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Injection

M-M-R® Il
(MEASLES, MUMPS, and RUBELLA
VIRUS VACCINE LIVE, MSD)

MH-R® | {Maaskes, Mumgs, and Rubella Virs Vaccine Live, MSDY) is & live virus vaccine for vaceination
apainst measies (rubeoka), mumps, and nabella (German measies),

M-M-R Il is a sterile yophilized praparation of {1) ATTENUVAX® (Measles Virus Vaccine Live, MSD), a
mors attenuated line of measlas virus, derivad from Enders' attenuated Edmonston strain and prapagated
in chick embryo call cutture; (2) MUMPSVAX® (Mumps Virus Vaccine Live, MSD), the Jaryl Lynn™
(B lavel) sirain of mumps virus propagated in chick embryo cell culture; and (3) MERUVAX® Il {Ruballa
Virus Vacclne Live, MSD), the Wistar RA 27/3 straln of Ive attenuaked rubella virus propagated InWi-38
human diploid Iung fibroblasts.

The recorstituted vacsine is for suboutansous administraiion. When reconstituled as directed, he doss
for injection is 9.5 mL and contains not less than 1,000 CCIDx (50% cell culiure infeciious dose) of
measles virus; 12,500 CCID= of mumps virus; and 1,603 CCIDsa of rubedla virus. Each dose of the vaccine
s calculated to contain sorbltel (14.5 mg}, sodlum phosphate, sucrose (1.9 myg), sedium chioride,
hydrolyzed pelatin {14.5 mg), recombinant human albumin (0.3 mg), fetal boving serum { <1 ppm),
other buffer and media ingredients and appraximatsly 25 meg of neomycin. The product contains no
presenvative,

INDICATIONS
MHR Il ie indicated for simuftaneous vaccination apainet meastss, mumps, and rublia in individuals 12
manths of Bge or okler (see also DOSAGE AND ADMINISTRATION),
There Is some evidence to suggest that Infants wha are bom to mothers who had wiid-type measles and
who are vaccinated at less than one year of age may not develop sustained antibody when later
rewaccingted. The advaniage of early protaction must be waighed against the chanca for failure to respond
adequately on reimmunization.
Infants who are less than 15 menths of age may fail to nespond to the measles componant of the vaceine
dus to presenc In the clrulation of residual measles a1 of matemal origin; the younger the Infan,
the lower the likelihood of saroconversion. In geographically isolated or other relafively inacosssible
poputations for whom immunization programs are logistically difficult, and in population groups in which
wikiype measles Infection may cccur In a significant proportion of infants before 15 months of age, i may
ba dasirabla 1o give the vaccine to infants at an earier age. Infanis vaccinated under these conditions at
less than 12 months of age should be revaccinated after reaching 15 months of age.

DOSAGE AND ADMINISTRATION
FOR SUBCUTANEQUS ADMINISTRATION Do nat inject

infravascudarly.
Dio not give immune globulin (I concurmently with M M R 11, (See DRUG INTERAGTIONS.)
The doss for any age is 0.5 mL administered subcutaneously, preferably into the outer aspect of the

Upper arm.
CAUTION: Asterile syrings free of praservatives, antiseptics, and detergents should be used for sach
injection andfor reconstitution of the vaccing because these substances may inactivate the live virus
vaccine. A 25 gauge, 5/8" needle Is recommentded.

To raconatitists, usa only the diuent supplied, sincs it is fre of preservatives or cther antiviral substances
which might Inactivate the vaccine.

Parenteral drug products should be inspacted visually for particulate matter and discoloration pricr to
administration whenever solution and container pemit. Before reconstitution, the Iyophiltzed vaccine le a
light yellow compact cryatalline plug. M-M-R 1, when reconstituted, is daﬂryshﬂ.

RECOMMENDED VACCINATION SCHEDULE

Individuals first vaccinated &t 12 months of age or older should be nevaccinabed at 4 fo 6 years of age or 11
1012 years of age. Revaccination Is interded to semconvert those who da not respond to the first dose.
anfa Local vaccination scheduies may be substitded for the above recommendations as dictated by

