Vaccine inserts, documents from Gabriel Archdeacon

DTag
TngelT,
éQV\O 'F.‘

GHLIGHTS OF PRESCRIBING INFORMATION

iese_highlights do not include all the information needed to use DAPTACEL safely and
fectively. See full prescribing information for DAPTACEL.

\PTACEL (Diphtheria and Tetanus Toxoids and Acellular Pertussis Vaccine Adsorbed)
spension for Intramuscular Injection

itial U.S. Approval: 2002

RECENT MAJOR CHANGES

1rnings and Precalitions (5.8) 10/2013

INDICATIONS AND USAGE
DAPTACEL is a vaccine indicated for active immunization against diphtheria, tetanus and
pertussis as a five dose series in infants and children 6 weeks through 6 years of age (prior to
7" birthday). (1)

s easesend weeeezee DOSAGE AND ADMINISTRATION -resessoraremsesemsmnsmimmcnnnannanee -

The five dose immunization series consists of a 0.5 mL intramuscular injection administered at
2,4, 6and 15-20|months of age, and at 4-6 years of age. (2.1,2.2)
e -- DOSAGE FORMS AND STRENGTHS

N ion for injection,

in single dose (0.5 mL) vials (3)
CONTRAINDICATIONS
Severe allergic reaction (e.g., anaphylaxis) after a previous dose of any diphtheria toxoid, tetanus
toxoid, or pertussis-containing vaccine, or any component of DAPTACEL. (4.1)

Encephalopathy within 7 days of a previous pertussis-containing vaccine with no other identifiable
€AUSE. (42) - of — P -

Progressive neurdlogic disorder until a treatment regimen has been
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If Guillain-Barré syndrome occurred within 6 weeks of receipt of a prior vaccine containing tetant
toxoid, the risk for Guillain-Barré syndrome may be increased following DAPTACEL, (5.3)
For infants and children with a history of previous seizures, an antipyretic may be administered (i
the dosage recommended in its prescribing information) at the time of vaccination with DAPTACE
and for the next 24 hours. (5.4)
Apnea following intramuscular vaccination has been observed in some infants born prematurel
The decision about when to administer an intramuscular vaccine, including DAPTACEL, to an infar
born prematurely should be based on consideration of the individual infant’s medical status an
the potential benefits and possible risks of vaccination. (5.7)
Syncope (fainting) has been reported following vaccination with DAPTACEL. Procedures should b
in place to prevent falling injury and manage syncopal reactions.

ADVERSE REACTIONS
Rates of adverse reactions varied by dose number, with systemic reactions most frequent followin
doses 1-3 and injection site reactions most frequent following doses 4 and 5. Systemic reactior
that occurred in >50% of subjects following any dose included fussiness/irritability, inconsolabl
crying, and decreased activity/lethargy. Fever 238.0°Coccurred in 6-16% of US subjects, dependin
on dose number. Injection site reactions that occurred in >30% of subjects following any dos
included tenderness, redness and increase in arm circumference. (6.1)
To report SUSPECTED ADVERSE REACTIONS, contact Sanofi Pasteur Inc., at 1-800-822-246
(1-800-VACCINE) or VAERS at 1-800-822-7967 and http://vaers.hhs.gov.

’has stabilized. (4.3)

WARNINGS AND PRECAUTIONS

Carefully consider benefits and risks before administering DAPTACEL to persons @ history of:

- fever 240.5°C (105°F), hypotonic-hyporesponsive episode (HHE) or persistent, inconsolable crving
lasting 23 hours within 48 hours after a previous pertussis-containing vaccine. (5.2)

- seizures within 3 days after a previous pertussis-containing vaccine. (5.2)

DRUG INTERACTIONS
« Do not mix with any other vaccine in the same syringe or vial. (7.1)
* Immunosuppressive therapies may reduce the immune response to DAPTACEL. (7.2)

See 17 for PATIENT COUNSELING INFORMATION
Revised: [10/2013
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LL PRESCRIBING INFORMATION:

INDICATIONS AND USAGE
PTACEL® is a va¢cine indicated for active immunization against diphtheria, tetanus and
rtussis as a five-dose series in infants and children 6 weeks through 6 years of age (prior to
renth birthday).
DOSAGE AND ADMINISTRATION
Immunization Series
PTACEL vaccine isto be administered as a 5 dose series at 2, 4 and 6 months of age (at intervals
6-8 weeks), at 1520 months of age and at 4-6 years of age. The first dose may be given as
ly as 6 weeks of age. Four doses of DAPTACEL vaccine constitute a primary immunization
irse for pertussis. The fifth dose is a booster for pertussis immunization. Three doses of
PTACEL vaccine constitute a primary immunization course for diphtheria and tetanus. The
rth and fifth doses are boosters for diphtheria and tetanus immunization. [See Clinical

dlaetaaa s

4.2 Encephalopathy

Encephalopathy (e.g., coma, decreased level of consciousness, prolonged seizures) withir
7 days of a previous dose of a pertussis containing vaccine that is not attributable to anothe
identifiable cause is a contraindication to administration of any pertussis-containing vaccine
including DAPTACEL vaccine.

4.3 Prog ive N logic Disord.

Progressive neurologic disorder, including infantile spasms, uncontrolled epilepsy, or progressive
encephalopathy is a contraindication to administration of any pertussis-containing vaccine
including DAPTACEL vaccine. Pertussis vaccine should not be administered to individuals with suct
conditions until a treatment regimen has been established and the condition has stabilized.

5 WARNINGS AND PRECAUTIONS

5.1 Management of Acute Allergic Reactions

Epinephrine hydrochloride solution (1:1,000) and other appropriate agents and equipment must b
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WARNINGS AND PRECAUTIONS
arefully consider benefits and risks before administering DAPTACEL to persons with a history of:
fever 240.5°C (105°F), hypotonic-hyporesponsive episode (HHE) or persistent, inconsolable crying
lasting 23 hours within 48 hours after a previous pertussis-containing vaccine. (5.2)
seizures within 3 days after a previous pertussis-containing vaccine. (5.2)

« Do not mix with any other vaccine in the same syringe or viai. (/. 1)
« Immunosuppressive therapies may reduce the immune response to DAPTACEL. (7.2)

See 17 for PATIENT COUNSELING INFORMATION
Revised: [10/2013
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LL PRESCRIBING INFORMATION:
INDICATIONS AND USAGE
PTACEL" is a vadcine indicated for active immunization against diphtheria. tetanus an
rtussis as a five-dose series in infants and children 6 weeks through 6 years of age (prior to

renth birthday).

