected
myocatditis or pericardinis (such as chest pain, raised troponin‘eardiac.
enzymes. or ECG abnormalilies) oceur in 5.7 per 1000 primany vaceirations.
This finding includes cases of acutz sympromatic or asymptomatic



myocarditis or pericarditits or both. Historically, death following vaccination
with live vaccinia virus is a rare event; approximately 1 death per million
primary vaccinations and ! death per 4 million revaceinations have occurred
after vaccimation with live vaccinia virus, Death is most often the result of
sudden cardine death, postvaccinial encephalitis, progressive vaccinia, or
cczema vaccinatum. Death has also been reported in unvaccinated contacts
accidentally infected by individuals who have been vaccinated.

5.1.1 Incidence of Serious Compilcations in 1986 US Surveillance Studies

Estimates of the risks of occurrence of serious complications after primary
vaccination and revaccination, based on safety surveillance studies conducted
when live vaccinia viras smallpox vaccine (i.e., Mew York City Board of
Health strain, Dryvax®) was rowtinely recommended, are as follows:

Table IA - Rates of reported complications® assaciated with primary

5.1.2 Incidence of Serious Complications snd Emergeace of Myocarditis
and/or Pericarditis in 2002-2005

Data on the incidence of adverse events among U.S. military personnel and
civilian first responders vaccinated with Dryvax®, a licensed five vaccinia
virus smallpox vaccine, during vaccination programs initiated in December
2002 are shown below in Table 2. The incidence of preventable adverse
events (€Cczema vaccinatum, contact transmission, and auto-inoculation) were
notably lewer in these programs when compared with data collected in the
1960s; presumably because of better vaccination sereening procedures and
routine use of protective bandages over the inoculation site. Myocarditis and
pericarditis were not commonly reported following smallpox vaccination in
the 19605, but emerged as a more frequent event based on more active
surveillance in the military and civilian programs.

Tabte 2 - Serious adverse events in 2002-2005 *

vaccinia vaccinations (cases/million vaccinations) ¢ Department of b + of Health and
Age (yrs) <] 14 5-19 220 Overall rates!? Defense program epartment ¢f Health an
Inad ) (n=730,580") us of Human Services progrzam
nadverten =40, 422} as of Jand
inoeulation§ 507.0 5713 T2 606.1 5292 4 dverse event Jan0s (n } as of Jan0d
Generatized .

4, 233, A 2121 415 Incid . . .
vaccinia a4 33.4 139.7 N f:li;”::“ N Incidence /million
Eczema ”

. 2 4. 3 8.5
vacclnatum 14.1 4 349 30 Myao/pericarditis 86 117.71 21 519.52
Progressive _ " » {5  Post-vaccinal 5
vaceinia® 1t 32 t Al ™ encephalitis ! 137 L 2474
Post-\::;lf\lal 423 035 8.7 —+ 123 Eczema vaccinatum a 0.00 0 0.00
encephalitis Generalized vaccinia 43 58.86 3 7422

L] -
Death 5 03 0.5 unknown Progressive vaccinia Q 0.00 0 0.00
Total** 1549.3 1261.8 455.9 1518.2 1253.4 0 0.00 0 0.00
t Adapted from Lane JM, Ruber FL, Neff 1M, Millar JD. Complications of smallpox vaccination, lggh ) .
results of ten statewide surveys. J Infect Dis. 1970; 122:303-309, Contaet transmission 52 a3 0 0.00
* See article for deseriptions of compiications. Auto-inaculation 4
§ Referenced as accidental implamarion, {nenocular) 62 84.86 0 494.78
9 Referenced as vaccinia necrosum. Ocular vacelnia 16 21.90 3 | 7422
# Death from all complications. ———

LT g T - ey
** Rates of overall complications by age group include complications not provided in this m%ﬁ&%@ vaccination; 36% male; median age 47.1 yr

severe local reactions, bacterial superinfection of the vaccination site, and erythema multi forme!

1+ No instances of this complication were identified during the 1968 10-state survey.

§§ Overall rates for each complication inchede persons of unknown age,

Table 1B - Rates of reported serious complications* asseciated with
vaccinia revaccinations (cases/million vaceinations) +

o PrImNAry vaccination; 89% male; median age 28.5 yr

5.1.3 Myocarditis and Pericarditis in the ACAM2004 Clinical Trial
Experience

In clinicat trials involving 2983 subjects who received ACAM2000 and 868

subjects who received Dryvax”, ten {10) cases of suspected myocarditis [0.2%

(7 of 2983} ACAM2000 subjects and 0.3% (3 of 868) Dryvax® subjects) were

identifieg. The mean time 1o onset of suspected myocarditis and/or

Overal| ratesphericarditis from vaceination was 11 duys, with a range of 910 20 days. All

Age gyry) <1 14 5.19 =20
::::Ji::f;ﬁ'g -t 109.1 417 15.0 a2
i 99 o 0
5“::::1'::tum -t -t 2,0 4.5 1.0
5::5:5::?9 -~ ~tt ~tt 6.8 3.0
Post-vaccinial .
encephalitis -t -1t —+t 4.5 2.0
Death® - - . - 3
Tatal** -tt 200.0 85.5 113.6 108.2

ho experienced these cardiac events were naive to vaceinia, OFfthe
10 subjects, 2 were hospitalized. None of the remaining 8 cases required
hospitalization or treatment with medication, Of the 10 cases, 8 were sub-
clinical and were detecied only by ECG abnormalities with or without
usseciated elevations of cardiac troponin I. All cases resalved by 9 months,
with the exception of one female subject in the Dryvax® group, who had
pessistent barderline abnormal left ventricular ejection fraction on
echocardiogram. The best estimate of risk for myucarditis and pericarditis is
derived from the Phase 3 ACAM2000 clinical trials where there was active
monitoring for potential of myocarditis and pericarditis. Among vaccinevs
nafve to vaccinia, 8 cases of suspected myocarditis and pericarditis were
identificd across both treatment groups, for a total incidence rate of 6.9 per
1000 vaccinees (8 of 1,162). The rate for the ACAM2000 treatment group
were similar: 5.7 (95% CI: 1.9-13.3) per 1000 vuccinees (5 of 873 vaccinces)

Sce Table 1A for explanation of foomates.

and fazthe Dryvax® group 10.4 (95% C1: 2.1-30.0) per 1000 vaccinees {3 of
289 vaccinees). No cases of myocarditis and/or pericarditis were identified in
119 previgusly vaccinated subjecis. The long-term outcorie of myecarditis
and pericarditis following ACAM2000 vaccination is currently unknown.

5.2

lschemic eardiac events, ineluding fatalitics, have been reported following
smailpox vaccination; the relationship of these events, if any, to vaceination
has not been established. In addition, cases of non-ischemic, dilated
cardiomyopathy have been reported following smallpox vaccination; the
relationship of these cases to smallpex vaccination is unknown.

‘There may be incrensed risks of adverse events with ACAM2000 in persens
with known cardiac discase, including those diagnosed with previous
myocardial infarction, angina, congestive heart faiture, cardiomyopathy, chest

Cardiac Disease



pain or shoriness of breath with activity, stroke ur transient ischemic attack, or
other heart canditions. [n addition, subjects who have been diagnosed with 3
or more of the following risk factars for ischemic coronary disease; 1) high
biood pressurc; 2) elevated blood cholesterol; 3) diabetes mellirus or high
blood sugar; 4) first degree relative (for example mother, father, brotker, or
sister) who had # heart condition before the age of 50; or 5) smoke cigaretes
may have increased risks.

5.3  Ocuiar Complications and Blindness

Accidental infection of the ¢ye (ocular vaccinia) may result in ocular
complications including keralitis, corneal scarring and blindness. Patients
who are using corticostervid eye drops may be at increased risk of ocular
complications with ACAM2000.

§4  Presence of Congenital or Acquired Innmune Deficiency Disarders

Severe localized or systemic infection with vaccinia {progressive vaccinia)
may occur in persons with weakened immunc systems, including patients with
leukemia, lymphoma, organ mransplantation, gencralized malignancy,
HIV/AIDS, cellular or huroral immune deficiency, radiation therapy, or
treatment with antimetabolites, alkylating agents, or high-dose corticosteroids
(>10 mg prednisonc/day or cquivalent for >2 weeks). The vaccine is
contraindicated in individuals with severs immunodeficiency [See
Contraindications (4)]. Vaccinees with close contacts who have these
conditions may be at increased risk because live vaccinia vires can be shed
and be ransmitied to close contacts.

5.5  History or Presence of L.czema and Other Skin Conditions

Persens with eczema of any description such as. atopic dermarits,
neurodermatitis, and other eczematous conditions, regardless of severity of the
condition, or persons who have a history of these conditions at any time in the
past, are at higher risk of developing eczema vaceinatum. Vaccinees with
close contacts who have cczematous conditions, may be at increased risk
because live vaccinia virus can shed and be ransmitted 10 these close
contacts. Vacciness with other active acute, chronic or exfoliative skin
disorders (inchuding burms, impetigo, varicella zoster, acae vulgaris with open
lesions, Darier’s disease, psoriasis, seborrheic dermatitis, erythroderma,
pustular dermatitis, ¢tc.), or vaccinees with household contacts having such
skin disorders might also be at higher risk for ¢¢2ema vaccinatum.

5.6 Infants (< 12 mosaths of Age) and Chitdren

ACAM2000 has not been studied in infants or children. The risk of serious
adverse events following vaccination with live vaccinia virus is higher in
infants. Vaccinated persons who have close contact with infants, c.y.,
breastfeeding, must take precautions to avoid inadvertent transmission of
ACAM2000 live vaccinia virus to infants.

5.7 Pregnancy

ACAM2000 has not been studied in pregnant women. Live vaccinia virus
vaceines can cause fetal vaccinia and fetal death, [f ACAM2000 is
administered during pregnancy, the vaccinee should be apprised of the
potential hazard to the fetus [See Use in Specific Populations (8.1)].
Vaccinees with ¢lose contacts who are pregnant may be at increascd risk
because live vaccinia vinis can shed and be mansined to ¢lose contacts.

5.8  Allergy tn ACAM2000 Smallpox Vacclne or its Components

ACAM2000 contains neomycin and polymyxin B. Persons allergic to these
components may be at higher risk for adverse events after vaccination.

