PRESCRIBING INFORMATION

PEDIARIXO

[Diphtheria and Tetanus Toxoids and Acellular Pertussis Adsorbed,
Hepatitis B (Recombinant) and I nactivated Poliovirus Vaccine Combined]

DESCRIPTION

PEDIARIX ™ [Diphtheria and Tetanus Toxoids and Acellular Pertussis Adsorbed, Hepatitis B
(Recombinant) and Inactivated Poliovirus Vaccine Combined] is a noninfectious, serile, multivaent
vaccine for intramuscular adminigtration manufactured by SmithKline Beecham Biologicds. It contains
diphtheria and tetanus toxoids, 3 pertusss antigens (inactivated pertussis toxin [PT], filamentous
hemagglutinin [FHA], and pertactin [69 kiloDaton outer membrane protein]), hepatitis B surface
antigen, plus poliovirus Type 1 (Mahoney), Type 2 (MEF-1), and Type 3 (Saukett). The diphtheria
toxoid, tetanus toxoid, and pertussis antigens are the same as those in INFANRIX® (Diphtheriaand
Tetanus Toxoids and Acdlular Pertussis Vaccine Adsorbed). The hepatitis B surface antigen isthe same

asthat in ENGERIX-B® [Hepditis B Vaccine (Recombinant)].

The diphtheriatoxin is produced by growing Corynebacterium diphtheriae in Fenton medium
containing a bovine extract. Tetanus toxin is produced by growing Clostridium tetani in amodified
Latham medium derived from bovine casain. The bovine materids used in these extracts are sourced
from countries which the United States Department of Agriculture (USDA) has determined neither have
nor are a risk of bovine spongiform encephaopathy (BSE). Both toxins are detoxified with
formaldehyde, concentrated by ultrafiltration, and purified by precipitation, diayss, and Serile filtration.

The 3 acdllular pertussis antigens (PT, FHA, and pertactin) are isolated from Bordetella pertussis
culture grown in modified Stainer- Scholte liquid medium. PT and FHA areisolated from the
fermentation broth; pertactin is extracted from the cells by heat treatment and flocculation. The antigens
are purified in successive chromatographic and precipitation steps. PT is detoxified using glutaradehyde
and formadehyde. FHA and pertactin are treated with formadehyde.

The hepatitis B surface antigen (HBsA(Q) is obtained by culturing genetically engineered
Saccharomyces cerevisiae cdls, which carry the surface antigen gene of the hepditis B virus, in
synthetic medium. The surface antigen expressed inthe S. cerevisiae cdlsis purified by severd
physiochemica steps, which include precipitation, ion exchange chromatography, and ultrafiltration. The
purified HBsAg undergoes didysis with cysteine to remove resdud thimerosd.

Theinactivated poliovirus component of PEDIARIX is an enhanced potency component. Each of the
3 gransof poliovirusisindividualy grown in VERO cdls, a continuous line of monkey kidney cdls,
cultivated on microcarriers. Caf serum and lactalbumin hydrolysate are used during VERO cdll culture
and/or virus culture. Calf serum is sourced from countries the USDA has determined neither have nor
are a risk of BSE. After darification, each viral suspengion is purified by ultrafiltration, diafiltration, and
successive chromatographic steps, and inactivated with formaldehyde. The 3 purified vird drains are
then pooled to form atrivalent concentrate.
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The diphtheria, tetanus, and pertusss antigens are individualy adsorbed onto duminum hydroxide;
hepatitis B component is adsorbed onto duminum phosphate. All antigens are then diluted and
combined to produce the final formulated vaccine. Each 0.5-mL doseis formulated to contain 25 Lf of
diphtheriatoxoid, 10 Lf of tetanustoxoid, 25 meg of inactivated PT, 25 mcg of FHA, 8 mog of
pertactin, 10 mecg of HBsAQ, 40 D-antigen Units (DU) of Type 1 poliovirus, 8 DU of Type 2 poliovirus,
and 32 DU of Type 3 poliovirus.

Diphtheriaand tetanus toxoid potency is determined by measuring the amount of neutrdizing antitoxin
in previoudy immunized guinea pigs. The potency of the acdllular pertussis components (PT, FHA, and
pertectin) is determined by enzyme-linked immunaosorbent assay (ELISA) on serafrom previoudy
immunized mice. Potency of the hepatitis B component is established by HBsAg ELISA. The potency
of the inactivated poliovirus component is determined by using the D-antigen ELISA and by a poliovirus
neutrdizing cdl culture assay on serafrom previoudy immunized réts.