DOSAGE AND ADMINISTRATION

| Immunization Series

PTACEL vaccine is to be administered as a 5 dose series at 2, 4 and 6 months of age (atintervals
6-8 weeks), at 15-20 months of age and at 4-6 years of age. The first dose mav be given as
ly as 6 weeks of |age. Four doses of DAPTACEL vaccine constitute a primary immunization
arse for pertussis. The fifth dose is a booster for pertussis immunization. Three doses of
PTACEL vaccine ¢onstitute a primary immunization course for diphtheria and tetanus. The
irth and fifth dases are boosters for diphtheria and tetanus immunization. [See Clinical
idies (14.1, 14.2,{14.3).)

PTACEL vaccine should be used as the fifth dose of the DTaP series in children who initially
eived 4 doses of Pentacel® [Diphtheria and Tetanus Toxoids and Acellular Pertussis Adsorbed,
ictivated Poliovirus and Haemophilus b Conjugate (Tetanus Toxoid Conjugate) vaccine,
10fi Pasteur Limited]. Pentacel and DAPTACEL vaccines contain the same pertussis antigens,
inufactured by the same process, although Pentacel vaccine contains twice the amount of
toxified pertussig toxin (PT) and four times the amount of filamentous hemagglutinin (FHA)
DAPTACEL vaccine.
ta are not available on the safety and effectiveness of using mixed sequences of DAPTACEL
ccine and DTaP vaccines from different manufacturers for successive doses of the DTaP
ccination series. [DAPTACEL vaccine may be used to complete the immunization series in
ants who have received 1 or more doses of whole-cell pertussis DTP. However. the safety
d efficacy of DARTACEL vaccine in such infants have not been fully demonstrated.

a decision is made to withhold any recommended dose of pertussis vaccine, [see
ntraindications {4.2), (4.3) and Warnings and Precautions (5.2)], Diphtheria and Tetanus
xoids Adsorbed For Pediatric Use (DT) should be administered.

2 Administration

renteral drug products should be inspected visually for particulate matter and discoloration
ior to administration, whenever solution and container permit. If either of these conditions
ist, the product should not be administered.

ter removing the “flip-off” cap, cleanse the vaccine vial stopper with a suitable germicide.
) not remove either the rubber stopper or the metal seal holding it in place. Just before use,
ake the vial well| until a uniform, white, cloudy suspension results.

ing a sterile needle and syringe and aseptic technique, withdraw and administer a single
5 mL dose of DARTACEL vaccine intramuscularly. Use a separate sterile needle and syringe for
ch injection. Changing needles between withdrawing the vaccine from the vial and injecting
into a recipient is not necessary unless the needle has been damaged or contaminated. In
fants younger than 1 year, the anterolateral aspect of the thigh provides the largest muscle
id is the preferred site of injection. In older children, the deltoid muscle is usually large
1ough for injection. The vaccine should not be injected into the gluteal area or areas where
ere may be a major nerve trunk.

y not administer|this product intravenously or subcutaneously.

APTACEL vaccine|should not be combined through reconstitution or mixed with any other
ccine.

DOSAGE FORMS AND STRENGTHS

\PTACEL vaccine is a suspension for injection in 0.5 mL single dose vials. See Description (11)
r 2 complete listing of ingredients.
/ CONTRAINDICATIONS

1 Hypersensitivity

severe allergic rdaction (e.g., anaphylaxis) after a previous dose of DAPTACEL vaccine or any
her tetanus toxoid, diphtheria toxoid, or pertussis-containing vaccine, or any other component
this vaccine is 4 contraindication to administration of DAPTACEL vaccine. [See Description
1).] Because of upcertainty as to which component of the vaccine may be responsible, none
the components should be administered. Alternatively, such individuals may be referred to

llergist for evaluation if further immunizations are to be considered.

4.2 Encephalopathy

Encephalopathy (e.g., coma, decreased level of consciousness, prolonged seizures) withir

7 days of a previous dose of a pertussis containing vaccine that is not attributable to anothe

identifiable cause is a contraindication to administration of any pertussis-containing vaccine

including DAPTACEL vaccine.

4.3 Progressive Neurologic Disorder

Progressive neurologic disorder, including infantile spasms, uncontrolled epilepsy, or progressive

encephalopathy is a contraindication to administration of any pertussis-containing vaccine

including DAPTACEL vaccine. Pertussis vaccine should not be administered to individuals with suct

conditions until a treatment regimen has been established and the condition has stabilized.

5 WARNINGS AND PRECAUTIONS

5.1 Management of Acute Allergic Reactions

Epinephrine hydrochloride solution (1:1,000) and other appropriate agents and equipment must be

available for immediate use in case an anaphylactic or acute hypersensitivity reaction occurs.

5.2 Adverse Reactions Following Prior Pertussis Vaccination

If any of the following events occur within the specified period after administration o

a whole-cell pertussis vaccine or a vaccine containing an acellular pertussis component, the

decision to administer DAPTACEL vaccine should be based on careful consideration of potentia

benefits and possible risks. [See Dosage and Administration (2. 1))

« Temperature of 240.5°C (105°F) within 48 hours, not attributable to another identifiable
cause.

« Collapse or shock-like state [hypotonic-hyporesponsive episode (HHE)] within 48 hours.

« Persistent, inconsolable crying lasting 23 hours within 48 hours.

« Seizures with or without fever within 3 days.

5.3 Guillain-Barré Syndrome and Brachial Neuritis

A review by the Institute of Medicine found evidence for a causal relation between tetanu:

toxoid and both brachial neuritis and Guillain-Barré syndrome.' If Guillain-Barré syndrome

occurred within 6 weeks of receipt of a prior vaccine containing tetanus toxoid, the risk for

Guillain-Barré syndrome may be increased following DAPTACEL vaccine.

5.4 Infants and Children with a History of Previous Seizures

For infants or children with a history of previous seizures, an appropriate antipyretic may

be administered (in the dosage recommended in its prescribing information) at the time o'

vaccination with a vaccine containing an acellular pertussis component (including DAPTACE!

vaccine) and for the following 24 hours, to reduce the possibility of post-vaccination fever.

5.5 Limitations of Vaccine Effectiveness

Vaccination with DAPTACEL vaccine may not protect all individuals.

5.6 Altered Inmunocompetence

If DAPTACEL vaccine is administered to immunocompromised persons, including person:
receiving immunosuppressive therapy, the expected immune response may not be obtained
[See Immunosuppressive Treatments (7.2).]

5.7 Apnea in Premature Infants

Apnea following intramuscular vaccination has been observed in some infants born prematurely
The decision about when to administer an intramuscular vaccine, including DAPTACEL, to ar
infant born prematurely should be based on consideration of the individual infant's medica
status and the potential benefits and possible risks of vaccination.

5.8 Syncope

Syncope (fainting) has been reported following vaccination with DAPTACEL. Procedures shoulc
be in place to prevent falling injury and manage syncopal reactions.