local aufhoriies.]
MEASLES QUTBREAK SCHEDULE
Infants Between 6 to 12 Months of Age
Local health autharities may recommend measles vaccination of infants befwaen 6 to 12 months of age
in outhreak situations. This population may fail to regpond to the components of the vaceine, Safety and
oftectivaness of mumps and ruballa vaceine in infants less then 12 months of age have not been
astablished. The younger the infant, the lower the likelihood of seroconversion. Such infants should
recsive a second dose of M M R 1l at 15 months of age followad by revaccinabion at 4 to & ysars of age
or 1110 12 years of age.
QTHER VACCINATION CONSIDERATIONS
Nen-Pregnant Adclescent and Adult Females
Immunizalion of suscaptible non-pregnant adalescent and adult females of childbearl cium live
attanuated rubella vir vaceine i8 indiceted if certain precautions are obasrved (see PR TIONS).
Vacoinating suscspiible postpuberial famales confiers Individual protecion agalnst subsaquently acquiring
ruﬂlmlriaumJ during pregnancy, which in fum prevents infaciion of the fatus and consequent congenital
rubelia Inju
Women nftl;yhldnanng age should ba advisad not to bacome pregnant for three months aﬂervmnnhnn
&nd shoukd be Informed of the reasons for this precalon (se< PRECAUTIONS, P
Ifitis practical and if reliable laboratory services are available, woman of chil age who are
potentlal candldates for vaccination can have serologlc tests h determine susceptibllity to rubedla.
Hemevar, with the excaption of premarital and prenatal screening, routinely performing serologic tests for
all women of childbearing age to determine susceptibility (3o that vaceine is given only to proven
suscaplible women) can be effective but is expensive. Also, 2 visits to the heafih-care provider would ba
neceasary - one for screening and one for vaccination. Accordingly, rubella vaccinalion of & woman who
s not known to be pregnant and has no history of vaccination is justifiable without serologic testing -
and may be preferable, particularty when coats of serology are high aind folow-up of identified suscepible
wormen for vaceination is not assuned,
Postpubartal females should be informed of the frequent occumence of genamlly self-limited arthralgia
andlor arthritis baginning 2 o 4 weeks after vaccination {ses SIDE EFFECTS).

rium

Peatpartum Women
Ithas been burr::d mlr,nentm margNréshnm to vaccinate rubella-suscaptible women in the immediale
postpartum pericd (3es PRECAUTI ursing Mothers).

OTHER POPULATIONS

Previously unvaccinated children okder than 12 months who are in contact with suscaptible pragnant
women should recalve Iive attsnuated rubella vacsine {such as that centained In monovalent rubslla
vaceine or in M-M-R 1) to reduce the risk of exposura of the pregnant woman,

Individuale planning fravel abroad, If not Immune, can acquire measles, mumps, of rubella. and Import
thesa disessas 1o their country. Therafore, prior to international travel, individuals known b be susceptle
1o one or more of these diseases can recelve efther a monovalent vaceine (measies, mumps, or rubela),
or 8 combination veccine as appropriate. However, M-M-R [l is prafemred for persons liely fo be suscaptibl
fo mumps and rubele; and K monovalent measles vacdine Is not reaclly avallable, fravelers should recelve
MR 1l regardless of their immune status to mumps or rubella.

Vaceination has been recommended for susceplible individuals in high-risk groups such a3 college
students, health-care workers, and military persannel.

POST-EXPUSURE VACCINATION

Vaceination of individusls exposed b wild-fype measles may provide some protaction if the vaceine can

» & Dotrms Corn, a subsicary of Warck & Ca., inc, Whitshousa Stson, NJ,USA (2004)

COPYRIGHT
Allights respived

be adminisbered within 72 hours of exposure. If, however, vacsine Is given a few days before exposure,

substantial protection may be afforded. There i no conclusive evidence that vaccination of individuals

recently axposed to wid-type mumps or wild-fype rubella will provide protection,

USE WITH OTHER VACCINES

M-M-R Il shoukd be givan one month before or after administration of other live viral vaccines,

M-M-R Il has been admhnisterad concurently with [ive attenuatsd varicella and inactivatad Haemophius

infiuanzae typa b (Hib} conjugsats vaccines using saparaie injoction siles and synnqet Mo impaimant of

immune response fo individually tested vaceine antigens was demonstrated. The type, frequency, and

severty of :dverse experlences observed with M-MHR Il were similar to those seen when each vaccine

wa given alpng.

Routine administration of DTP (diphtheria, tetanus, pertussis) andfor OPY {oral poliovirus vaccine)

concumently with measles, mumps, and nibelia vaccines is not recommended because there ane limited

data relafing o the simultanacus administration of thess anfigens.

Hewever, other schedules have been used, Data from publlshed studles conceming the simultaneous

administration of the entire recommended vaccine saries {i.e., DTaP [or DTwP], IPY [or OPV], Hib with

or without Hepatitis B vaccine, and varicella vaccine}, indicate na intsrfersnca betwaen routinely

recommended chidhood vaceines (efther live, attenuated, or kiled).