5.9  Management of Smalipox Vaccine Complications

The CDC ¢an assist physicians in the diagnosis and menagement of patients
with suspected complications of vaccinia (smallpox) vaccination, Vaccinia
Immune Globulin (VIG) is indicated for certain complications of vaccination
live vaccinia virus smallpox vaccine. If VIG is needed or additional
information is required, physicians should contact the CDC at (404) 639-3670,
Monday through Friday 8 AM to 4:30 PM Eastern Standard Time: at athar
times call (404) 639-2888.

510 Prevention of Transmission of Live Yaccinia YVirus

The mast important measure 10 prevent inadvertent auto-inoculation and
contact transmission from vaceinia vaccination is thorough hand washing after
changing the bandage or after any other contact with the vaceination site.

Individuals susceptible 10 adverse effects of vaceinia virus, i.c., those with
cardiac disease, eye disease, immunodeficiency states, including HIV
nfection, eczema, pregnant women and infants, should be identified and
mueasures should be taken 10 avoid contact between those individuals and
persons with active vaceination lesions.

Recently vaccinated healtheare workers should avoid contact with patients,
particularly those with immunodeficiencies, until the scab has separared from

the skin at the vaccination site, However, if continued contact with paticnts is
unavoidable, vaccinated healthcare workers should ensure the vaccination site
is well covered and follow good hand-washing technique. In this setiing, a
more occlusive dressing may be used. Semipermeable polyurerhane dressings
ure effective barriers to shedding of vaccinia. However, exudate may
accumulare beneath the dressing, and care must be taken to prevent viral
spread when the dressing is changed. In addition, accumulation of fluid
beneath the dressing may increase skin maceration at the vaccination site.
Accumulation of exudate may be decreased by first covering the vaccination
with dry gauze, then applying the dressing over the ganze. The dressing
should be changed every 1.3 days [See Self Inoculation and Spread 10 Close
Cantacts (17.3) and Care of the Vaccination Sitc und Potentially
Contaminated Materials (17.4)].

5.11 Blood aud Organ Donation

Bloo] and organ donation should be avoided for at feast 30 days following
vaccination with ACAM2000.

5,12 Limitations of Vaccine Eflectiveness

ACAM2000 smallpox vaceine may not protect all persons exposed to
smalllpox.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other
sections of the labeling:

*  Enccphalitis, encephalomyelitis, ercephalopathy, progressive vaccinia
(vaccinia necrosum), generalized vaccinis, severe vaccinial skin
infections, erythema multiforme major (including Stevens-Johnson
syndrome) and eczema vaceinatum. Severe disability, permanent
neurological sequelac, and/or death may occur. Death of unvaccinated
individuals who have contact with vaccinated individuals. [See
Wamings and Precautions (5.1)]

s Myocarditis and/or pericarditis, ischemic heart disease and non-
ischemic, dilated cardiomyopathy [See Wamings and Precautions (5.1)}

*  Qcular complications and blindness [See Warnings and Precautions
(5.3))

6.1 Overnll Adverse Reaction Profile

Information regarding the safety of ACAM2000 has been derived from three
sources, 1) ACAM2000 clinical rial experience (Phase 1, 2 and 3 clinical
trials), 2) data compiled during the era of routine smalipox vaccination using
other NYCBH vaccinia vaccines and 3} adverse cvent data obtained during
military and civilian smatlpox vaccination programs (2002-2005) thaz used
Dryvax®, n licensed live vaccinia virus smallpox vaccine,

o (eneral Disorders and Administrative Site Conditions: [n the
ACAMZ2000 clinical swdies 97% and 92% of vaccinia-naive and
previously vaccinated subjects, respectively, experienced one or more
adverse event. Common events included injection site reactions
(erythema, pruritus, pain and swelling) and constinmtional symptoms
{fatigue, malaise, feeling hot, rigors and exercise tolerance decreased).
Across all ACAM2000 studies 10% of vaccinia-naive and 3% of
previously vaccinated subjects experienced at least one severe adverse
event (defined as interfering with normal daily activities).

¢ Nervous System Disorder: Overall, 51% and 35% of vaccinia-naive
subjects and previously vaccinated subjects, respectively, reported
headuches in ACAM2000 studies. There have been reports of headache
following smailpox vaccination which required hospitalization,
Although <1% of the subjects in the ACAM2000 program experienced
severe headaches, none required hospitalization.

Neutological adverse events assessed among the 2002 - 2005 military
(1=590,400) and DHHS (n=64,600) programs icmporally associated
with smallpox vaccination included headache (95 cases). non-seripus
limb paresthesias (17 cases) or patn (13 cases) and dizziness or vertigo
(13 cases), Senous neurologic adverse events included 13 cases of
suspected meningitis, 3 cases of suspected encephalitis or myelitis,

i1 cases of Bell palsy, 9 seizures (including | death), and 3 cases of
Guillain-Barre syndrome. Among these 39 events, 27 (69%) occurved in
primary vaccinees and al} but 2 occurred within 12 days of vaccination.
There have also buen cases of photophobin following smallpox
vaccination, some of which required hospitalization,

. Musculoskeletal and Connective Tissue Disorders: Across all
ACAM2000 swdies, severc, vaccine-related myalgia was seen in 1% of
vaccinin-nalve subjects and <1% of previously vaccinated subjects.
Other adverse evems included back pain, arthralgia and pain in



extremity and none occurred with 2 frequency of more than 2% in either
the vaccinia-naive or previously vaccinated populations.

*  Blood and Lymphatic System Disorders: The only adverse event
occuming at 25% in the ACAM2000 studies were lymph nodc pain and
lymphadenopathy, The incidence of severc lymph node pain and
lymphadenopathy was <1%.

+  Gastrointestinal (GT) Disorders: Commonly reported Gl disorders
among ACAM2000-treated subjects included nausea and diarrhea
{14%), constipation (6%), and vomiting (4%4). Severe abdominal pain,
nausea, vomiting, constipation diarrhea and 1oothache sccounted for all
the severs adverse events reported and occumred in <1% of subjects.

¢ Skin and Subcutan¢ous Tissuc Disorders: LErythema and rash were
noted in 18% and 8% of subjects respectively. In ACAM2000 subjeets
1% of vaccinia-naive and <1% of previously vaccinated subjects
experienced at least one severe adverse event. With the exception of one
case of contact dermatitis and one case of urticaria, ¢rythema and rash
accounted for all severe events,

Generalized rashes (erythematous, papulovesicular, urticarial,
falliculitis, nonspecific) are not uncommaon following smalipox
vaccination and are presumed 10 be hypersensitivity reactions occurring
among persons without underlying illnesses. These rashes are generally
self-limited and require little or no therapy, except among patients
whose conditions appear to be toxic or who have serious underlying
illnesses.

Inadvertent inoculation at other body sites is the most frequent
complication of vaceinia vaccination, usually resulting from
awtoinoculation of the vaccine virus transferred from the site of
vaccination. The most common sites involved are the face, nose, mouth,
lips, genitalia and anus. Accidental infection of the eye (ecular vaccinia}
may result in ocular complications including, but not limited to, keratitis,
comeal scarring and blindness.

Major cutaneous reactions at the site of inoculation, characterized by
large area of erythema and induration and streaking inflammarion of
draining lymphatics may resemble cellulitis. Benign and malignant
lesions have been reperted to occur at the smallpox vaccination site.

62  ACAM2000 Clinical Trial Experience

Two randomized, controlled, multi-center Phase 3 irials enrolled 2244
subjects that received ACAM2000 and 737 that received a comparison
licensed live vaccinia virus vaccine, Dryvax®, Study | was conducted in male
(66% and 53% for ACAM2000 and Dryvax®, respectively) and female (34%
and 37% for ACAM2000 and Dryvax®, respectively) subjects who previously
hud not been vaccinated with smallpox vaccine (i.c., vaccinia-naive subjects).
The majority of subjects were Caucasian (76% and 71% for ACAM2000 and
Dryvax®, respectively) and the mean age was 23 in both groups with an age
range from 18-30 vears. Study 2 was conducted in male (50% and 48% for
ACAM2000 and Dryvax®, respectively) and female (50% and 52% for
ACAM2000 and Dryvax®, respectively) subjects who had been vaccinated
with smallpox vaccine > 10 years previously (i.c., previously vaccinated
subjects). The majority of subjects were Caucasian (78% for both groups) and
the mean age was 49 years in both groups with un age range of 31 to 84 years,
6.2.1 Commen Adverse Events Reported in ACAN2000 Clinical
Pragram

Adverse events reported by 25% of subjects in either the ACAM2000 or the
companison treatment group during Phase 3 studies are presented by type of
adverse events, by bascline vaccination status (vaccinia-naive versus
previously vaccinated) and by treatment group. Severe vaccine-related
adverse events, defined as interfering with normal daily activities, in vaceinia-
naive subjects were reported by 10% of subjects in the ACAM2000 group and
13% in the comparison group. In the previously vaccinated subjects, the
incidence of severe vaccine-related adverse cvents was 4% for the
ACAM2000 groups and 6% for the comparison group.