6 ADVERSE REACTIONS

6.1 Data from Clinical Studies

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a vaccine cannot be directly compared to rates in the clinica
trials of another vaccine and may not reflect the rates observed in practice. The adverse reaction
information from clinical trials does, however, provide a basis for identifying the adverse events
that appear to be related to vaccine use and for approximating rates of those events.
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[Hepatitis B Vaccine (Recombinant)]
Suspension for Intramuscular Injection

5.7 Altered Immunocompetence

Immunocompromised persons may have a diminished
immune response to ENGERIX-B, including individuals receiving
immunosuppressant therapy.

5.8 Multiple Sclerosis’

Results from 2 clinical studies indicate that there is no
association between hepatitis B vaccination and the development
of multiple sclerosis, and that vaccination with hepatitis B vac-
cine does not appear to increase the short-term risk of relapse in
multiple sclerosis.4
5.9 Limitations of Vaccine Effectiveness

Hepatitis B has a long incubation period. ENGERIX-B may not

srtfor HBIG. ENGERIX-B  Prevent hepatitis B infection in individuals who had an unrecog-
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6  ADVERSE REACTIONS ’%
6.1 Clinical Trials Experience

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

The most common solicited adverse events were injection site
soreness (22%) and fatigue (14%).

In 36 clinical studies, a total of 13,495 doses of ENGERIX-B were
administered to 5,071 healthy adults and children who were initially
seronegative for hepatitis B markers, and healthy neonates. All subjects
were monitored for 4 days post-administration. Frequency of adverse
events tended to decrease with successive doses of ENGERIX-B.

Using a symptom checklist, the most frequently reported
adverse events were injection site soreness (22%) and fatigue
(14%). Other events are listed below. Parent or guardian completed
forms for children and neonates. Neonatal checklist did not include

x-sensitive individuals. headache, fatigue, or dizziness.
 How Supplied/Stprage Inciden to1 f Injections: Nervous System Disorders:

ttion with adminis|

ra-

Dizziness, headache
General Disorders and Administration Site Conditions:

Fever (>37.5°C), injection site erythema, injection site induration,

X-B. Syncope car| be injection site swelling.
3 such as visual distur- Incidence <1% of Injections: Infections and Infestations: Upper

wements. Procedlres
to restore cerebral

for infants weighing
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ts weighing <2,000 g

-dose standard regil
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respiratory tract illnesses.

Blood and Lymphatic System Disorders: Lymphadenopathy.

Metabolism and Nutrition Disorders: Anorexia.

Psychiatric Disorders: Agitation, insomnia.

Nervous System Disorders: Somnolence, tingling.

Vascular Disorders: Flushing, hypotension.

Gastrointestinal Disorders: Abdominal pain/cramps, consti-
pation, diarrhea, nausea, vomiting.

Skin and Subcutaneous Tissue Disorders: Erythema,
petechiae, pruritus, rash, sweating, urticaria.
- Musculoskeletal and Connective Tissue Disorders:

Arthralgia, back pain, myalgia, pain/stiffness in arm, shoulder, or neck.

General Disorders and Administration Site Conditions:

Chills, influenza-like symptoms, injection site ecchymosis, injection

tion has been observed site pain, injection site pruritus, irritability, malaise, weakness.
about when to admin- 6.2 Postmarketing Experience
GERIX-B, to infants born In addition to reports in clinical trials, worldwide voluntary

on of the infant’s medi

ssible risks of vaccina-

linclude consideration

- reports of adverse events received for ENGERIX-B since market
introduction (1990) are listed below. This list includes serious
adverse events or events which have a suspected causal connec-

1d the high probability of | tion to components of ENGERIX-B.

infants born of mothe

iic reaction occur.|[See

manifestations of an
fffects, vaccinatio
sons with moderate

e at immediate risk of
sAg-positive mothers).

rs The following adverse events have been identified during
postapproval use of ENGERIX-B. Because these events are reported
voluntarily from a population of unknown size, it is not always
possible to reliably estimate their frequency or establish a causal
relationship to the vaccine.

Infections and Infestations: Herpes zoster, meningitis.
Blood and Lymphatic System Disorders: Thrombocytopenia.
Immune System Disorders: Allergic reaction, anaphylactoid

reaction, anaphylaxis. An apparent hypersensitivity syndrome
(serum sickness-like) of delayed onset has been reported days to
weeks after vaccination, including: arthralgia/arthritis (usually tran-
sient), fever, and dermatologic reactions such as urticaria, erythema
multiforme, ecchymoses, and erythema nodosum.
\ Nervous System Disorders: Encephalitis, encephalopa-

i

hy, migraine, multiple sclerosis, neuritis, neuropathy including

ENGERIX-

[Hepatitis B Vaccine (Recombinant)]
Suspension for Intramuscular Injection
hypoesthesia, paresthesia, Guillain-Barre syndrome and
Bell’s palsy, optic neuritis, paralysis. paresis. seizures.
syncope, transverse myelitis.

Eye Disorders: Conjunctivitis, keratitis, visual disturbances.

Ear and Labyrinth Disorders: Earache, tinnitus, vertigo.

Cardiac Disorders: Palpitations, tachycardia.

Vascular Disorders: Vasculitis.

Respiratory. Thoracic and Mediastinal Disorders:
Apnea, bronchospasm including asthma-like symptoms.

Gastrointestinal Disorders: Dyspepsia.

Skin and Subcutaneous Tissue Disorders: Alopecia,
angioedema, eczema, erythema multiforme including
Stevens-Johnson syndrome, erythema nodosum, lichen
planus, purpura.

Musculoskeletal and Connective Tissue Disorders:
Arthritis, muscular weakness.

General Disorders and Administration Site Condi 1 ions:

Injection szte reaction
ti

function tests.

7  DRUG INTERACTIONS
7.1 Concomitant Administration With Vaccines and
Immune Globulin

ENGERIX-B may be administered concomitantly with
immune globulin.

When concomitant administration of other vaccines or
immune globulin is required, they should be given with dif-
ferent syringes and at different injection sites. Do not mix
ENGERIX-B with any other vaccine or product in the same
syringe or vial.