Each 0.5-mL dose dso contains 2.5 mg of 2- phenoxyethanol as a preservative, 4.5 mg of NaCl, and
auminum adjuvant (not more than 0.85 mg auminum by assay). Each dose dso contains £100 meg of
resdua formadehyde and £100 meg of polysorbate 80 (Tween 80). Thimerosal is used at the early
stages of manufacture and is removed by subsequent purification steps to below the andytica limit of
detection (<25 ng of mercury/20 mcg HBsAQ) which upon caculaion is<12.5 ng mercury per dose.
Neomycin sulfate and polymyxin B are used in the polio vaccine manufacturing process and may be
present in the fina vaccine at £0.05 ng neomycin and £0.01 ng polymyxin B per dose. The procedures
used to manufacture the HBsAQ antigen result in a product that contains £5% yeast protein.

The vaccine must be well shaken before adminigtration and is a turbid white suspension after shaking.

Diphtheria and Tetanus Toxoids Adsorbed Bulk Concentrate (For Further Manufacturing) is
manufactured by Chiron Behring GmbH & Co, Marburg, Germany. The acdlular pertussis antigens, the
hepdtitis B surface antigen, and the inactivated poliovirus antigens are manufactured by SmithKline
Beecham Biologicds, Rixensart, Begium. Formulation, filling, testing, packaging, and release of the
vaccine are performed by SmithKline Beecham Biologicas Manufacturing (wholly-owned subsidiary of
SmithKline Beecham Biologicds).

CLINICAL PHARMACOLOGY

The efficacy of PEDIARIX is based on the immunogenicity of the individuad antigens compared to
licensed vaccines. The efficacy of the pertuss's component, which does not have awell established
correlate of protection, was determined in clinicd trids of INFANRIX. The efficacy of the HBsAg was
determined in clinicd studies of ENGERIX-B. Serologicd correlates of protection exist for the
diphtheria, tetanus, hepatitis B, and poliovirus components.
Diphtheria: Diphtheriaisan acute toxin-mediated infectious disease caused by toxigenic srainsof C.
diphtheriae. Although the incidence of diphtheriain the United States has decreased from more than
200,000 cases reported in 1921, before the general use of diphtheriatoxoid, to only 51 cases of
respiratory diphtheria reported from 1980 through 2000, the case-fatdlity rate has remained congtant at
about 10%. Of 41 cases reported between 1980 and 1994, 15 (37%) patients had never been
immunized, 21 (51%) had been inadequatdy immunized, and immunization history was unknown for 5
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(12%). All 4 (10%) fatditiesin this time period occurred in unvaccinated children 9 years and younger

Although diphtheriais rare in the United States, toxigenic C. diphtheriae srains continue to circulate in
previoudy endemic areas.* Protection againgt disease is due to the development of neutralizing
antibodies to the diphtheriatoxin. Following adequate immunization with diphtheriatoxoid, it is thought
that protection persstsfor at least 10 years. A serum diphtheriaantitoxin level of 0.01 lU/mL isthe
lowest level giving some degree of protection.® Antitoxin levels of a least 0.1 1U/mL are generaly
regarded as protective.” Immunization with diphtheria toxoid does not, however, diminate carriage of C.
diphtheriae in the pharynx or nares or on the skin.*

Efficacy of diphtheriatoxoid used in INFANRIX was determined on the basi's of immunogenicity
sudies. A VERO cdl toxin neutrdizing test confirmed the ability of infant sera (N = 45), obtained
1 month after a 3-dose primary series, to neutrdize diphtheriatoxin. Levels of diphtheria antitoxin
30.01 IU/mL were achieved in 100% of the sera tested.
Tetanus: Tetanusis acondition manifested primarily by neuromuscular dysfunction caused by a
potent exotoxin released by C. tetani. Following the introduction of vaccination with tetanus toxoid in
the 1940s, the overal incidence of tetanus declined from 0.4 per 100,000 population in 1947 to 0.02
during the latter half of the 1990s® Adults 60 years of age and older are a greatest risk for tetanus and
tetanus-related mortality.® Of 124 cases of tetanus reported from 1995 through 1997, 12 (9.7%)
occurred among persons younger than 25 years, one of which was a case of neonatal tetanus.” Overall,
the case-fatdity rate was 11%. The disease continues to occur dmost exclusively among persons who
are unvaccinated, inadequately vaccinated, or whose vaccination histories are unknown or uncertain.’