SINGLE DOSE VIAL

Ifthe prevention of sporadic measles outbreaks Is the sole objective, revaccination with a measles-

contgining vaccine should be considared (see appropriate product circular). if congem also exists about

immune stetus regarding mumps or rubella, revaceination with appropriate mumps- of rubslle-containing

vaceine should be conskdered after consulting the appropriake produet drculars.

First withdraw the entira volume of diluent into the syringa to be used for reconstitution. Inject all the

diluent in e syrings inbo the vial of hophilized vaccine, and agitats b mix thoroughly, If the lyophilized

vaccine cannot be dissclved, discard. Withdraw the entire contents into a syringe and inject the: tofal

volume of reconstituted vaceine subcutaneously.

1t Is Important to use a separate sterlle syringe and needle for each Individual patient to prevent

fransmission of hepatitis B and other infeciious agenta from ona person fo another.
CONTRAINDICATIONS

Hypersansifivity to any compenent of the vaceine, incuding gelatin.

Do not give M-M-R Il o pregnant females; the posslble effects of the vaceine on fetal development are

unknown gt this time. 1 vaccination of postpubertal females is undertalean, pregnancy should be avoided

for three months following vaccination (see PRECAUTIONS, P@%).

Anaphylactic or anaphylactoid reactions to neomycin {each dose of reconstituted vaceine containg

approximately 25 mcg of necmycin).

Any febrle resplratory llineas or other active febrike infection.

Active untreated tuberculosis.

Patiants recaiving immunosuppressive therapy. This contraindication does not apply to patients who are

receiving corticostervids as replacement therapy, e.g., for Addisan's disease.

Individuals with blood dyscrasias, leukamia, lymphomas of any typa, or othar malignant neoplasms

affacting the bone mamow or ymphatlc systems,

Primary and acquired immunodeficiency states, including palients who are immuncsuppressed in

association with AIDS or other clinical manifestations of infaction with human immunodeficiency vinuses;

cellular Immine deflclencles; and hypogammagiobulinemic and dysgammaglobulnemic states, Measles

inclusion body encephealitis (MIBE), pneumonitis and death es a direct consequencs of disseminated

msaslas vaccine virus infaction have bean reparted in severely immunocempromised individuale

vacsingied with measies-containing vacsine.
Indlwduals with a family history of congenital or hereditary immunodeficiency, until the immune
compelence of the potentlal vacelne reciplent Is demonstrated.

PRECAUTIONS
GENERAL

Adequate treatment provisions including epineptving mjednn {1:1000) shoukd be avaiable for immediata

usa should an anaphylactic or anaphylacioid reaction

Due caution should be amployed in adminisiration of M-M-R I persons with individual or family histories

of convulsions, & history of cenebral injury or any other concliion in which stress dus to fever shoukd be

avoided. The physician should be alert b the tempermiure elevation which may ocour following vaccination

(see SIDE EFFECTS).

HYPERSENSITIVITY TO EGGS

Live measles vaccina and ive mumps vaccine are produced in chick embryo call cutiure, Persons with &

history of anaphylactic, anaphylactold, ar other Immediats reactions (e.g., hives, swelling of the mauth

and threat, difficulty breathing, hypotension, or shock} subssquent to egg ingastion may be at an

enhancad risk of immediate-type reantions after raceiving vaccines containing traces of

chick embryo ankigen. The potential risk o reiio shoukd be carefully evaluated before considering

vaccination in such cases. Such individuals may be vaceinated with exireme caution, having adequate

freatment on hand should a reaction occur,

THROMBOCYTOPENIA

Individuals with current thrambocytapenla may develop more severe thrombocylopenla folluwln%

vaceination. In addition, individuals who experiancad thrombocylopenia with the first dosa of M-M-R |

g;r Its component vaccines) may develop throm penla with repeat doses. Serologl: status rp:l
ovalugted to datermine er or not addifional doses of vaccine are needed. The patential i

fo benefit ratio should be carefully evaluated before considering vaccination in such cases (see

$IDE EFFECTS).

PREGNAN

Itis not known whether M-M-R Il can cause fetal harm when administered 1o a pregnant woman or
can affect reproduction capacity. Therefora, the vaccine should not ba administerad to pregnant
females; furthermore, pregnancy should be avolded for hree months following vaccination (see
CONTRAINDICATIONS).