Tabie 3 - Adverse Events Reported by 25% of Subjects in ACAM2000 or

Dryvax®

Study 1 Study 2

Vaccinia-Naive Subjects Previously Vaccinated Subje

ACAMZ000 Dryvax™ ACAM2000 ]

N=873 N=289 N=137%
n (%) n (%) n (%)
At least 1 adverse 864 (99) 288 (103) 1325 (97 443 (99
evient
Bloed and lymphatic 515 (39) 204 (71) 302 (22) 133 (30
system dizurders
Lymph aode pain®* 494 (57) 199 (6%) 261 (19) 119(27)
Lymphadenopathy 72 (8) 35(12) 78(6) 29 (6}
Ghastrointestinal 273 (31) 921 (31) 314 (23 137 3
disorders
Nausea* 170 (19) 65 (22) 142 (10) 63 {14)
Marrhea* 144 (16) 3412 158 (12) T7(}7)
Cunstipatton* 49 (6) 9 (3} 88 (6) kiNE
Vumiting* 42 (5) 103 40 (3) 18 (4}
General disurders and
administration site RS0 (97 288 {10 1280 (93) 434 (97)
conditions
inJection site pruritus* | 804 (92) 277 (96) 1130 (81) 416¢93)
Injection site 649 (74) 239(79} B41 (61} 324 (72)
erythema*
Infection site pain* 582 (67) 208 (72) 505 ({37 209 (47)
Fatigue* 423 (48) 161 (56) 468 (34) 184 (41)
Injection site swelling 422 (48) 165 (57 384 (28) B8 (42)
Malalse® 327(37 122 {42) 38] (28) 147 (33)
Fecling hot* 276 (32) 97 (34) 2711 (20 114(25)
Rigors* 185(21) 66 (23) 171 (12) 76(17)
Exercisc tolerance 98 (1) BN 105 (8B) 501
decreased”
Musculoskeletal and
connective tissue 418 (48) 153 (53) 418 (30) 160 (36)
disorders
Mynlpiz* 404 {46) 147 (51) 37427 148 (33)
Nervous system 444 {51} 151 {52) 453 (33) 174 (39)
disorders
Headache* 433 (50} 150 (52) 437 (32) 166 (37)
Respiratory, thoracic,
and mediastinal 134 (15) 40 (14) 127(9) 419
| disorders

Dyspnea* 39 (4) 16 (6) () P8 (4)
Skin and suhcutaneous iss {33) 103 (36) 425 (31) 139(31)
tissue disorders
Erythema* 190 (223 69 (24) 325 (24) 107 (24)
Rash* 94 (11) D) 80 (6) 29(6)

* Eventwaus listed on a checklist included in subject diaries; therefore should be considered sc
addition to events listed above the following were atso included as part of the checklist: chest

palpitations, but these events did not occur 25% of subjects.



7 DRUG INTERACTIONS
7.1  Simultaneous Administration with Other Vaccines

There are no data evaluating the simultancous administration of ACAM2000
with other vaceines.

7.2 Interference with Laboratory Tests

ACAM2000 may induce false-positive tests for syphilis. Positive RPR tests
results should be confirmed using 2 more specific test, such as the FTA assay.

ACAM2000 may induce temporary false-negative results for the mberculin
skin test (purified protein derivative [PPD]) and pussibly, blowd 1ests for
mberculosis. Tuberculin testing should be delayed if possible for 1 month
following smallpox vaccination,

8 USE IN SPECIFIC POPLLATIONS
8.1 Pregnancy
Pregnancy Category D

ACAM20D0 has not been studied in pregnant women, Live vaccinia virus
vaccines can cause fetal harm when administered to a pregnant woman.
Congenital infection, principally occurring during the first trimester, has been
abserved after vaccination with live vaccinia smallpox vaccines, although the
risk may be low. Generalized vaccinia of the fewus, early delivery of a
stillborn infant, or a high risk of perinatal death has been reported.

The only setting in which vaccination of pregnant women should be
considered is when exposurc to smailpox is considered likely. If this vaccine
is used during pregnancy, or if the vaccinee lives in the same houschold with
or has close contact with a pregnant women, the vaccinee should be apprised
of the petential hazord to the fetus. Healthcare providers, state health
departments, and other public health staff should report to the National
Smallpox Vaccine Pregnancy Registry all cases in which persons who
received ACAM2000, or were exposed to a woman who received ACAM2000
within 28 days after vaccination, during pregnancy, or withiz 42 days prier to
conception. Civilian women should contact their healthcare provider or state
health department for help enrolling in the registry, Clinicians or public
health staff should report civilian cases through their state health department
or to CDC, 1elephone 404-639-3253 or 877 554 4625, Military cases should
be reported to the DoD, telephone 619 553-9255, Defense Switched Network
(DSN) 553-9255, fax 619 553 7601 or c-mail code 25@@nhre.navy.mil.Labor
and Delivery.

8.3  Nursing Mothers

ACAM2000 has not been studied in lactating women, It is not known
whether vaccine virus or antibodies are secreted in human milk. Live vaccinia
virus can be inadvertently transmitted from a lactating morher to her infant.
Infants are at high risk of developing serious complications from live vaccinia
smallpox vaccination.

8.4 Pediatric Use

The safety and ¢ffectiveness of ACAM2000 have nat been established in the
age groups from birth to age 16. The use of ACAM2000 in all pediatric age
groups is supported by evidence from the adequate and well-controlled studies
of ACAM2000 in adults and with additional historical data with use of live
vaccinia virus smallpox vaccine in pediatrics. Before the eradication of
smallpox disease, live vaccinia virus smallpox vaccine was administered
routinely in all pediatric age groups, including neonates and infants, and was
effective in preventing smallpox disease. During that time, live vaccinia virus
was occasionally associated with sericus complications in children, the
highest risk being in infants younger than 12 months of age. [See Warnings
and Precautions (5.6)].

B.5  Gerfatric Use

Clinical studies of ACAM2000 did not include sufficient numbers of subjects
aged 65 and over to determine whether they respond differently from younger
subjects. There are no published data 1o support the use of this vaccing in
geriatric (persons >65 years) populations.

11 DESCRIPTION

ACAM2000, Smallpox (Vaccinia) Vaccine, Live, is a live vaccinia virus
derived from plaque purification cloping from Dryvax® (Wyeth Laboratorics,
Marietta, PA, calf lymph vaccine, New York City Board of Health Strain) and
grown in African Green Monkey kidney (Vero) cells and tested to be free of
adventitious agents,

ACAM2000 is provided as a lyophilized preparation of purified live virus
containing the following non-active excipients; 6-8 mM HEPES (pH 6.5-7.5),
2% human scrum albumin USP, 0.5 - 0.7% sodium chloride USP, 5%
mannito] USP, and trace amounts of neomycin and polymyxin B.

Diluent fur ACAM2000 cantains 50% (v/v) Glycerin USP, 0.25% (viv)
Phenol USP in Water for Injection USP, supplicd in 3 mL clear glass vials
containing 0.6 mL of diluent.

After reconstitution, cach vial of ACAM2000 vaccine contains approximately
100 doses (0.0025 mL/dose¢). The concentration of vaccinia virus is

1.0-5.0 x 10® plaque-forming units (PFUYmL or 2.5-12.5 x 10° PFU/dos:
determined by plague assay in Vero cells. ACAM2000 is adiministered by the
percusaneous route (scarification) using |5 jubs of a stainless steel bifurcated
needle thit has been dipped into the vacgine,

12 CLINICAL PHARMACOLOGY

Smallpox vaceine does not contain smallpox vires (variols) and cannot spread
or causc smallpox.

12.1  Mecchaoism of Action

Vaccinia virus is a member of the same taxonomic greup (the Orthopox
genus) as smallpex (variola) virus, and immunity induced by vaccinia virus
cross-protects against variola virus, Vaceinia virus causes a localized virus
infection of the epidermis at the site of inoculation, surrounding dermal and
subcutaneous tissues, and draining lymph nodes. Virus may be transiently
present in biood and infects reticuloendothelial and other tissues, Langerhans
cetls in the epidermis are specific targets for the carly stage of virus
replication, The formation of a pustule (*pock’ or ‘take’) at the site of
inoculation provides evidence of protective immwnity, The virus replicates
within cells and viral antigens are presented 10 the immune sysiem.
Neutralizing antibodies and B and T cells provide long-term memory. The
level of neutralizing antibody that protects against smallpox is unknown but
>95% of persons undergoing primary vaccination develop neutralizing or
hemagghitinntion inhibiting antibodies to vaccinia.

1.2 Pharmacodynamics
12.2.1 Cutancous Response

The cutaneous responscs following smallpox vaccination are dependent on the
imrnune status of the individual, potency of the vaccine, and vaccination
technique. Two types of responses have been defined by the WHO Expen
Committes on Smallpox, and described by the Advisery Committee on
Immunization Practices (ACIP). The responses include: a) major cutancous
reaction, which indicates that virus replication has taken place and vaccination
was successful; or b) equivocal reaction. Equivecal reactions may be a
consequence of pre-cXisting immunity adequate to suppress viral
multipiication, vaccination wechnique failure, or usc of inactive vaccine or
vaccine that has lost potency.

Suceessfil vaccination in persons who are nalve 1o smallpox vaccination,
termed primary vaccination, is represented by a major culaneous reaction,
defined as a vesicular or pustular lesion or an area of definite palpabie
induratiomr or congestion surrounding 2 central lesion that might be a crust or
an ulcer.

Subjects who have been previously vaccinated and are revaccinated may
manifest a reduced culaneous response compared to vaceinia-nalve subjects,
but still exhibit an immune response to the vaccine. [See Dosage and
Administration (2.4))

12.2.2 Neulralizing Antibody and Cellular Immune Responsﬁ

Neutralizing antibedies are known to mediate protection against smatlpox,
Neutralizing antibodies against vaccinia develop in >95% of individuals
following primary vaccination, rise rapidly (by day 15-20 after vaccination)
and may be boosted on revaccination. Antibody titers are highly variable,
Titers may remain high for longer periods following two or more vaccinations
than after a primary vaccination. The leve] of the seutralizing antibody
response following primary vaccination is generally in propomion to the
intensity of the cutancous reaction. The level of neutralizing antibody that is
required to protect against smallpox has not been clearly established, although
sume studies indicate that persons with antibody titers > 1:32 are protected.
Cellulor immune responses are also clicited by vaceination and may contribute
to protection and immunological memory.

12.2.3 Virus Shedding

Virus is shed from the vaccination site during the period starting with the
development of a papule (day 2-5); shedding ceases when the scab separales
and the lesion is re-epithelialized, about 14-21 diys ufter vaccination. Steps
should be taken in clirical use to reduce the risk of accidental infection of
other sites in the vaccinated patient or of contact spread to other individuals
[See Vaccination Instructions (2.3)).