Sporesof C. tetani are ubiquitous. Naturally acquired immunity to tetanus toxin does not occur.
Thus, universa primary immunization and timed booster doses to maintain adequiate tetanus antitoxin
levels are necessary to protect al age groups.* Protection againgt disease is due to the devel opment of
neutralizing antibodies to the tetanus toxin. A serum tetanus antitoxin level of at least 0.01 [U/mL,
messured by neutralization assays, is congdered the minimum protective level.®° More recently alevel
30.1t0 0.2 1U/mL has been considered as protective.™ It is thought that protection persists for at least
10 years.

Efficacy of tetanustoxoid used in INFANRIX was determined on the badis of immunogenicity
gudies. An in vivo mouse neutraization assay confirmed the ability of infant sera(N = 45), obtained
1 month after a 3-dose primary series, to neutralize tetanus toxin. Levels of tetanus antitoxin
30.01 IU/mL were achieved in 100% of the seratested.
Pertussis: Pertusss (whooping cough) is a disease of the respiratory tract caused by B. pertussis.
Pertussisis highly communicable (attack ratesin unimmunized household contacts of up to 100% have
been reported* ') and can cause severe disease, particularly in young infants. Since immunization
againg pertusss became widespread, the number of reported cases and associated mortdlity in the
United States has declined from an average annua incidence and mortality of 150 cases and 6 deaths
per 100,000 population, respectively, in the early 1940s to an annual reported incidence of 2.7 cases
per 100,000 population in 2000.*? Of 28,187 cases of pertussis reported among al ages from 1997 to
2000, 62 (0.2%) resulted in death.™ The highest number of pertussis cases (7,867) since 1967 was
reported in 2000. From 1997 to 2000, infants younger than 1 year had the highest average annua
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incidence rate (55.5 cases per 100,000 population). During this period, of the 8,276 pertusss cases
reported nationdly in infants younger than 1 year, 59% were hospitalized, 11% had pneumonia, 1.3%
had seizures, 0.2% had encephaopathy, and 0.7% died. Older children, adolescents, and adults, in
whom dlassic signs are often absent, may go undiagnosed and may serve as reservoirs of disease™™?
The incidence of reported pertussis among adolescents and adults increased during the 1980s and
1990s."#

The role of the different components produced by B. pertussis in either the pathogenesis of, or the
immunity to, pertussisis not well understood.

Efficacy of a3-dose primary series of INFANRIX has been assessed in 2 dlinical studies™>*

A double-blind, randomized, active Diphtheria and Tetanus Toxoids (DT)-controlled trial conducted
in Itay, sponsored by the Nationd Ingtitutes of Hedlth (NIH), assessed the absolute protective efficacy
of INFANRIX when administered a 2, 4, and 6 months of age.™® A totd of 15,601 infants were
immunized with 1 of 2 acdlular DTP (DTaP) vaccines, a US-licensed whole-cell DTP vaccine, or with
DT vaccine done. The mean length of follow-up was 17 months (mean age 24 months), beginning
30 days after the third dose of vaccine. The population used in the primary andysis of the efficacy of
INFANRIX included 4,481 infants vaccinated with INFANRIX and 1,470 DT vaccinees. After 3
doses, the absolute protective efficacy of INFANRIX against WHO-defined typica pertussis (21 days
or more of paroxysma cough with infection confirmed by culture and/or serologic testing) was 84%
(95% CI: 76% to 89%). When the definition of pertussis was expanded to include dinicaly milder
disease with respect to type and duration of cough, with infection confirmed by culture and/or serologic
testing, the efficacy of INFANRIX was calculated to be 71% (95% Cl: 60% to 78%) against >7 days
of any cough and 73% (95% ClI: 63% to 80%) against 3 14 days of any cough. A second follow-up
period to a mean age of 33 months was conducted in a partidly unblinded cohort (children who
received DT were offered pertussis vaccine and those who declined were retained in the study cohort).
A longer unblinded follow-up period showed that after 3 doses and with no booster dose in the second
year of life, the efficacy of INFANRIX againg WHO- defined pertussis was 86% (95% Cl: 79% to
91%) among children followed to 6 years of age."’