8  USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

Animal reproduction studies have not been conducted
with ENGERIX-B. It is also not known whether ENGERIX-B
can cause fetal harm when administered to a pregnant
woman or can affect reproduction capacity. ENGERIX-B
_should be given to a pregnant woman only if clearly needed.
8.3 Nursing Mothers

It is not known whether ENGERIX-B is excreted in
human milk. Because many drugs are excreted in human
milk, caution should be exercised when ENGERIX-B is
administered to a nursing woman.
8.4 Pediatric Use

Safety and effectiveness of ENGERIX-B have been
established in all pediatric age groups. Maternally trans-
ferred antibodies do not interfere with the active immune
response to the vaccine. [See Adverse Reactions (6) and
Clinical Studies (14.1,14.3, 14.4).]
8.5 Geriatric Use

Clinical studies of ENGERIX-B used for licensure did
not include sufficient numbers of subjects 65 years of age
and older to determine whether they respond differently
from younger subjects. However, in later studies it has
been shown that a diminished antibody response and
seroprotective levels can be expected in persons older than
60 years of age.5

11 DESCRIPTION

ENGERIX-B [Hepatitis B Vaccine (Recombinant)] is a
sterile suspension of noninfectious hepatitis B virus surface
antigen (HBsAg) for intramuscular administration. It contains
purified surface antigen of the virus obtained by culturing
genetically engineered Saccharomyces cerevisiae cells,
which carry the surface antigen gene of the hepatitis B
virus. The HBsAg expressed in the cells is purified by
several physicochemical steps and formulated as a suspen-
sion of the antigen adsorbed on aluminum hydroxide. The
procedures used to manufacture ENGERIX-B resultina
product that contains no more than 5% yeast protein.

Each 0.5-mL pediatric/adolescent dose contains
10 mcg of HBsAg adsorbed on 0.25 mg aluminum as
aluminum hydroxide.

Each 1-mL adult dose contains 20 mcg of HBsAg
adsorbed on 0.5 mg aluminum as aluminum hydroxide.

ENGERIX-B contains the following excipients: Sedium
chloride (9 mg/mL) and phosphate buffers (disodium
phosphate dihydrate, 0.98 mg/mL; sodium dihydrogen
phosphate dihydrate, 0.71 mg/mL).
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ity to Eggs
Live measles vaccine and live mumps vaccine are produced in chick embryo

TEAR HERE (Healthcare Professi

® cell culture. Persons with a history of Y d, or other Sp
M-M-R ll reactions (e.g, hives, swelling of the mouth and throat, difficulty breathing, hypotension,
or shock) subsequent to egg ingestion may be at an enhanced risk of immediate-type )
(MEASLES MUMPS a“d h ivi ons after vaccines ining traces of chick embryo
] ] antigen. The potential risk to benefit ratio should be carefully evaluated before considering
vaccination in such cases. Such individuals may be vaccinated with extreme caution, Ur
RUBELLA VIRUS vAchNE LIVE) having adequate treatment on hand should a reaction occur (see PRECAUTIONS).#
However, the AAP has stated, “Most children with a history of anaphylactic ot
reactions to eggs have no untoward reactions to measles or MMR vaccine. Persons are
DESCRIPTION not at increased risk if they have egg allergies that are not anaphylactic, and they should ¢,
. . o be vaccinated in the usual manner. In addition, skin testing of egg-allergic children with rel
M-M-R® 11 (Measles, Mumps, and Rubella Virus Vaccine Live) is a live virus  yaccine has not been predictive of which children will have an immediate hypersensitivity o
vaccine for vaccination against measles (rubeola), mumps, and rubella (German measles).  reaction...Persons with allergies to chickens or chicken feathers are not at increased risk g,
M-M-R 11 is a sterile lyophilized preparation of (1) ATTENUVAX® (Measles Virus of reaction to the vaccine,"# wi
Vaccine Live), a more attenuated line of measles virus, dnriver:zf,rgﬁm Endse‘;sA'xG - Hyp itivity to Neomyei
Edmonston strain and propagated in chick embryo cell culture; UMP: umps -l : "
Virus Vaccine Live), the Jeryl Lynn™ (B level) strain of mumps virus propagated in chick mpicall;r:)er ARP ststes, “Parsans yhio have <hould not-idcenve. maasles vaccin‘: :g
embryo cell culture; and (3) MERUVAX® 11 (Rubella Virus Vaccine Live), the Wistar RA 2713 Most often, however, alle i as a contact itis, which is a He
strain of live attenuated rubeila virus propagated in WI-38 human diploid lung fibroblasts.'2 da!ayed-lyﬁs (cell-mo.dialedl immune response rather than anaphylaxis. In such persons, Sy
The growth medium for measies and mumps is Medium 199 (a buffered salt  ap adverse reaction to neomycin in the vaccine would bo an erythematous, pruritic nodule s
Soluuon Containing vitamins and amino acids and supplemented witfifetal'bovine serum)  or papule, 48 to 96 hours after vaccination. A history of contact dermatitis to neomycinis  1-¢
containing SPGA (sucrose, gl and human albumin) 8 not a contraindication to receiving measles vaccine. "%
stabilizer and neomycin. Thrombocytopenia DI
The growth medium for rubella is Minimum Essential Medium (MEM) [a buffered Individuals with current thrombocytopenia may develop more severa
salt solution containing vitamins and amino acids and supplemented with fetal bovine o . In addition, individuals who experienced FC
serum] containing recombinant human albumin and neomycin. Sorbitol and hydrolyzed  yombocytopenia with the first dose of M-M-R 1i {or its component vaccines) may ¢
gelatin stabilizer are added to the individual virus hervests. develop thrombocytopenia with repeat doses. Serologic status may be evaluated to
The cells, virus pools, and fetal bovine serum are all screened for the absence of datermine whether or not additional doses of vaccine are needed. The potential risk to ou

adventitious agents. benefit ratio should be carefully d before in such cases
The reconstituted vaccine is for subcutaneous administration. Each MSEREACTIONS).
0.5 m)L (:osu contains not ;sss:o HI!E"D l,um') TCIDgy (tissue cuilurle mle.lt_:éiol;s Se
doses) of measles virus; 12, IDsy of mumps virus; and 1,000 TCIDs
of rubella virus. Each dose of the vaccine is calculated to contain sorbitol PRECAUTIONS
(145 mg), sodium phosphate, sucrose (19 mg), sodium chioride, hydrolyzed gelatin Genersl
(14.5 mg), recombinant human albumin (s0.3 mg), fetal bovine serum (<1 ppm), other buffer A including injection (1:1000), should