14  CLINICAL STUDIES

Vaccine efficacy was assessed by comparing the immunologic response of
ACAM2000 10 another US-licensed live vaceinia virus smallpox vaccine,
Dryvax®, in two randomized, multi-center active-controlled clinical trials; one
study in subjects who previously had not been vaccinated with smallpox
vaccine (i.e., veceinia-taive subjects) and one study in subjects who had been
vaccinated with smallpox vaccine >10 years previously (i.e., previously
vaccinated subjects). In both mials, the co-primary efficacy endpoints were
the proportion of subjects with a successful vaceination/revaccination and the
geometric mean neutralizing antibody titer (GMT) on Day 30, Successiul
pritmary vaccination was defined as 2 major cutancous reaction on Day 7 or 10
(Oays 6 w 11, with allowable visit window). Successful revaccination was
defined as development of any cutaneous lesion on Day 7 (= 1 day) of a
measurable size, Successful revaccination was determined by a panel of
expernts who revicwed digital photographs of the cutaneous lesions.

The statistical method used to compare the proportion of subjects who were
successfilly vaceinated in the two treatment groups was a test of
non-inferiority of ACAM2000 to the aclive comparator intended to rule out 2
greatet than 5% margin of superiority of the comparator for successful
primary vaccination (Study 1) and a 10% margin of supcriority of the
comparator for successful revaccination (Study 2). Nen-inferiority was to be
declared if the lower bound of the 1-sided 97.5% confidence interval (C1) for
the percent difference berween ACAM2000 and the comparator exceeded -5%
in naive subjects and -10% in previously vaccinated subjects.

Analysis of the GMT was performed using a test of non-inferiority of
neutralizing antibody titer between ACAM2000 and the comparator, intended
to ensure that the ratio of the GMTs of ACAM2000: comparater vaceine was
at least 0.5 (equivalent 1o the difference of the log,q (GMT) being at keast
-0.301).

In Study 1, a tota] of 1037 male and female vaccinia-naive subjects, aged 18
to 30 years inclusive, primarily Caucasian {76%) were randomized in a 3:1
ratio to receive ACAM2000 (780 subjects) or comparator (257 subjects). The
ACAM2000 subjects were further stratified to reccive one of three Jots (Lots
A, Band C)ata 1:1;] ratio (258, 264, and 258 subjects, respectively). All
subjects were to be evatuated for their cutaneous response and a random
subset was selected for evaluation of neutralizing antibody response.

In Study 2, a total of 1647 malc and female previously-vaccinated subjects,
aged 31 to 84 years inclusive, primarity Caucasian (81%) weee randomtized in
2 31 ratio to receive ACAM2000 (1242 subjects) or the comparator (405
subjects). The ACAM2000 subjects were further stratified to receive onc of
three lots (Lots A, Band C) ata 1:1:] ratio (411,417, and 414 subjects,
respectively).  All subjects were evaluated for their cutancous résponse and a
random subset was to be sclected for evaluation of neutralizing antibody
response.

Table 4 presents the resuits of the primary efficacy analyses for both studies.

Table 4 - - Cutaneous Response (Vaccination Suecess) and Neutralizing
Antibody Responsc In Subjects Given ACAM2000 Vs, Comparator
Vaccine

Study Population / Treatment Group

Study 1 Study 2
Vaccinia-Naive Previously Vaccinated
Subjects Subjects

ACAM | Comparater | ACAM | Comparator
2000 2000

Cutaneous Response {Vaccination Suceess)

Size of Cvaluable

Population’ 776 2357 1189 388
Number of

Vaceination ;’;‘g),, 255 (99) ?;f), 381 (98)
Successes (%)

97.5% 1-sided C1

by normal approx.

on percent 4.67% 7%
difference berween

ACAM2000-

Comparator

Non-Inferiority 10 Yes Ne

Comparator

Neutrallzing Antibody Respense ( based on PRNT.," Titer on Day 30y

Size of Evaluable

Population® 565 190 734 376
GMT? 166 255 286 445
Logs mean 22 24 25 246
97.5% |-sided C1

by ANOVA on

difference between | -0.307F 0279
ACAM2000-

Comparator

Meets Non-

Inferiority to No Yes

Comparator

a.  Subjects who received study vaccine ond were evaluated for a local
cutaneous reaction within the protocol-desipnated imeframe were
included in the efficacy evaluable (EE) population.

b, Results for vaceine lots, A, B and C were 95%, 98% and 96%,
¢ Since the critical value for the evaluation was declared 1o be -5%,

ACAM2000 is considered to be non-inferior to Comparator for
this parameter

d. PRNTys - Vaccinia $0% plaque reduction neuralization test

¢ Arandomly sclected sample of subjects who reerived study
vaccine anc) had samples collected for neutralizing amibody
responsc at Baseline and at the designated time-point
post-treatment were included in the aniibody evaluable (AnE)
population

I, GMT - Geometric mean neutralizing antiboedy titer

Since the critical value for the evaluation was declared to be -

0.301, ACAM2000 is not considered 1o be non-inferior to

Comparator for this parameter

h.  Resubs for vaccine lots, A, B and C were 79%, 87% and 86%.

i.  Since the ¢ritical value for the eveluation was declared to be -10%,
ACAM2000 is not considered to be non-inferior 10 Comparator for
this parameter

«

J- Since the critical value for the evaluation was declaced 10 be -
0.301, ACAM2000 is considered to be non-inferier to Comparator
for this paramerer



The primary determinant for an effective immune response in those naive to
vaccine is a major cutaneous reaction. ACAM2000 was non-inferior to
comparator in this population with regard to eliciting a major cutancous
reaction. The measure of the strength of the generated antibody response was
similar but did not meet the predefined criterion for non-inferiority. Among
subjects who were previously vaccinated, development of a major cutaneous
response after revaccination with vaccinia-based smallpox vaccines may not
provide an accurate measure of the strength of the immune response because
the pre-existing immunity modifies the scepe of the cutaneous response. In
previously vaceinated subjects, ACAM2000 was non-inferior to the
comparator with regard 10 the strength of the newtralizing antibody itmmune
response.  Therefore. ACAM2000 was non-inferior to the comparator in the
rare of major cutancous reaction in those naive to the vaccine, and the strength
of the neutralizing antibody immune response in those previously exposed to
vaccinia-based smatlpox vaccines.
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16 HOW SUPPLIED / STORAGE AND HANDLING
16.1 How Suppllied

ACAM2000, Smalipox (Vaccinia) Vaccine, Live is supplied in muitiple-dose
3 mL clear glass vials containing lyophilized powder (frecze-dried vaccine).
After reconstitution with 0.3 mL of diluent, the vial contains approximately
100 nominal doses of 0.0025 mL of vaccinia virus (live,) 1.0 -

5.0x10* PFU/mL or 2.5-12.5x10° PFU/dose.

Diluent for ACAM2000, 50% (v/v) Glycerin USP 0.25% (v/v) Pheno! USP in
Water for Injection USP, is supplied in 3 mi clear glass vials conlaining 0.6
mL of difuent,

Bifurcated needles are supplied in boxes (5 x 5 x | in) containing 100 necdles.

1 mL iuberculin syringes with 25 gauge x 5/8" needies are supplied for
vaccine reconstitution.

16,2 Storage and Huandling

ACAM2000 should be stored in a freezer with an average t¢mperature of -
15°C to -25°C (+5°F 10 - 13°F).

Prior to raconstitution, ACAM2000 vaccine retains a potency of 1.0x10° PFU
or higher per dose for at least 18 months when stored at refrigerated
tentperatures of +2.8°C (36-46°F).

During shipment, ACAM2000 should be maintained at a temperature of -1 5°C
or colder,

After reconstitution, ACAM2000 vaccine may be administered during a 6 to
8 hour workday at reom temperature (20-25°C, 68-77°F). Reconstituted
ACAM200) vaccine may be stored in a refrigerator (2-8°C, 36-46°F) no
longer than 30 days, after which it should be discarded. [See Dosage and
Adminiseration (2.3]] Diluent for Smallpox Vaccine, (Vero Cells)
Lyophilized, ACAM2000 should be stored at roum temperature (15-30°C, 59-
86°F). ACAM2000 contains live vaccinia virus that is transmissible, and
should be hundled as an infectious agent once vials are open. See 2.1
[Instructions for Vaccine Preparation] and 2.2 [Preparation / Handling
Frecautions and Instructions for Disposai] for details on handling and
disposal,

17 PATIENT COUNSELING

Please refer patient to the Mudication Guide prepared for ACAM2000
Smallpox Vaccine.

17,1 Serious Complications of Vaccination

Paticnts must be informed of the major serious adverse events associated with
vaceination, including myocarditis and/or pericarditis, progressive vaccinia in
immunecompromised persons, eczema vaccinatum in persons with skin
disorders, auto- and aceidental inocelation, gencralized vaccinia, uniicaria, and
erythema multiforme major (including Stevens-fohnson syndrome) and fetal
vaccinia in pregnant wemen.

172 Protecting Contacts at Highest Risk for Adverse Events

Patients must be informed that they should avoid contact with individuals at
high sk of serious adverse effects of vaccinia virus, for instance, those with
past or present eczema, immunodeficiency states including HIV infection,
pregnancy, or infants less than 12 months of age,

17.3  Scif-innculation and Spread to Close Contacts



Patients must be advised that virus is shed from the cutaneous lesion at the site
of inoculation from approximately Day 3 until scabbing occurs, typically
between Days 14-21 after primary vaccination. Vaceinia virus may be
transmitted by direct physical contact. Accidental infection of skin at sites
other than the site of intentional vaccination (self-inoculation) may occur by
trauma or scratching, Contact spread may also result in accidental inoculation
of houschold members or other close contacts. The result of accidental
infection is a pock lesion(s) ut an unwanted site(s) in the vaccinee or contact,
and resembles the vaceination site, Self-inoculation occurs most often on the
face, vyclid, nose, and mouth, but lesions at any site of raumatic inoculation
can occur.  Self-inoculation of the eye may result in ocular vaceinia, o
potentially serious complication,

174 Care of the Yaccination Site and Potentially Contaminsted
Materials

Patients must be given the following instructions:

*  The vaccination site must be completcly covered with a semipermesble
bandage. Keep site covered until the scab falls off on its orwn.

¢ The vaccination site must be kept dry. Normal bathing may continue,
but cover the vaccination site with waterproof bandage when buthing,
The site should not be scrubbed. Cover the vaccination site with loose
gauze bandage after baching.

*  Don’t scratch the vaccination site. Don’t scratch or pick at the scab.