A prospective efficacy trid was dso conducted in Germany employing a household contact study
design.’® In preparation for this study, 3 doses of INFANRIX were administered at 3, 4, and 5 months
of age to more than 22,000 children living in 6 areas of Germany in a safety and immunogenicity study.
Infants who did not participate in the safety and immunogenicity study could have received awhole-cdl
DTPvaccineor DT vaccine. Index cases were identified by spontaneous presentation to a physician.
Households with at least one other member (i.e., besidesindex case) aged 6 through 47 months were
enrolled. Household contacts of index cases were monitored for incidence of pertussis by aphysician
who was blinded to the vaccination status of the household. Calculation of vaccine efficacy was based
on atack rates of pertusss in household contacts classified by vaccination status. Of the 173 household
contacts who had not received a pertussis vaccine, 96 developed WHO- defined pertussis, as
compared to 7 of 112 contacts vaccinated with INFANRIX. The protective efficacy of INFANRIX
was caculated to be 89% (95% Cl: 77% to 95%), with no indication of waning of protection up until
the time of the booster vaccination. The average age of infants vaccinated with INFANRIX at the end
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of falow-up in thistrid was 13 months (range 6 to 25 months). When the definition of pertusss was
expanded to include clinicaly milder disease, with infection confirmed by culture and/or serologic
testing, the efficacy of INFANRIX againgt 3 7 days of any cough was 67% (95% CI: 52% to 78%) and
agang 3 7 days of paroxysma cough was 81% (95% Cl: 68% to 89%). The corresponding efficacy
rates of INFANRIX againgt 3 14 days of any cough or paroxysma cough were 73% (95% CI: 59% to
82%) and 84% (95% Cl: 71% to 91%), respectively.

Hepatitis B: Severa hepdtitis viruses are known to cause a systemic infection resulting in mgjor
pathologic changesin theliver (eg., A, B, C, D, and E). The estimated lifetime risk of hepatitis B
infection in the United States varies from amost 100% for the highest-risk groups to approximately 5%
for the population as awhole.*® The modes of transmission of hepatitis B include sexua contact
(contaminated body secretions including semen, vagind secretions, blood, and saliva); parentera
exposure (e.g., blood transfusions, accidental needlesticks or sharing needles from infected individuds);
or materna-neonata transmission.*® Hepatitis B infection can have serious consequences including acute
massve hepatic necrosis, chronic active hepatitis, and cirrhosis of the liver. Up to 90% of neonates,
30% to 50% of children aged 1 to 5 years, and 6% to 10% of older children and adults who are
infected in the United States will become hepatitis B virus carriers.™ It has been estimated that 200 to
300 million people in the world are chronicaly infected with hepatitis B virus™ and that there are
approximately 1.25 million chronic carriers of hepatitis B virusin the United States®® Those patients
who become chronic carriers can infect others and are at increased risk of developing primary
hepatocd lular carcinoma. Among other factors, infection with hepetitis B may be the single most
important factor for development of this carcinoma®#

Mothers infected with hepdtitis B virus can infect their infants at, or shortly &fter, birth if they are
carriers of the HBsAg or develop an active infection during the third trimester of pregnancy. Infected
infants usualy become chronic carriers. Therefore, screening of pregnant women for hepatitis B is
recommended.’® There is no specific trestment for acute hepatitis B infection. Persons who develop
anti-HBs antibodies after active infection are usudly protected againgt subsequent infection. Antibody
concentrations 2 10 mlU/mL againgt HBsAQ are recognized as conferring protection againgt hepatitis
B.22

Protective efficacy with ENGERIX-B has been demondtrated in aclinica trid in neonates at high risk
of hepatitis B infection.”*?* Fifty-eight neonates born of mothers who were both HBsAg- and
HBeAg-positive were given ENGERIX-B (10 mcg at 0, 1, and 2 months) without concomitant hepatitis
B immune globulin. Two infants became chronic carriersin the 12-month follow-up period after initia
inoculation. Assuming an expected carrier rate of 70%, the protective efficacy rate againg the chronic
carrier sate during the first 12 months of life was 95%.

Reduced Risk of Hepatocellular Carcinoma: According to the Centersfor Disease Control
and Prevention (CDC), hepatitis B vaccineis recognized as the firgt anti-cancer vaccine because it can
prevent primary liver cancer.> A clear link has been demonstrated between chronic hepatitis B infection
and the occurrence of hepatocdlular carcinoma. In a Taiwanese study, the ingtitution of universal
childhood immunization againgt hepatitis B virus has been shown to decrease the incidence of
hepatocdlular carcinoma among children.®® In a Korean study in adult males, vaccination againgt the
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hepatitis B virus has been shown to decrease the incidence and risk of developing hepatocd lular
carcinomain adults?’
Poliomyelitis: Poliovirusis an enterovirus that belongs to the picornavirus family.? Three serotypes
of paliovirus have been identified (Types 1, 2, and 3). Poliovirusis highly contagious with the
predominant mode of transmission being persontto-person viathe feca-ord route. The virus may aso
be spread indirectly through contact with infectious saliva or feces or by contaminated water or
sawage®