and media ing and app 25 meg of The product contains no be available for i use should an id reaction occur.
preservative. Special care should be taken to ensure that the injection does not enter a blood P
Before reconstitution, the Iynphil_ized vaqcine is a light yellow compact crystalline vessel
plug. M-M-R 11, when reconstituted as directed, is clear yellow. Children and young adults who are known to be infected with human J
immunodeficiency viruses and are not il may be inated. However, §
CLINICAL PHARMACOLOGY vaccinees who are infected with HIV should be monitored closely for ine-p: b
Measles, mumps, and rubella are three common childhood diseases, caused by g‘é:ﬁ?ﬁﬁ%ﬁéﬁ?dﬁgﬂfuoﬂ may be less effoctive than for uninfected persons (ses ol
measles virus, mumps virus (paramyxoviruses), and rubella virus (togavirus), respectively, sty ¢
that may be with saioiis ications and/or death. For example, pneumonia Vaccination .sh_nuld be deferred for 3 months or Ionaer following blood or plasma e
and encephalitis are caused by measles. Mumps is i with aseptic ingiti or of immune globulin (human). "
deafness and orchitis; and rubella during pregnancy may cause congenital rubella Excretion of small amounts of the live attenvated rubella virus from e
syndrome in the infants of infected mothers. the nose or throat has occurred in the majority of susceptible individuals o
The impact of measles, mumps, and rubsla vaccination on the natural history | 7 t0 28 days after vaccination. There is no confirmed evidence to indicate that such
of each disease in the United States can be i y comparing i virus is transmitted to susceptible persons who are in contact with the vaccinated R
number of measles, mumps, and rubella cases reported in a given year prior to vaccine C! ontly, tr through close personal contact, while accepted
use to the number of cases of each disease reported in 1995, For measles, 894,134 | as @ theoretical possibility, is not regarded as a significant risk.3 However, transmission
cases reported in 1941 compared to 288 cases reported in 1995 resulted in a 99.97% of the rubella vaccine virus to infants via breast milk has been documented (see Nursing ’
decrease in reported cases; for mumps, 152,209 cases reported in 1988 compared to Mothers). dit
840 cases reported in 1995 resuited in a 99.45% decrease in reported cases; and for There are no reports of transmission of live attenuated measles or mumps viruses w
rubella, 57,686 cases reported in 1969 compared to 200 cases reported in 1935 resulted from vaccinees to susceptible contacts. U
in 8 99.65% decrease.? - It-has heen reported that five attenuated measles, mumps and rubella virus
Clinical studies of 284 triple seronegative children, 11 months to 7 years of age, vaccines given individually may result in a temporary depression of tuberculin skin vit
demonstrated that M-M-R 11 is highly immunogenic and generally well tolerated. In these sensitivity. Therefore, if a tuberculin test is to be done, it should be administered either
studies, a single injection of the vaccine induced measles hemagglutination-inhibition before or simultaneously with M-M-R IL. v
(H1) antibodies in 25%, mumps neutralizing antibodies in 36%, and rubella HI antibodies in Children under for is have not bation of Cc
99% of susceptible persons. However, a small percentage (1-5%) of vaccinees may fail to | the disease when immunized with live measles virus vaccine; no studies have been | sy
seroconvert after the primary dose (see also INDICATIONS AND USAGE, Recommended | reported to date of the effect of measles virus vaccines on untreated tuberculous children, | de
Vaccination Schedule). However, indivi with active d is should not be vaccinated. M
A study! of 6-month-old and 15-month-old infants born to vaccine-immunized As for any vaccine, vaccination with M-M-R I may not result in protection in
golhe{: tll:mr;nslmzad :hat,dingwit»%‘ vacn;a}_:qn mlszdTva%VI_\X, 7:2?1 Ml 0‘(;1“: 100% of vaccinees. pc
month-old infants develope ectable neutralizing antibo titers while i i i e
of the 15-month-old infants developed NT. This rate of seroconversion is higher than vaccinam':\ :?:"I}:cy?'r&:r&vx?;:: ould defeninina the:cutrent heaith stats. and previous of
that previously reported for 6-month-old infants born to naturally immune mothers tested T I 4 h d s 2 d
by HI assay. When the 6-month-old infants of immunized mothers were revaccinated ~ The health-care provider should question the patient, parent, or guardian about =
at 15 months, they developed antibody titers equivalent to the 15-month-old vaccinees. reactions to a previous dose of M-M-R 11 or other measies-, mumps-, or rubella-containing )
The lower seroconversion rate in 6-month-olds has two possible explanations: 1) Due | Vaccines. . -
to the limit of the detection level of the assays (NT and enzyme immunoassay [EIA)), the Information for Patients be
presence of trace amounts of undetectable maternal antibody might interfere with the The health-care provider should provide the vaccine information required to be T
seraconversion of infants; or 2) The immune system of 6-month-olds is not always capable given with each vaccination to the patient, parent, or guardian.
of mounting a response to measles vaccine as measured by the two antibody assays. The health-care provider should inform the patient, parent, or guardian of the H
There is some evidence to suggest that infants who are born to mothers who had benefits and risks iated with ination. For risks iated with ination see
wild-type measles and who are vaccinated at Iais than one year of age may not develop WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS.
sustained antibody levels when later re The of early prot must Patients, parents, or quardians should be instructed to report any serious adverse | ¥
be weighed against the chance for failure to respond on s to their health-care provider who in turn should report such events to the U.S. (p
Efficacy of measles, mumps, and rubella vaccines was established in a series Department of Health and Human Services through the Vaccine Adverse Event Reporting N
of double-blind controlied field trials which demonstrated a high degree of protective System (VAERS), 1-800-822-7967.47 S
efficacy afforded by the individual vaccine components.’12 These studies also established Pregnancy should be avoided for 3 months following vaccination, and patien
that seroconversion in response to vaccination against measles, mumps, and rubella | should be informed of the reasons for this precaution (see INDICATIONS AND USAGE]  to
paralleled protection from these diseases.'15 Non-Pregnant Adolescent and Adult Females, CONTRAINDICATIONS, and PRECAUTIONS|
Fallowing inati ibodi: iated with  protection Pregnancy). th
can be measured b‘v neutralization essays, ITEI',~ or ELISA (enzyme linked Laboratory Tests
immunosorbent assay) tests. N lizing and ISA il to measles, i
mumps, and rubella viruses are still detectable in most individuals 11 to | oo, SS“ IND'.%T'OTNS.AND U:ég&gzrxﬁ’&'gﬁg%‘v“m""dAd“"F""'"’s' fof ge'
13 years after primary vaccination.61% See INDICATIONS AND USAGE, Non-Pregnant | Rubella Suscoptibilty Testing. an ;
Adolescent and Adult Females, for Rubella Susceptibility Testing. Drug Interactions . s
The RA 27/3 rubella strain in M-M-R 11 elicits higher immediate post-vaccination See DOSAGE AND ADMINISTRATION, Use With Other Vaccines. ar
HI, Ll "‘ i ‘b an ] zi uamibadv levels than other strains of rubella Immunosuppressive Therapy
vaccine' and has been Shown to induce a broader profile of circulating antibodies The immune status of patients about to undergo immunosuppressive thera
including anti-theta and anti-iota precipitating antibodies. 22’ The 27/3 rubella should be evaluated so that meppnvsician can consider evhsmer vacci'v)&tion prior to «'3‘.! "
stvau; mmnnolozglzc’aTﬂgs s_nmnla(esd {mulrnl |=i:clm; mu:;_iclgftely ,:;:n mha:1 rul;eltl'; initiation of treatment is indicated (see CONTRAINDICATIONS and PRECAUTIONS). R
vaccine viruses.?’- increased levels and broader profile of antibodies produce ot ; o i icsi
RA 27/3 strain rubella virus vaccine appear to correlate with greater resistance to _ The ACIP has stated that “patients with leukemia in remission who have not
subclinical reinfection with the wild virus, 72231 and provide greater confidence for lastiny received chematherapy for ot least 3 months may receive live virus vaccines. Shor_t- ¥
immunity. g g 9 term (<2 weeks), low- to moderate-dose systemic corticosteroid therapy, topical steroid
* therapv'(eﬁg, nasal, skin), long-term altadmale-day treatment with Img to modsma'
doses of short-acting systemic steroid, and intra-articular, bursal, or tendon injection o
INDICATIONS AND USAGE i ids are not i ive in their usual doses and do not contraindicate &
A Vaccinatic the administration of [measles, mumps, or rubella vaccine]."333¢3
. M-M-R Il is indicated for si against measles, mumps, and | /mmune Globuin 3.