* Do not rouch the lesion or soiled bandage and subsequently touch other
pants of the body particularly the eyes, anal and genital arcas that are
suscepiible to accidental (autg-) inoculation.

*  After changing the bandage or touching the site, wash hands tharoughly
with soap and water or >60% slcohol-based hand-rub solutions.

*  To prevent transmission o contacts, physical contact of chjects thar have

come into contact with the lesion (¢.g. soiled bandages, clothing,
fingers) rmust be avoided.

*  Wash scparately clothing, towels, bedding or other items that may have
come in direct contact with the vaccination site or drainage from the site,
using hot water with detergent and/er bleach, Wash hands afterwards.

*  Soiled and contaminated bandages must be placed in plastic bags for
disposal.

s The vaccinee must wear a shirt with sleeves that covers the vaccination

5il¢ as an ¢xtra precoution to prevent spread of the vaccinia virus, This
is particularly important in situations of cluse physical contact,

. The vaccinee must change the bandage every 1 to 3 days. This will keep
skin at the vaccination site intact and minimize softening,

+  Don’t put salves ot cintinents on the vaccination site,

*  When the scab fall off, throw it away in a scaled plastic bag and wash
hands afterwards.



Attachment 4



CHRONOLQGICAL RECORD OF MEDICAL CARE

Smallpox Vaccination Initial Note Page 1 of 2 Shade Circles Like This->
This page may be completed by potential vaccine recipient Not Like This—>Jg( o
1. Today's Date (MM/DD/YYYY) 2a. GENDER O Mate O Female 2b. First day of last normal menstrual period: / / /
I | I / l l ] / | | I I ] 2¢. FEMALES: Was your last menstrual period normal and on time? Oves OCNo O Unsure
2d. Are you currently breastfeeding? O Yes O No
3. Could someone you LIVE WITH or YOU be pregnant? OC¥es OnNo O Unsure
4. Did you ever receive smallpox vaccine? O ves O No O Unsure
4a. IF YES: Were you vaceinated within the last 10 years? Oves ONo O Unsure
4b. IF UNSURE: Birth Year First Year in Military (if applicable) ED:D
5. Have you ever had a serious problem after smallpox or other vaccination? (Dascribe helow) O Yes O Noe © uUnsure
6. Do you currently have an illness with fever? OCves OnNo O Unsure
7. Are you ailergic to any of these products: polymyxin B, neomycin, iatex? O ves O Ne O Unsure
Before vaccinating against smallpox, we want to know if you or your household close contacts have any of several medical conditions.
Please answer the following questions to the best of your knowledge. : Myself : Close Contact
8. Do you OR semeone you currently live with NOW HAVE any of the following skin problems: ! '
Psoriasis (scaly skin rash), Burns {other than mild sunburm), Impetigo (skin infection), Uncontrolled | O Yes O No ! O Yes O No
S::::«:- )ghmgles {herpes zoster), Chickenpox, Darier's disease ar Other skin conditions (describe : O Unsure : O Unsure
9. Do you OR someone you currently live with NOW HAVE or RECENTLY HAD a problem or (ake(s) | !
madication that affects the immune system? For example: have or take medication for HIV, AIDS, : O ves O No ,' O Yes O No
leukemia, lymphorma, or chronic liver preblem; have or take medication for Crohn's disease, lupus, i O Unsure i O Unsure
arthritis, or other immune disease; have had radiation or X-ray treatment {not routine X-rays) within ! ! v
the last 3 months; have EVER had a bone-marrow or organ transplant {or take medication for that); or : :
have another problem that requires steroids, prednisone or a cancer drug for treatment. ] )
10. Have you OR someone you currently live with EVER HAD Eczema or Atopic Dermatitis? (Usually ' O Yes ONo 'O Yes O No
this skin condition involves an itchy, red, scaly rash that lasts more than 2 weeks. It often comes and | O Unsure 1 O Unsure
goes.) IF YES or UNSURE: for either you or your close contact, Answer 10a-10e i :
_ 10 Yes ONo 1O Yes O No
10a. A doctor has made the diagnosis of eczema or atopic dermatitis, : O Unsure : O Unsure
. xe) Yes TNo O Yes O No
] |
10b. There have been itchy rashes that have 1asted more than 2 weeks. LO Unsure i O Unsure
L . . 'O Yes ONo !O Yes O No
10c. Alleast once, there is 2 history of an itchy rash in the folds of the arms or legs. : O Unsure : O Unsure
10d. There is a history of eczema and food allergy during childhood. i Yes ONo 10O Yes QO No
'O Unsure 'O Unsure
10e. A doctor has made Ihe diagnasis of asthma or hayfever (inctuding first-egree relatives). i O Yes ONe ;O Yes O No
i O Unsure i O Unsure
11. Are you being treated with steroid eye drops or cintment or have you had recent eye surgery? O Yes Q No O Unsure
12. Do you have a heart or vessel condition, such as angina, earlier heart attack, coronary artery O Yes O nNo O Unsure
disease, congestive heart failure, cardiomyopathy, stroke, “mini stroke”, chest pain er trouble breathing on exertion?
13. Check EACH of the fallawing conditions that apply to you: O Heart Condition before age 50 in mother, father, brother, sister
O Smoke ci arettes now O High blood pressure Q High cholesterol O Diabetes or high blood sugar
g
14. Do you have a child in home less one year of age? O Yes Q No
15. Do you have other questions or have gther concarns you would like to discuss? O ves Q No

Explain "other.” "unsure,” or additional concerns (may use additional page). NOTE: If you might have a risk factor for HIV infection, we tan arrange for HIV
tesling. FOR FEMALES: If you might be pregnant, or likely to become pregnant, please tell us. You may need additional pregnancy testing.

Last Name

Patient's identification (May use mechanical imprint)

RECORDS MAINTAINED AT
First Name Ml RANK/GRADE

SEX

DATE OF BIRTH

SPONSOR NAME

Social Security Number (or Spansor SSN)
RELATIONSHIP TO SPONSCR
(Or FMP)

ORGANIZATION

STATUS

DEPTISVC

Standard Form 600 (Rev.s-ﬂ Electronic Copy SVP Overprint (11-07)
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CHRONOQLOGICAL RECORD OF MEDICAL CARE

Smallpox Vaccination

Initial Note Page 2 of 2

This page may be completed by a healthcare provider

1. Provider Assessment Date (MM/DD/YYYY)

[ L]/

If Provider Assessment Date or Action Taken Immunization Date is blank,
Default is "Today's date" on page 1.

3. Vaccine Risk Factors based on page 1 review and interview

2. Reason for Vaccination {Indicate One):
O Pre-outbreak: disease prevention

O Post-outbreak: not exposed to virus

O Post-outbreak: exposed to virus

O Other reason (Describe)

No restriction
Pregnancy

Unsure

{Check all that apply):

Immune suppression
Skin condition
Relevant allergy
Heart condition

Close Contact

0000

Self
9]
O
Q
O
Q
QO 3+RFO
Q

O (Describe)

4, Provider comment on any concerns about contraindications, need to defer, need to consult, andfor relevant diagnosis

5. Provider Decision and Pian (Check all that apply):

(] vaccinate: Primary (e.g. birth year >1972, military entry >1984)
D Vaccinate: Revaccination ‘

O Medically immune: vaccinated within approp interval (Ml)

[] vaccination deferred: Pending consult or lab test

[] vaccination deferred: Temporary contraindication (MT)

[ vaccination contraindicated unless exposed (MP})

4 vaccination not given (other reason specify below):

6. IF NOT IMMUNIZED, Check all that apply:

] Reason for non-immunization explained

List labs or consults
requested, and length of
temp referrals

J Lab test requested

] Consult request written/sent

(] Faltow ug appaintment planned
[] Other reason (specify below):

Provider Signature and Printed Name/Stamp:

VACCINE ADMINISTRATION
Vaccination Date (MM/DD/YYYY)

L/ T]

7. Vaccination Action Taken:
Location: O Left Arm O Right Arm O Other Location (Describe)

Number of jabs:

Lot # Mir #

||

8. IF IMMUNIZED, Check all that apply
[:I Information sheet given 1o recipient

For QA use: local vial serial #

O Recipient advised about post-vaccination reaction and site care

[] Reasons for follow-up clinic visit described
[ Patient understands information given
[] Bandages provided if needed.

Please assure that all actions taken and deferrals are updated into
your service's electronic immunization Tracking System (ITS) as
spon as possible,

Vaccine administered by: {Signature and Printed Name/Stamp)

Last Name Patient's identification {May use mechanical imprint)
RECORDS MAINTAINED AT:
First Name Mi QQQKIGRADE

Social Security Number

DATE OF BIRTH

SPONSOR NAME

(or Sponsor SSN)
RELATIONSHIP TO SPONSOR
(Or FMP)

ORGANIZATION

STATUS

DEPT/SVC

Standard Ferm 600 (Rev.6-97) Electronic Copy SVP Overprint {11-07).




CHRONOLOGICAL RECORD OF MEDICAL CARE
Smallpox Vaccination Clinical/Sick-call Follow up Note

1. Today's Date (MM/DD/YYYY) 2. Day 0 = Smallpox Vaccination Date  2b. Days post vax
3. Vital Signs Temp . Pulse Resp BP /
4. Chief Compliant (Default = routine check) 3. Was there a bandage on the vaccination site? Q Yes O No

Sa. IF YES: How many days did patient use a bandage? [ | |
5b. Did patient see the vaccination site every day or two? CYes ONo

Ba. Vaccination site appearance 6a. Vaccination site appearance 7. Check anything else experienced after the
teday (Check all that apply) today (Check all that apply) smallpox vaccination (Check all that apply)
[] localredness [ ] scaborcrust [ local redness (] seabprerust ] headache [ feeling lousy
] bump [] tocalitching ] bump [] locatitching ] body rash [] swollen lymph nodes
[ reddish blister  [] tocal rash [} reddish blister  [] local rash [ itchy all over [] bandage reaction
(] whitish blister  [_J nothing L] whitish blister ] ncthingseen [] eye infection O chest pain

[ petient did not remember/observe  [[] fever tempinbox) [ ] shorness of breath

[] muscle aches [ other (describe in box)

8. Any problems following vaccination? (Check all they apply) 9. Vaccination Site measures (if indicated)
[ Restricted activity How many days? [_][ ]  Erythema length (mm) [J[J] X width [ ]
[ Limited duty How many days? DD Vesicle length {mm) DDD X width DDI:]
] Missed work How many days? DD Note any other reactions. problems or medications following vaccination:
[J Took medication (list in box) How many days? [ ][]

L—_I Visited clinic or emergancy room
(] Hospitalized

[] Other (described in box)

10. Does the patient believe anycne might have become ilt as a result of the vaccination? O Yes © No ) Unsure
If YES or UNSURE describe in box (or on continuation page)

11. Assessment and Plan (check all that apply: 11a. Other assessment/plan related to evaluation 12. Duty limitations

[J Fully immunized ¢“major reaction, “take”) L1 Full duty

] Equivocal response [ No direct patient care
[] Referred to Vaccine Healthcare Centers (] Quarters for ___days
[ Re-vaccination indicated [] urgenvEmergent referral
D Follow-up for events described [] Routine referral

[ Medication prescribed (list)

[J No further foliow up planned Provider Signature and Printed Name/Stamp

(] Consultation Allergy/immunoiogy/Dermatology/Cardiology/other )
[ Other action (describe in box} Report to VAERS if warranted.