In counssiing women whe are Inadvertantly vaccinated when pregnant or who become pragnant within
3 months of vaccination, the physician should be eware of the follwing: {1) In a 10-year survey involving
over 700 pragnant women who received rubella vaccing within 3 months befors or after conceplion (of
whom 188 received the Wistar RA 27/3 strain), none of the newboms had abnommalities compafible with
congenital ruballa syndrome; (2) Mumps infection during the first frimester of pregnancy may increase
the rate of spontanecus abortion. Altfhough mumps vaccine virus has been shown to Infect the placenta
and fatus, thera is no evidence that it causes congenital malformations in humens; and (3) Reports have
Indlcated that contracting of wild-type measlas during pregnancy enhancas fstal risk. Increased rates of
spantaneous abortion, stillbirth, congenital defects and prematurity heve been obesrved subsaquent t
infaction with wiki-type measles during pregnancy. There are e adequate studies of tw attenuated
{waccing) sirain of measles virus in pregnancy. However, it would ba prudent to assume that the vactine
strain of virus is also capable of inducing adversa fetal effects.

NURSING MOTHERS

Itis not known whether measles or mumps vaccine virus is secretad in human milc Recent studies have
shown that lactating postpartum women Immuntzed with Ive attenuated nibella vacclne may secrete the
virug in brsest milk and transmit it to breast-fed infants. In the infants with sarlogical evidence of ubela
Infiecion, none exhiblted severs disease; however, one exhibted mild clinkal liness typleal of acquired
nubelia. Gaution should be exercised when M-M-R |l is administered b 8 ursing woman.

PEDIATRIC USE

Safety and effectiveness of measles vaccing in infants balow the age of B monthe have not been
established, Safety and effectiveness of mumgs and rubslla vaceine in infants less than 12 months of
age have not been established.

OTHER

Chlldren and young adufts who are knewn bo be infiected with human Immunodeficlency viruses and are
notimmunosuppressed may be vaccinated, However, the vaccinees who am infacted with HIV shoukd be
manhtored closaly for vaccine-preventabla dissases because Immuntzation may be less effective than for
uninfectad persons (560 CONTRAINDICATIONS).

Exeretion of small amounts of the fve attenuated rubelia vinss from the nose o throat has ocoued in the
majority of susceptible individuals 7 fo 28 days after vaccination. There is no confirmed evidence ko
indicate that such virus is transmitted to suscaptible parsons who are in contact with the vaccinated
Indivicuale, Consequently, transmission through cless personal contact, while accepted as a theoreical
possibility, is not regarded as a significant risk. Howaver, transmission of the rubella vaceine virus i

infants via breast mik hes basn documented (see Nursing Mothers).

There are no reports of transmission of llve attenuated measles or mumps viruses from vaccinees to
suscaplible contacts.

Ithes been reportad thet live aftenuated measles, mumps, and rubela virus vaccines given individuslly
may result In a temporary depression of tuberculin skin senstivity. Therefore, If & tuberculn test I3 to be
dona, it should be administered eéther before o simultaneousty with M-M-R Il

Children under fraatment for luberculosie have not sxparienced exacarbation of the disease when
immunized with live measles virus vaccine; no studies have been reported o date of the effect of
measlas virus vaccines on untreated lubsrculous children,

As for any vaccine, vaccination with M-M-R Il may not result In protection In 100% of vaccinees.

DRUG INTERACTIONS
Administration of immune globulins concurrantly with M-M-R |1 may interfans with the expected immune
Tesponse, Vacsination should be deferred for manlhs of [onger following administration of Immune
glabulin (human] and blood or plasma tranefusion:

SIDE EFFECTS
The adverse resctions assoclated with the use of M-M-R Il ane thass which have been reporbed following
administration of the monovalant or combination vaccines.
COMMON
Buming andfor sfinging of short duration at the injection site.
OCCASIONAL

Body s a whola
;;v:ar [101°F [38.3°C] or higher)

Rash, or measles-ike rash, usually minimal but may be genersized

Ganerally, faver, rash, or both appaar between the 5th and the 12 days,

RARE

Body as awhake

Wil local raaanrnymum a3 erythema, incuration and tendemess; sore throat, malaise, atypical measles,
synoops, inald
Cardiovascular
Vaseulitis
Digastive

Parofitis, nawsea, voniting, dianhea
Hematologi ]

Reglonal ymphadsnapathy, thrombocytopenia, purpura

Allerglc reactions such as wheal and flare at Infection ste, anaphylaxis and anaphylastold reactions, as
woll as related phenomena such as angioneurotic edema {including peripheral or faciel edema) and
bronchial spasm, urticaria In individuals with or without an allerghc histary

Musculoskeletsl

wrdga andloramrltb(us.liy translent and rarely chronk: [see below]), myalgla

Febille nonvulaluns In children, afebrlle comvulslons ur selzures, headache, dizziness, paresthesia,
palyneuritis, polyneuropathy, Guillain-Bame syndrome, atexia, asepiic msmngrhs {see below), measles
nclusion body encephalitis (MIBE) (see GONTRAINDIGATIOHS] Encephalitis/encephalopathy have
bean raportad approximately once for every 3 million dosas, In no case has it been shown thet reactions
were actually caused by vacgine. The risk of such serous neurological disorders following live measles
virus vaccine administration remaing far less than thet for encephaliis and encephalopathy with wild-type
measles (one per two thousand reported cases).