Administration of immune alobulins concurrently with M-M-R II may interfere with
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ocal health ities may measles of infants between
6 to 12 months of age in outbreak situations. This population may fail to respond to the
compongnts of the vaccine. Safety and effectiveness of mumps and rubella vaccine in
infants Ipss than 12 months of age have not been established. The younger the infant, the
lower the likelihood of seroconversion (see CLINICAL PHARMACOLOGY). Such infants
should deceive a sacond dose of M-M-R Il between 12 to 15 months of age followed by
ravaccifation at elementary school entry®

Unnecessary doses of a vaccine are best avoided by ensuring that written
documeptation of vaccination is preserved and a copy given to each vaccinee's parent
or guardian.

Other Vyccination Considerations

Non-Prdgnant Adolescent and Adult Females

ization of preg! and adult females of
childbedring age with live attenuated rubella virus vaccine Is indicated If certain
precautjons are observed (see below and PRECAUTIONS). Vaccinating susceptible

to & pregnant woman or can affect reproduction capacity. Therefore, the vaccine should
not be administered to pregnant females; furthermore, pregnancy should be avoided for
3months following vaccination (see INDICATIONS AND USAGE, Non-Pregnant Adolescent
and Adult Females and CONTRAINDICATIONS).

In counseling women who are inadvertently vaccinated when pregnant or who
become pregnant within 3 months of vaccination, the physician should be aware of the
following: (1) In a 10-year survey involving over 700 pregnant women who received rubella
vaccine within 3 months before or after conception (of whom 189 received the Wistar
RA 2773 strain), none of the newborns had abnormalities compatible with congenital
rubella syndrome;* (2) Mumps infection during the first trimester of pregnancy may
increase the rate of spontaneous abortion. Although mumps vaccine virus has been
shown to infect the placenta and fetus, there is no evidence that it causes congenital
malformations in humans;? and (3) Reports have indicated that contracting wild-type
measles during preg y enh fetal risk. rates of abortion,
stillhirth, defects and p: y heve heen ob: d 10 infection
with wild-type measles during pregnancy.5s8 There are no adequate studies of the
(vaccine) strain of measles virus in pregnancy. However, it would be prudent

postpubgrtal females confers individual ion against sub: quiring rubella
infection) during pregnancy, which in turn prevents infection of the fetus and consequent
congenital rubella injury 3

fVomen of childbearing age should be advised not to become pregnant for
3 month§ after vaccination and should be informed of the reasons for this precaution.

e ACIP has stated "If it is practical and if reliabie laboratory services are
ava ablg. women of childbearing age who are potential candidates for vaccination can
nave sefologic tests to determine susceptibility to rubella. However, with the exception
of premprital and prenatal screening, routinely performing serologic tests for all women

of g age o plibility {so that vaccine is given only to proven
women) can be effective but is expensive. Also, 2 visits to the health-care
provider would be y — one for and one for i A

rubella yaccination of a woman who is not known to be pregnant and has no history of
ination is justi without ic testing — and may be preferable, particularly
when cpsts of serology are high and follow-up of identified susceptible women for
vaccination is not assured,"®

Postpubertal females should be informed of the frequent accurrence of generally
self-limited arthralgia and/or arthritis beginning 2 to 4 weeks after vaccination |
ADVERSE REACTIONS).

Postpartum Women

has been found in many to bell
women i the immediate postpartum period (see PRECAUTIONS, Nursing Mothers).
Other Papuiations
Rreviously unvaccinated children older than 12 months who are in contact with
susceptile pregnant women should receive live attenuated rubela vaccine (such as that
containgd in monovalent rubella vaccine or in M-M-R 1) to reduce the risk of exposure of
the preghant woman.
Indivi planning travei outsice the United States, if not immune, can acquire
measles; mumps, or rubella and import these diseases into the United States. Therefore,
prior to {nternational travel, individugls known to be susceptible to one or more of these
disease can either receive the indicated monovalent vaccine (measles, mumps, or
rubella),| or a combination vaccine as appropriate. However, M-M-R I is preferred for
persons Jikely to be susceptible to mumps and rubella; and if monovalent measles vaccine
1s not rdadily available, travelers should receive M-M-R Il regardiess of their immune
SLALUS (WU MUMPs OF ruDelig

i is for divi
as college students, health-care workers, and military personnel 83437
ing to ACIP i most persons born in 1956 or earlier are
ikely to have been infected with measles naturally and generally need not be considered
iple. All children, and adults born after 1956 are considered
and should be d, if there are no contraindications. This includes
persons who may be ilnmuna to measles but who lack adequate d

to assume that the vaccine strain of virus is also capable of inducing adverse fetal effects.
Nursing Mothers

Itis not known whether measles or mumps vaccine virus is secreted in human
milk. Recent studies have shown that lactating postpartum women immunized with live
attenuated rubella vaccine may secrete the virus in breast milk and transmit it to breast-
fed infants.¢ In the infants with serological evidence of rubella infection, none exhibited
severe disease; however, one exhibited mild clinical illness typical of acquired rubella 95!
Caution should be exercised when M-M-R Il is administered to a nursing woman.
Pediatric Use

Safety and effectiveness of measles vaccine in infants below the
age of 6 months have not been established (see also CLINICAL PHARMACOLOGY). Safety
and effectiveness of mumps and rubella vaccine in infants less than 12 months of age
have not been established.
Geriatric Use

Clinical studies of M-M-R I did not include sufficient numbers of seronegative
subjects aged 65 and over to determine whether they respond differently from younger
subjects. Other reported clinical experience has not identified differences in responses