Patient's identification {(May use mechanical imprint)

Last Name RECORDS MAINTAINED AT:
RANK/GRADE
SEX

First Name M DATE OF BIRTH

SPONSOR NAME
{or Sponsor SSN)

_ - RELATIONSHIP TO SPONSOR
Social Security Number {Or FMP)

ORGANIZATION

STATUS

DEPT/SVC

Standard Form 600 (Rev.6-37) Etectronic Copy SVP Qverprint {11-07)




CHRONOLOGICAL RECORD OF MEDICAL CARE
Smallpox Vaccination Clinical/Routine Follow up Note

1. Today's Date (MM/DD/YYYY) 2. Smalipox Vaccination Date

HEENEEEREE HEEEEEEE

3. Did you put a bandage on the vaccination site O Yes O No

Ja. IF YES: How many days did you use a bandage? D:] 3b. Did you see the vaccination site every day or two? O Yes O No

4a. Vaccination site appearance 4b, Vaccination site appearance 4c. Check anything else experienced after the
today (Check all that apply) today {Check all that apply) smallpox vaccination (Check all that apply)
O] localredness  [] scaborcrust [] localredness [ scabprerust [] headache [] feeling lousy
O bump [] localitching  [] bump [] iocalitching [] body rash O swollen lymgph nodes
[ reddisk blister [ local rash (] reddish blister [ local rash (] itchy all over [] bandage reaction
[] whitish blister ~ [] nothing (] whitish blister [ nething seen [] eye infection [] chest pain
E:] patient did not remember/observe [] fever {temp in box) D shoriness of breath
(1 muscle aches (] other (describe in box)
5. Any problems following vaccination? (Check all they apply) 6. Note any other reactions, problerns or medications following
vaccination:
(] Restricted activity How many days? [ [ ]
[J Limited duty How many days? ][]
(3 Missed work How many days? [ ][]
[0 Took medication {list in box) How many days? DD

[J visited clinic or emergency room

[ Hospitalized

(] Other (described in box)

7. Does the patient believe anyone might have become il as a result of the vaccination? O Yes O No O Unsure
If YES or UNSURE describe in box (or on continuation page)
8. Provider evaluation and action {check all that apply: Provider Notes:

[0 Fully Immunized (“major reaction, “take"}
] Equivecal response

] Referred to Vaccine Healthcare Centers
[] Re-vaccinalion indicated

(] Follow-up for events described

(L] Medication prescribed (iist)

[ No further foliow up planned Provider Signature and Printed Name/Stamp:

(] Consultation Allergy/immunology/Dermatology/Cardiologyfother )
I:] Other action {describe in box) Report to VAERS if warranted.

Last Name Patient’s identification (May use mechanical imprint)

RECORDS MAINTAINED AT:

- RANK/GRADE
First Name MI SEX

DATE OF BIRTH
SPONSOR NAME

{or Sponsar SSN)
Sacial Security Number RELATHONSHIP TO SPONSOR
(Or FMP)
ORGANIZATION
STATUS
DEPT/SVC

Standard Form 600 (Rev.6-97) Eleciranic Copy SVP Overprint (11-07)



1. Today's Date (MM/DD/YYYY)

LU/ L/ LT T

CHRONOLQGICAL RECORD OF MEDICAL CARE
Smallpox Vaccination Continuation Note

Additional Notes on Problems, Issues or Concerns of Patient or
Provider related to Vaccine Assessment or Follow-up.
Subjective section may be filled out by either patient/vaccine or
provider. Objective findings, Assessment and Plan shouid be
completed by a provider.

Subjective: History of issues related to vaccination assessment or follow-up

Objective: Relevant exam, test or laboratory findings

Assessment: Integrated summary

Plan

Provider Signature and Printed Name/Stamp:

Last Name

|

Patient’s identification (May use mechanical imprint)

First Name

MI

L

Sacial Security Number

RECORDS MAINTAINED AT:
RANK/GRADE

SEX

DATE OF BIRTH

SPONSOR NAME

{or Sponsor SSN}
RELATIONSHIP TO SPONSOR

(Or EMP)
ORGANIZATION

STATUS
DEPTISVC

Slandard Form B00 (Rev.6-97) Electronic Copy SVP Overprint (11-07)




o 98uy DOROUET L NISEAD pIEY ASEIP VIS

PapAOK] UGIIWIOJUI 211 JO AL RIUDPLIUGD DU TRITSANS 01 IPLI 24 (1M DOJFa A12AY D11 1940 Siudnied (I 10EIU0D WIRIITL 0) Jjr)s £ | J(quud
1aRaq A jer) Jagnuapy anbitn ¥ 5) 11 98NE2Q PAINA[[0 BUlag S| NSS AL VIS ST S ‘FLol JO 10V Larand 24 Jo Quagine agr 1apun paisgjoed Juiag sie pysanbar vied (IION AJVAIYd V.IVA

papdcor neg JIIEIITA J0 JauIE0Dy

T s Saessooon i saFed [ruonppr 080 ) SpUdLLE jeuotippy | aFtanap—ip SYERAS=I U CCUDOMS=MS THUUEA=M DRI Ia3nsg

ON [[]  saA [[] ispa03at juanpaiu aunbye of noissintd,| qUIS=C  IMSHY USHIgM=t  DISHQ USIppAI=f dumg =g 1ous pos =

iy

CCUN/AREIT] O SWIRN Zd0tay “Jydn0s e (udipa Jj IDAOGY AXp PRI 1) IS DOHTUIIEA PSP 0] ApddE JeyN SAPed 1313] 2 e %[}

Hugs AUrae PPt I -3 sesd )iy TE YI0MIIN SAIIY JIEIGIEIF] DUIIIEA ) [IBWD 10 (0 1 SAUP L “Aep ¥ 51 FT) 6919
O1Z-998-[ 1¢ 431037y [[B) [TIIUID 2MIIEA (10 Y3 Jaejued aseajd aopeuidaes anod ynoqe suoisanb aacy ned awy Lue e ) IR/ %wﬁ—\ oA 3310 {[9] qBIS Mg
MO0 SOPOD AIND]

Fusn) sueavadde aps voneuzIv s 1z
(MO[2q 2qMIEIPY 210 SUOIIEIIPILL

ML sAsSOUY| swopdWIAS IO 61

{3138 () INAIQ JO SSBULIONS ¥

(a[ras g-0) wedsoyy L

(21803 g-0) 1S uonEUIaILA 1B SUNd)] of
{ouas

6-() sapou ydwA| Japuay/Burjjoms 51

(2[e25 -0) IS UCHILUIIILA IE LI FI

(9135 6-0) 3yompEI} €|

{21835 §-0) wed 38Ny 7|

(3510M=4 “Ou=()) (218356-0) wred wnor 11
SUOEIRUIIDEA

JO 35nED3q |00 I5I0M SSIUL NOA Pi(] 0}
- (OISR _u@a&wco:mc%
SHES3q SUONEJIpaw Aue et nok piq 6
{m0[2q 2qLIsap) juoileuniea
JO A5NEI3Q a4ud [e2IpAUL ¥2as NOA pi] 8
{mofoq odhy *N 10 A) pasn aSiepueg L
(0712Q “adatm
Pus St 3GLIDSIP A JE N JO A)
Apoq tio uotaeas ad41-3U1398A Jo ysey v
(N 40 A) Fuupeaiq Annaygyip ano)
(N 10 A) 21S uolRUIIIBA 18 FUI|IMEG

(N 10A) st
(47 10182 -ormezachay p1o3as) 1943
(N 10 A) stodwiiy

e [

~l

Aoy speep upleods {ep paeip
y2e ue jeasaid swoadwds Suwe yaaga asuap,
OLLVNE)XV A
XOATIVINS HALAY SMITIM P LSH A $H,
{ Jgadsy o [ opraerd oniengonog [T 2anep ueystpyyueipug teuwy [ wuedsi|y ]
pUR(S] SR IPOURIEMCH 2Ny (] uedudoy weayvopeg O uelsy [ wesesnelyanmgy [ Auonnpd (1

(SArp Og+ 01 €-) porad siy Supnp auon [ ( Youpsaua oy skep gg-0 [ ( JouidaRA 240134 SATp €-| [] suonuapaw 1oaajuedssprosis Aure uoy [ (y

Ag
ARCT

g1 feg
1 feq
¥l seQ
€1 feg
zl feq@
11 seg
01 feq@
6 AeQ
g Aeq
L AR
9 Ae(]
t Ae(]
 ABQ

0 Aeg

&

0z Aeq
6l Aeq

L1 &eq
91 Aeql

UOIBLIIIBA

U2AI3 SUM UOTTUIIIEA 2194m D1IS / u D (3 1A/ Aegyf O uoneasiunupe auddea xod|[ews Jo e ()
sjewa] ] AuW ] epudn(a sizof Sy (p A/ ey oW Halg Jo s (o
JS] o uan| (v

- . - Laguinp K1an295 (2005 (q TN [ERI]

uonuuduA xodpjemy 20y e woidwig



- Attachment 5



Smallpox Vaccine in Pregnancy Registry

INFORMATION PAPER:
When Pregnancy Is Discovered After Smallipox Vaccination

1. Purpose. This paper provides information for women who discover they are pregnant after receiving
smalipox vaccination.