Respiratory System
Prmna, et (see CONTRAINDIGATIONS}, cough, hiniia
Erythema mutiforms, Stevens-Johnson syndroma, vesiculation st injection site, sweling, pruris

pacial sensss
omms of opfic neuritis, including retrobulbar neuritis, papillitis, and retinifis; ocular palsies, otiis media,
Barve deafness, canjuncivitis

Urogenital
Epididynitis, Orchils
Other

Death from varlous, and In some cases unknown, causes has been reparted rarely following vaccination
with maasles, mumps, and rubella vaccines; however, a causal relationship has not bean established in
healthy Individuals (see CONTRAINDICATIONS). No deaths or permanent sexuelae were reported Ina
published pest-marketing survellance study in Finland involving 1.5 million children and adulis who were
vaccinated with M-M-R Il during 1982 fo 1883,
Arthralgia andfor erthritis {usually fransient and rarely chronic), and polyneuritis are features of infaction
with wid-iype nubella and vary in frequency and severity with age and sex, being greafest in adulf females
and least in prpubartal chidren,
Chroni¢ arfhiis has been associated with wiki-ype rubella infaction and has been related b persigient
virus andfor viral antigen isolated from body tissues. Only rarely have vaccine recipients developed
chronic joint symptoms,
Falleawing vareination in chikiren, reacfions in joints ars uncommeon and generally of brief duration. In
women, incidance rates for arthritis and arthralgia are generally higher than those seen in children
g:hildrsn: 0-3%; women: 12-20%), and the reactions tend ta be more marked and of longer duration.
ymptoms may parsist for a matter of monthg or on rare occasions for years. In adolescant gids, the
reastions appear to be intermediate in incidence between those seen in chidnen and adult woman, Even
in older women {35 fo 45 years), these reactions are genarally well iolerated and rarely interfere with
normal activifiss.
Post-markating surveillance of the mora than 200 millien doass of M-M-R and M-WHR Il that have been
distributed worldwide over 25 vears (1971 to 1996) Indlcates that serious adverse events such as
encephaliis and encephalopsthy continue to be rarely reported,
There have been reports of subacute sclerosing panencephaliis (SSPE) In children who did not have a
history of infaction with wild-type measles but did recaive measles vaccine. Some of these cases may
have resuied from measies In the first year of I or possibly from the measles vaceination.
Based on estimated nakiormwide measles vaccine distibution, the sssociation of SSPE casas lo measles
vaccination Is about one case per millon vaccine doses distributed. This Is far less than the assoclation
with infisction with wild-type maasles, 6-22 cases of SSPE per million cases of measles. The results of &
refrospective case-controlled study conducted by the Centers for Disease Control and Prevention
suggest that the overall effect of measles vaccing has been fo protect agéinst SSPE by preventing
measles with its inherent higher risk of SSPE.
Cases of asaptic meningitis have basn reported fullnwirg measles, mumps, and ruballa vaceination.
Although a causal relationghip batwesn the Urabe sirain of mumps vaccing and aseptic meningitis hag
been shomm, there i ro svidence to link Jeryl Lynn™ mumps vaceine to aseplic meningits.
Panniculiiis has been reported rerely following edministration of measles vaccine.

OVERDOSAGE
Overdose has been reported rarely and was not associated with amy serlous adverse evenis.
AVAILABILITY
To be filled in localy.
STORAGE

During shlpment to ensure that there is no lose of patency, the vaccine must be maintained at a

llpemure 10°C {50°F) or colder. Freezing during shipment will not affect potency of the vacsine,
Protect the vaceine from light at all times, since such exposure may Inactvate the viruses,

Before reconstitution, store the vial of Iyophllized vaceine at 2% 8°C (36 to 46°F) or colder. The diluent

may be stored In the refrigerator with the lyuphillzed vaceine or separtely at room temperature, Do not

freaze the diuent.

g!g;inaﬁm pack containing lyophiized vaccine and diluent kogsther ehould be stored at 2 10 8°C (36 by

Itis recommended that the vaccine be wsed a5 soon &5 possible after reconstitution. Store reconstituted

vaceing in the vacein vial in & dark place at 2 to 8°C (36 to 46°F) and discard if not used within 8 hours,