DVERSE REACTIONS
The following adverse reactions are listed in decreasing order of severity, without

regard to causality, within each body system category and have been reported during
clinical trials, with use of the marketed vaccine, or with use of monovalent or bivalent
vaccine containing measles, mumps, or rubella:
Body as a Whole

Panniculitis; atypical measles: fever; syncope; headache; dizziness; malaise;
irritability.
Cardiovascular System

Vasculitis.
Digestive System

Pancreatitis; diarrhea; vomiting: parotitis; nausea.
Endocrine System
Diabetes mellitus,

immunity such as: (1) measles, (2) i

immunity, or (3) adequate immunization with live measles vaccine on or after the first
birthday.$*
The ACIP recommends that “Persons vaccinated with inactivated vaccine
followed|within 3 months by live vaccine should be revaccinated with two doses of live
vaccine, |Ri ination is i y imp: t when the risk of exposure to wild-type
measles Virus is increased, as may occur during international travel,"3

Post-Exppsure Vaccination

Veccination of individuals exposed to wild-type measles may provide some
protection if the vaccine can be administered within 72 hours of exposure. If, however,
vaccine i given a few days before exposure, substantial protection may be afforded. %3
There is ho ive evidence that ination of recently exposed to wild-
type mumps or wild-type rubella will provide protection 23

Use With Other Vaccines

Spe DOSAGE AND ADMINISTRATION, Use With Other Vaccines.
CONTRAINDICATIONS

Hypersensitivity to any component of the vaccine, including gelatin s

not give M-M-R 11 to pregnant females; the possible effects of the vaccine
on fetal are unknown at this time. If vaccination of postpubertal females
is undertpken, pregnancy should be avoided for three months following vaccination
fsee INDICATIONS AND USAGE, Non-Pregnant Adolescent and Adult Females and
PRECAUTIONS, Pregnancy.

(=]

(each dose of

or i ions to
vaccine contains approximately 25 meg of neomycin).
brile respiratory illness or other active febrile infection, However, the ACIP has
recommended that all vaccines can be administered to persons with minor illnesses such
as diarrhea, mild upper respiratory infection with or without low-
grade fever, or other low-grade febrile illness.4!

Patients receiving immunosuppressive therapy. This
contraindication does not apply to patients who are receiving
corticosteroids as replacement therapy, .., for Addison’s disease.

vi with blood ias, leukemia, of
any type, or other malignant neoplasms affecting the bone marrow
or lymphatic systems.

Primary and acquired immunodeficiency states, including
patients who are i pp in iation  witl
AIDS or other clinical manifestations of infection with human
immunodeficiency viruses;#43 cellular immune deficiencies; and

inemic and d lobulinemic  states.
Measles inclusion body encephalitis® (MIBE), pneumonitiss’
and death as a direct consequence of disseminated measles

l

in high-risk groups such | Hemic and Lymphatic System

y Ise Th purpura; regional

lymphadenopathy; leukocytosis

Immune System
and have been reported as well as related
such as ang ic edema ing peripheral or facial edema) and
4 W I“ spasm in indi with or without an allergic histary.
LY Lycenve W B nes Musculoskeletal System

Arthritis; arthralgia; myalgia.

Arthralgia and/or arthritis (usually transient and rarely chronic), and polyneuritis are
features of infection w;lh wild-type rubella and vary in frequency and severity with age and
sex, beingg inadultf i . Thistype of i
as well as myalgia and paresthesia, have also been reported following administration of
MERUVAX IL.

Chronic arthritis has been associated with wild-type rubella infection and has been
related to persistent virus and/or viral antigen isolated from body tissues. Only rarely have
vaccine recipients developed chronic joint symptoms.

Following in children, in joints are and generally
of brief duration. In women, incidence rates for arthritis and arthralgia are generally higher
than those seen in children (children: 0-3%; women: 12-26%),'752% and the reactions tend
to be more marked and of longer duration. Symptoms may persist for a matter of months
oron rare for years. In adols girls, the ions appear to be i i
in incidence between those seen in children and in adult women. Even in women older
than 35 years, these reactions are generally well tolerated and rarely interfere with
normal activities.

Nervous System T

Encephalitis; encaphalopathy; measles inclusion body encephalitis (MIBE) (see
CONTRAINDICATIONS); subacute i it ; Guillain-Barré
§ (GBS); acute dissemi itis (ADEM); febrile convulsions; afebrile
convulsions or seizures; ataxia; pathy; ocular palsies; p ia.

Experience from more than 80 million doses of all live measles vaccines given in
the U.S. through 1975 indicates that significant central nervous system reactions such
as itis an ing within 30 days after vaccination, have
been temporally associated with measles vaccine very rarely.5 In no case has it been

hown that reactions were actually caused by vaccine. The Centers for Disease Control
jand Prevention has pointed out that “a certain number of cases of encephalitis may be
expected to occur in a large childhood population in a defined period of time even when
no vaccines are administered”, However, the data suggest the possibility that some
of these cases may have been caused by measles vaccines. The risk of such serious
neurological disorders following live measles virus vaccine administration remains far
less than that for encephalitis and encephalopathy with wild-type measles (one per two
thousand reported cases).

Post-marketing surveillance of the more than 200 million doses of M-M-R and
M-M-R II that have been distributed worldwide over 25 years (1971 ta 1996) indicates
that serious adverse events such as encephalitis and encephalopathy continue to be
rarely reported.”?

There have been reports of sub: i (SSPE) in
children who did not have a history of infection with wild-type measles but did receive
measles vaccine. Some of these cases may have resulted from unrecognized measles
in the first year of life or possibly from the measles vaccination. Based on estimated

vaccine virus infection have been reported in i
with

measles vaccine distribution, the association of SSPE cases to measles

individuals inadvertently i

vaccine.

) Individuals with a family history of congenital or hereditary
immunodeficiency, until the immune competence of the potential
vaccine recipient is demonstrated,

WARNINGS

Due caution should be employed in administration of
M-M-R I to persons with a history of cerebral injury, individual
or family histories of convulsions, or any other condition in which
stress due to fever should be avoided, The physician should be alert
to the temperature elevation which may occur following vaccination
(see ADVERSE REACTIONS).

7002207002

is about one case per million vaccine doses distributed. This is far less than
the association with infection with wild-type measles, 6-22 cases of SSPE per million cases
of measles. The results of a pecti e study by the Centers
for Disease Control and Prevention suggest that the overall effect of measles vaccine has
been to protect against SSPE by preventing measles with its inherent higher risk of SSPE 5%
Cases of aseptic meningitis have been reported to VAERS following measles,
mumps, and rubella vaccination. Although a causal relationship between the Urabe strain
of mumps vaccine and aseptic meningitis has been shown, there is no evidence to link
Jeryl Lynn™ mumps vaccine to aseptic meningitis.
Respiratory System
Pneumonia; pneumonitis (see CONTRAINDICATIONS); sore throat; cough; rhinitis.