2. Current Recommendations on Vaccination and Pregnancy

Similar to other live virus vaccines, smallpox vaccine is not recommended for pregnant women in non-
emergency situations. Further, it is recommended that women who receive the vaccine should avoid
becoming pregnant for at least 4 weeks after vaccination.

Because it can be difficult to predict conception or diagnose early pregnancy, it is not surprising that some
women may inadvertently receive smailpox vaccine shortly before or after becoming pregnant.

3. Historic Experlence with Smallpox Vaccine in Pregnancy

Smallpox vaccine recommendations have changed over time. In the mid-20™ century, when smallpox
disease was still naturally occurring, billions of women around the world, both pregnant and not pregnant,
recetved the vaccine. During smallpox outbreaks, health officials intentionally gave pregnant women
smallpox vaccine to protect them from lethal infections.

There is no historic evidence that smallpox vaccine caused increased rates of spontaneous abortion
(miscarriage). There is no historic evidence that the smallpox vaccine used in the United States caused
hirth defects.

Fetal vaccinia is a known, but extremely rare, complication that can occur after smallpox vaccing is given
in pregnancy. Fetal vaccinia occurs when the virus used in smallpox vaccine infects the unborn baby
(fetus). Cases of fetal vaccinia have been assaciated with stillbirth or infant death shorlly after delivery.
In the 20" century, 3 cases of fetal vaccinia were reported in the United States, and 47 cases were
reported from other countries around the world. It is possible that other cases occurred, but were not
reported. No cases of fetal vaccinia were reported after 173,000 pregnant women in New York City were
vaccinated in 1947. Itis estimated that 1 case of fetal vaccinia might occur for every 10,000 to 100,000
pregnant women who get smallpox vaccine for the first time.

4. Recent Experience with Smallpox Vaccine in Pregnancy

The Smallpox Vaccine in Pregnancy Registry, established in 2003 and managed by the Department of
Defense Birth and Infant Health Registry, follows women who imadvertently receive smallpox vaccine
while pregnant. The Registry collects confidential information to better understand if smallpox vaccine in
pregnancy is associated with problems for mothers or infants in the madern era.

In the United States, approximately 17% of all recognized pregnancies end in miscarriage, and 3% to 5%
of infants are born with birth defects. It is natural for parents who suffer a pregnancy loss, or have a baby
with a birth defect, to want to know the cause. Unfortunately, the causes of most miscarriages and birth
defects are unknown.

Thus far, information from the Smallpox Vaccine in Pregnancy Registry indicates that miscarriages and
birth defects occur at rates similar to, or less than, rates seen in the general population. Women who
inadvertently receive smallpox vaccine while pregnant may be reassured that current data support historic
data, and do not suggest that they are at higher risk for pregnancy loss or giving hirth to a child with a
birth defect.

In addition, there have been no cases of fetal vaccinia among pregnancies followed by the Registry.

Abachment s




Smallpox Vaccine in Pregnancy Registry

5. Better Understanding Pregnancy Losses

It may be possible to know if smallpox vaccine was associated with a miscarriage or stillbirth by laboratory
testing for vaccinia virus. In order to perform this testing, specimens must be brought to a special
laboratory and preserved (without formalin) at —=70C in viral transport media. Women who would like to
have this testing performed should discuss with their healthcare providers as soon as possible after a
miscarriage is diagnosed.

6. Resources for Additional {Information

The Smaiipox Vaccine in Pregnancy Registry was established to collect important confidential information
from women wha received smallpox vaccine in pregnancy. Professionals from the Registry can answer
many questions from participants and their healthcare providers. The Registry may be contacted at:

National Smallpox Vaccine in Pregnancy Registry

clo DoD Birth and Infant Health Registry,

NHRC Dept 164, 140 Sylvester Road, San Diego, CA 92106
Phone: 619-553-9255 {DSN 553-9255)

Fax: 619-553-7601

Email: NHRC-BirthRegistry@med.navy.mil

Adgditional resources include:

Vaccine Healthcare Center Network

c/o Walter Reed Army Medical Center, Washington, OC

Phone: 202-782-0411 (DSN 662)

Military Vaccine {MILVAX) Agency

Falls Church, VA

Phone: 877-GET-VACC or 703-681-5101 (DSN 761)

Department of Obstetrics and Gynecology, Division of Maternal-Fetal Medicine

Madigan Army Medica! Center, Tacoma, WA
Phone: 253-968-1710 or 1252 (DSN 782)

References
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VACCINATION-RESPONSE INTERPRETATION

Inspect the vaccination site 6 to 8 days after vaccination. Interpret the response at that time.
The World Health Organization (WHO) Expert Committee on Smallpox defined two types of
responscs:

a) major reaction: virus replication took place and vaccination was successful; or

b} equivocal reaction: a pessible consequence of immunity adequate to suppress viral
muitiplication or allergic reactions to an inactive vaccine without production of
immunity.,

Major Reaction:

A vesicular (blistery) or pustular (pus-filled) lesion or area of definite palpable induration or
congestion surrounding a central lesion that might be a erust or an ulcer.

After primary (first) vaccination, the vaccination site usually progresses as follows:
¢ The inoculation site becomes reddened and pruritic 3 to 4 days after vaccination.

¢ A vesicle surrounded by a red areola then forms, which becomes umbilicated (collapsed
center) and then pustular by days 7 to 11 after vaccination.

¢ The pustule begins to dry; the redness subsides; and the lesion becomes crusted between the
second and third week. By the end of about the third week, the scab falls off, leaving a
permanent scar that at first is pink in color but eventually becomes flesh-colored.

* After revaccination, skin reactions might be less pronounced with more rapid progression
and healing than those after primary vaccination. Revaccination is successful if a pustutar
lesion or area of definite induration or congestion surrounding a central lesion (i.e., scab or
ulcer) appears 6 to 8 days after revaccination.

Equivocal Reaction:

Equivocal reactions, including accelerated, modified, vaccinoid, immediate, early, or immune
reactions, are all responses other than major reactions. If an equivocal reaction is observed,
check vaccination procedures and repeat vaccination using another vial or vaccine lot, if
available. A response to smallpox vaccination may be blunted by immunily, insufficiently
potent vaccine, or vaccination technique failure. If repeat vaccination using vaccine from
another vial fails to elicit a major reaction, consult public-health authorities before attemnpting
another vaccination of that person.

Sources: Fenner et. al, 1988 (pp 296, 312-314); ACIP, 2001,
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THE ASSISTANT SECRETARY OF DEFENSE

WASHINGTON, D, C, 20301-1200

APR 1 0 2003

HEALTH AFFAIRS

MEMORANDUM FOR ASSISTANT SECRETARY OF THE ARMY (M&RA)
ASSISTANT SECRETARY OF THE NAVY (M&RA)
ASSISTANT SECRETARY OF THE AIR FORCE (M&RA)
DIRECTOR, JOINT STAFF

SUBJECT: Policy for Smallpox Vaccine and Persons with Cardiac Conditions

On March 28, 2003, the Centers for Disease Control and Prevention (CDC)
Advisory Commiltee on Immunization Practices (ACIP) met to review data (summary
attached) and consider recommendations for the use of smallpox vaccine in persons with
known cardiac condition and/or known cardiac risk factors. After careful deliberation,
the committee recommends: 1) add myopericarditis as an expected adverse event of
smallpox vaccination, and 2) exempt from vaccination persons with known cardiac
condition(s) and persons with three or more known major cardiac risk factors (summary
of ACIP recommendations attached). The Services should exempt personnel with the
following cardiac conditions: myocardial infarction, angina pectoris, cardiomyopathy,
congestive heart failure, stroke, transient ischemic attacks, chest pain or shortness of
breath with activity and associated with a heart condition, other coronary artery disease,
and other heart conditions under the care of a physician. Persons with any of the listed
conditions should be exempted from smalipox vaccination.

The following cardiac risk factors should be identified during pre-immunization
processing: current cigarette smoking, hypertension, hypercholesterolemia, diabetes
mellitus, and family history of heart disease in 1" degree relative with onset before age
50. Persons with three or more of the above referenced risk factors should be exempted
from receiving smallpox vaccine. Along with the ACIP, Health Affairs recommends that
recent smallpox vaccine recipients who have a cardiac condition or three or more major
cardiac risk factors be evaluated by a health care professional if they develop any
symptoms of chest pain, shoriness of breath, or other symptoms of heart discase. All
peaple with heart disease or risk factors should receive the routine care recommended for
persons with these conditions.

1 direct the Services to make appropriate adjustments to their smallpox vaccination
programs 10 incorporate these recommendations. DoD smallpox vaccine education and
screening materials will be modified accordingly and posted at www.smaljpox.army.mil.

HA POLICY: 03-002

/‘?#Qfﬁ me n"f' "-]»



My points of contact are COL Benedict Diniega ((703) 575-2669), and COL John
Grabenstein (Military Vaccine Agency, (703) 681-5059).

w:ﬁaio-_h) l:v

William Winkenwerder, Jr., MD

Attachments:
As stated

cc:
Joint Staff (J-4 (HSSD))

Surgeon General, Army

Surgeon General, Navy

Surgeon General, Air Force

Medical Officer, HQ, U.S. Marine Corps
Director of Health and Safety, U.S. Coast Guard

HA POLICY: 03-002
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OFFICE OF THE ASSISTANT SECRETARY OF DEFENSE
WASHINGTON, DC 20301-1200

JUN -9 200

HEALTH AFFAIRY

MEMORANDUM FOR DEPUTY SURGEON GENERAL OF THE ARMY
DEPUTY SURGEON GENERAL OF THE NAVY
DEPUTY SURGEON GENERAL OF THE AIR FORCE

SUBIJECT: Estabiishment of Case Management Guidelines for Smallpox Vaccine Associated
Myopericarditis

REFERENCES:

1. Deputy Secretary of Defense Memorandum, “Smallpox Vaccination Program,”
September 30, 2002

2. Under Secretary of Defense for Personnel and Readiness Memorandum, “Policy on
Administrative Issues Related to Smallpox Vaccination Program (SVP),” December 13,
2002

3. Assistant Sccretary of Defense for Health Affairs Memorandum, “Clinical Policy for the

DoD Smallpox Vaccination Program (SVP),” November 26, 2002

Myopericarditis has historically been associated with vaccination for smallpox (vaccinia
virus). Until recently, it has been a rare or unrecognized event after vaccination with the
currently utilized strain of vaccinia virus (New York City Board of Health; Dryvax®, Wyeth
Laboratories, Marietta, PA). Ongoing evaluation of health outcomes among Armed Forces
personnel indicates individuals vaccinated for smallpox are at higher risk for myopericarditis
than those not vaccinated. Ongoing review of cases diagnosed to date indicate a need to
standardize evaluation and clinical management to decrease variation and provide ready access to
clinical consultative services, assure access to care for longer-term follow-up for individuals
separating from active duty, reserve component and National Guard personnel, and a need to
document outcomes for future smallpox vaccine program management.