Skin
Stevens-Johnson syndrome; erythema multiforme; urticaria; rash; measles-lik
rash; pruritis.

4

¥9.2



LUVGIIIYD Ul LIS Ul diN GHu SPiiarl LUl u.

ould
lood

man
aver,
able
(see

sma
from
uals
such
ated
pted
sion
“sing
Ises

firus
skin
ther
nof
een
ren.

ous

a0ut
ning

the
see

arse
ting
ants

INS,

ey

§ H 2 o

Ew © 2 @ £
c o A
8,.2098 50t E oo © =
SEscSE82 3 af ZES EuE
2@ EoEam = =& HEQ 59 s
oo o2 8595 Ew 2ES o o
=E jcola 2E m'u—s%:
JE=ISE2E R 2 8+ 3 e
BETELRT .. EB B3 O ==l &
mmg~aﬂ>om = 25 @EO EUL O
Cobpo32.2 = BN 905 =y O
2829555 o © L5 aEES g B
eeHheEcCEE s 280 a8 8RB
Eeco88ES m 3 SESEEEE: O
ESs=sE8<C > o0 E=E 5 8.8
§S85¢£0%e 5 52w E2= £ ¢

= = e .
cfepse®s 3 >55E-8d%5 82y
8528285y S S5 28E o5 cE
SEoFAES. t 28se828 8= 325
== s = YW E XV o LEE
ogﬁﬁwcsw B = 2823 Ted B &
_s:.E-:z”mt' L 2,2 255 & 5:3
Emg‘"é_gh S soft E® & o=
o 1 o = © ©
24,8305 v =E e | s =5
24E20RT . = =% 9Es5 g @ %y
28558-32: 3 % cesscB23el
Leoe PSS g sE2 coo 8 < ®c
s

SEECSRgo® o=
BE=yTScopP 2 e ° * o o
SESeErece>s =
=E§._wcmm; E o
EcnrS>530E2 (=1

ional Information)

including at injection site; wheal and fiare;
redness (ervthema) swelling; induration; tenderness; vesiculation at injection site.
Special Senses — Ear

Nerve deafness; otitis media.
Special Senses — Eye

Retinitis; optic neuritis; papillitis; retrobulbar neuritis; conjunctivitis
Urogenital System

Epididymitis; orchitis.
Other

Death from various, and in some cases unknown, causes has been reported rarely
‘ollnwmg vaccmmon with measles, mumps, and rubella vaccines, however, a causal

has not been d in healthy indi (see CONTRA!NDICATIONS)

No deaths or permanent sequeiae were reported in a published post-marketing
surveillance study in Finland invoiving 1.5 million children and aduits who were vaccinated
with M-M-R Il during 1982 to 1993 5

Under the National Childhood Vaccine Injury Act of 1986, health-care providers
and manufacturers are required to record and report certain suspected adverse events
occurring within specific time periods after vaccination. However, the U.S. Department of
Health and Human Services (DHHS) has established a Vaccine Adverse Event Reporting
System (VAERS) which will accept all | reports of suspected events.#? A VAERS report form
canbe obtained by calling VAERS

as well-as i porting

1-800-822-7967.

D! E AND ADMINISTRATION
FOR SUBCUTANEQUS ADMINISTRATION
Do not inject intravascularly.

The dose for any age is 0.5 mL ini: pi
outer aspect of the upper arm.

The recommended age for primary vaccination is 12 to 15 months,

Revaccination with M-M-R Il is ra:ommandad prior 10 e|emen\uvy school entry.
See also INDICATIONS AND USAGE, A

Children first vaccinated when younger than 12 months of age should receive
another dose between 12 to 15 months of age followed by revaccination prior to
elementary school entry5® See also INDICATIONS AND USAGE, Measles Outbreak
Schedule.

Immune Globulin (IG) is not to be given concurrently with M-M-R 1l (see
PRECAUTIONS, General and PRECAUTIONS, Drug Inmracuans)

CAUTION: A sterile syringe free of p and d
should be used for each injection and/or raconstitution of the vaccine because these
substances may inactivate the live virus vaccine. A 25 gauge, 5/8" needle is recommended.

To reconstitute, use only the diluent supplied, since it is free of preservatives or
other anuviral substances which might inactivate the vaccine.

Single Dose Vial— First withdraw the entire volume of diluent into the syringe to
be used for reconstitution. Inject all the diluent in the syringe into the vial of lyophilized
vaccine, and agitate to mix thoroughly. if the lyophilized vaccine cannot be dissolved,
discard. Withdraw the entire contents into a syringe and inject the total volume of restored
vaccine subcutaneously,

It is important to use a separate sterile syringe and needle for each individual
patient to prevent transmission of hepatitis B and other infectious agents from one person
to another.

Parsntsrnl drug products should be inspected visually for particulate matter and
solution and iner permit. M-M-R 11,

y into the

when veconsnmad |s clear yellow.
Use With Other Vaccines

M-M-R-1} should be given one month before or after administration of other live
viral vaccines.

M-M-R I has been administered concurrently with VARIVAX®
[Varicella Virus Vaccine Live (Oka/Merck)], and PedvaxHIB® [Haemophilus b
Conjugate Vaccine (Meningococcal Protein Conjugate)] using separate injection sites and
syringes. No impai of immune response to tested vaccine antigens was
demonstrated. The type, frequency, and severity of adverse experiences observed with
M-M-R Il were similar to those seen when each vaccine was given alone.

Routine of DTP tetanus, and/or OPV (oral
poliovirus vaccine) concurrently with measles, mumps and rubella vaccines is not
recommended because there are limited data relating to the simultaneous administration
of these antigens.

However, Mhar scheﬂules have been used. The ACIP has stated “Aithough data
are limited of the entire recommended
vaccine series (i.e., DTaP [nr DTwP] IPV [or OPV], Hib with or without Hspalms B vaccine,
and varicella vuccma) data from studies have i
between routinely recommended childhood vaccines (either live, nnenualed or killed).
These findings support the simuitaneous use of all vaccines as recommended,”32

HOW SUPPLIED
No. 4681 — M-M-R Il is supplied as follows: (1) a box of 10 single-dose vials of
Iyophilized vaccine (package A), NDC 0006-4681-00; and (2) a box of 10 vials of diluent
(package B). To conserve refrigerator space, the diluent may be stored separately at
room temperature.
Storage
To maintain potency, M-M-R II must be stored between -58°F and +46°F (-50°C
10 +8°C). Use of dry ice may subject M-M-R II to temperatures colder than -58°F (-50°C).
Protect the vaccine from light at all times, since such exposure may inactivate
the viruses,
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