This memorandum provides a uniform approach for evaluation and establishes a program for
consultation and long-term follow-up of individuals diagnosed with smalipox vaccine associated
myopericarditis. A tri-service team supporting the DoD Vaccine Healthcare Center (VHC)
Network developed the attached guidelines for clinicians, Forward deployed medical support
units should be aware of and use the guidelines for the diagnosis and treatment of
myopericarditis associated with smallpox vaccination. The guidelines will be modified in an
iterative process as new information and clinical experience evolve, and will be available at
www.vaccines.mil. To support clinicians seeking multi-disciplinary consultation, the Military
Vaccine (MILVAX) Agency established a 24/7 toil-free bridge number for short-notice
teleconferencing. Clinicians wishing to consult via this teleconference bridge with VHC staff
and/or military cardiologists regarding optimal care should call the DoD Vaccine Clinical Call
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Center at (866) 210-6469. Additional consultative support is available via e-mail at
ASkVHC@amedd.army.mil.

All DoD beneficiaries, including Reserve component personnel who received their smallpox
vaccine while in a duty status, with a clinically verified diagnosis of post-smallpox vaccine
myopericarditis will be enrolled in the central registry maintained by the VHC Network and be
followed using the attached clinical guidelines for a minimum of 12 months from the date of
initial diagnosis. The Vaccine Adverse Event Reporting System (VAERS) should be used
according to service policy. Patient informed consent is not required as part of enrollment.
Enroliment in this registry will facilitate long-term clinical follow-up, delivery of appropriate
clinical care, and a greater understanding of potential sequelae of this clinical manifestation.
Upon enroliment VHC staff should help ensure appropriate 6 and 12-month follow-up in
coordination with the patient's case manager.

Those individuals requiring medical treatment/evatuation should be retained on Active Duty
pending resolution of the medical condition or completion of the disability evaluation. Each
Service will coordinate with the Military Medical Support Office (1-888-MHS-MMSO0), as
needed, to provide appropriate civilian medical follow-up and payment arrangements for Reserve
Component personnel.

(@ 7’14‘——-""—'-3

David N. Tomberg, MD, MPH
Deputy Assistant Secretary of Defense
Clinical and Program Policy
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INFORMATION PAPER

Military Vaccine Agency
9 November 2007

SUBJECT: Intra-Venous Vaccinia Immune Globulin (IV-VIG)
1. Purpose. Define procedures for ordering IV-VIG
2. Facts.

a. Smallpox immunizations are provided to designated at-risk military personnel,
DoD civilian personnel classified as emergency-essential, and other civilian personnel.
Some people are at greater than usual risk for serious side effects from the smallpox
vaccine. IV-VIG is indicated for the treatment or modification of certain conditions
induced by the smallpox vaccine.

b. Under routine circumstances, the need for VIG shall be validated by a board-
certified infectious-disease or allergy-immunology specialist before administration. The
Vaccine Healthcare Centers (VHC) Network will provide and coordinate professional
consultation services to optimize clinical use of IV-VIG, and then maintain a case file of
patients treated with IV-VIG.

3. Procedures

a. Clinician identifies smallpox vaccinee with adverse reaction that may benefit from
IV-VIG administration This would include but is not limited to: aberrant infections
induced by vaccinia virus that include accidental implantation in eyes (except in cases
of isolated keratitis), mouth, or other areas where vaccinia infection would constitute a
special hazard; eczema vaccinatum; progressive vaccinia; severe generalized vaccinia:
or vaccinia infections in people who have skin conditions such as burns, impetigo,
varicella-zoster, or poison ivy; or in peopie who have eczematous skin lesions because
of either the activity or extensiveness of such lesions.

b. Clinician consuits with infectious-disease (1D) or allergy-immunology (Al)
specialist physician. Long-distance consultations will be arranged via the Vaccine
Healthcare Centers (VHC) Network's Vaccine Clinical Call Center (866-210-6469). VHC
will notify the Military Vaccine (MILVAX) Agency of case specifics.

c. ID or Al, in consultation with the VHC and Centers for Disease Contro!l and
Prevention (CDC) physician, authorizes release of IV-VIG from CDC'’s Strategic
National Stockpile (SNS).

d. IV-VIG is requested directly from the CDC by caliing the CDC Director's
Emergency Operation Center (DEOC) at (770) 488-7100 and request to speak with the
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Military Vaccine Agency
SUBJECT: intra-Venous Vaccinia Immune Globulin (IV-VIG)

Bivision of Bioterrorism Preparedness and Response (DBPR) on-call person. The CDC
is the release authority for IV-VIG.

e. Requestor notifies VHC Network (telephone 866-210-6469, email
askvhc@amedd.army.mil); MILVAX (telephone 877-GET-VACC, DSN 761-4245. email
patrick.garman@us.army.mil).

f. The attending clinician reads package insert and case-report form while
considering the patient's clinical situation. The clinician then obtains needed specialty
consults and administers 1V-VIG if warranted. Clinician draws serum specimens before
infusion and then 5 days after each |V-VIG dose. Freeze serum vials at -20°C until
ready to ship. Obtain patient's consent to release serum samples. Ship serum vials at -
20°C and case-report form to CDC in accordance with detailed instructions in the serum
processing kit that accompanies IV-VIG. Send copy of case-report form to VHC.

4. References.

a. Advisory Committee on Immunization Practices. Smallpox Vaccinations and
Adverse Reactions, MMWR 2003;52(RR04): 1-28:
www.cdc.gov/mmwr/preview/mmwrhtml/rr5204a1.htm

b. CDC VIG information website: ww.bt.cdc.gov/agent/smallpox/vaccination/vig.asp

¢. CDC disease information website. www.bt.cdc.gov/agent/smalipox/index.asp

d. Multiple resources {e.g., product insert, Vaccine Information Statements) assembled by
Military Vaccine Agency: www.vaccines mil/smallpox

Mr. William Watson/(703) 681-5101

Approved by: LTC Garman
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Precision in ICD9 Coding of Medical Encounters.

1. To increase the precision of automated analyses of vaccine safety, military treatment facilities
should help medical-record coders find the most precise ICD9 codes to describe the patient’s
visit. Encourage precision by distributing lists of codes for common encounters related to
vaccination.

2. For example, use consistent codes to identify visits to treat injection-site inflammation after
vaccination. If the patient experiences a chicf complaint of muscle ache, along with headache
and swelling of the injection site, enter 729.1, 784.0, 729.81, and 995.2. This will allow visits for
similar conditions to be grouped together, enhancing our ability to calculate how often they
oceur.

3. The following lines list common codes. As always, use the most specific codes clinically
appropriate to the paticnt seen. When in doubt, consult with the coding specialists and the
reference books in your Patient Administration Division.

a. Anaphylaxis -- 995.0 — inciuding allergic shock and anaphylactic reaction due to adverse
cffect of correct medicinal substance properly administered

b. Angioedema — 995.1 — also called angioneurotic cdema

c. Dizziness and giddiness — 780.4 — including light-headedness, vertigo not otherwisc
specificd (NOS)

d. Edema -- 782.3

¢. Fainting — 780.2 — including syncope and collapse, blackout, (near) {pre)syncope, vasovagal
attack

f. Fever — 780.6 — including chills with fever

g. Headache -- 784.0

h. Infection following infusion, injection, transfusion, or vaccination — 999.3

i. Itching — 698.9 — pruritis

j. Malaise and fatigue — 780.7

k. Mylagia and myositis, unspecified — 729.1

l. Other general symptoms — 780.9 — including chill(s) NOS

m. Pain in joint - 719.4 - including arthralgia

n. Rash and other nonspecific skin eruption — 782.1 — including ¢xanthem,

0. Skin sensation disturbance — 782.0 — including burning or prickling sensation, hypcresthesia,
hypoesthesia, numbness, paresthesia, tingling

p. Subcutaneous nodules -- 782.2 — including localized superficial swelling, mass, or lump

gq. Swelling of limb — 729.81

r. Unspecified adverse effect of drug, medicinal and biological substance (due) to correct
medicinal substance properly administered -- 995.2 — including allergic reaction,
hypersensitivity. and idiosyncrasy to correct substance properly administered

s. Unspecified crythematous condition — 695.9 — including erythema NOS

4. The following codes are specific to smallpox vaccination:

a. Encephalitis. postvaccinal -- 323.5
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b. Keratitis superficial without conjunctivitis -- 370.2

c. Keratitis or keratoconjunctivitis in cxanthema -- 370.44

d. Infection following infusion, injection, transfusion, or vaccination — 999.3 (such as for
inadvertent inoculation)

e. Generalized vaccinia -- 999.0

f. Adverse effccts of correct medicinal substance properly administered. smallpox vaccine --
E949.0

5. According to the International Classification of Diseascs, 9" edition (ICD9), “‘poisoning”
codes from 960 to 979 exclude adverse cffects ["hypersensitivity," "reaction.” etc.] of correct
substances properly administered. Such episodes should be classified according to the nature of
the specific adversc effect.

6. “E” codes are appropriate in specific circumstances. For example, adverse effects of correct
medicinal substance properly administered, bacterial vaccines should be coded as E948.8.

7. Coding conventions vary from time to time. Additional guidance on this topic will be issucd
periodically. '