Replication of poliovirusin the pharynx and intestine is followed by aviremic phasein which
involvement of the central nervous system (CNS) can occur. Whereas poliovirus infections are
asymptomatic or cause nongpecific symptoms (low-grade fever, maaise, anorexia, and sore throat) in
90% to 95% of individuals, up to 2% of infected persons develop paraytic disease®

Asareault of the introduction of poliovirus vaccines in the 1950s and 1960s, and their subsequent
widespread use, poliomydlitis control has been achieved in the United States***! After introduction of
conventiona (non-enhanced) inactivated poliovirus vaccine (IPV) in 1955, the annud incidence of
paralytic disease of 11.4 cases per 100,000 population declined to 0.5 cases per 100,000 population in
1961, when ord poliovirus vaccine (OPV) was introduced. Incidence continued to decline theregfter,
with rates of 0.00-0.01 cases per 100,000 population during the years 1990-2000.% Evidence suggests
that endemic circulation of wild polioviruses ceased in the United States in the 1960s. The last
indigenowdy acquired cases of poliomydlitis caused by wild poliovirus were detected in 1979 and were
due to imported viruses. Since then, vaccine-associated pardytic poliomyditis (VAPP) attributable to
live OPV has been the only indigenous form of the disease in the United States.® To diminate the risk
for VAPP, since 2000, an al 1PV schedule has been recommended for routine childhood polio
vaccindion in the United States. Although the likelihood of poliovirus importation has decreased
subgtantialy since 1997 as aresult of decreases in the number of polio cases worldwide, the potentia
for importation will remain until globa eradication is achieved.

IPV induces the production of neutralizing antibodies againgt each poliovirus serotype; these
neutraizing antibodlies are recognized as conferring protection against poliomyelitis disease®
Immune Response to PEDIARIX Administered as a 3-Dose Primary Series: Inastudy
conducted in the United States, the immune responses to each of the antigens contained in PEDIARIX
were evaluated in sera obtained 1 month after the third dose of vaccine and were compared to those
following adminigration of US-licensed vaccines (INFANRIX and ENGERIX-B concomitantly at
separate sites, and OPV [Poliovirus Vaccine Live Ord Trivaent, Lederle Laboratories]).** Both groups
received a US-licensed Haemophilus influenzae type b (Hib) vaccine (Aventis Pasteur) concomitantly
at separate sites. The schedule of adminigtration was 2, 4, and 6 months of age. One month after the
third dose of PEDIARIX, vaccine response rates for each of the pertussis antigens (with the exception
of FHA), geometric mean antibody concentrations for each of the pertusss antigens, and seroprotection
rates for diphtheria, tetanus, hepatitis B, and the polioviruses, were shown to be non-inferior to those
achieved following separately administered vaccines (see Table 1). The vaccine response to FHA
marginaly exceeded the 10% limit for nor-inferiority.*
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Table 1. Antibody Responsesto Each Antigen Following PEDIARIX as Compared to
INFANRI X, ENGERIX-B, and OPV (One Month After Administration of Dose 3) in US
Infants Vaccinated at 2, 4, and 6 Months of Age

PEDIARIX INFANRIX, ENGERIX-B, OPV
(N = 86-91) (N = 73-78)

Anti-Diphtheria

%3 0.1 1U/mL” 98.9 100
Anti- Tetanus

%3 0.1 1U/mL” 100 100
Anti-PT

% VR" 98.9 98.7

oMC 97.1 475
Anti-FHA

% VR 95.6 100

eMc’ 119.1 153.2
Anti-Pertactin

% VR" 95.6 91.0

eMc' 150.4 108.6
Anti-HBsAg

%3 10 mIU/mL* 100 100

GoMC' 1661.2 804.9
Anti-Polio 1

%3 1:8" 100 98.6
Anti-Polio 2

0% 3 :|_:8*:t 08.8 100
Anti-Polio 3

03 1.8 100 100

Both groups received Hib vaccine (Aventis Pasteur) concomitantly at a separate Site.

OPV manufactured by Lederle Laboratories.

VR = Vaccineresponse: Ininitidly seronegetive infants, appearance of antibodies (concentration

35 EL.U./mL); ininitidly seropogtive infants, at least maintenance of pre-vaccination concentration.
GMC = Geometric mean antibody concentration.

* Seroprotection rate or vaccine response rate to PEDIARIX not inferior to separately administered
vaccines (upper limit of 90% CI on the difference for separate adminigtration minus PEDIARIX <10%).
T GMC in the group that received PEDIARIX not inferior to separately administered vaccines (upper
limit of 90% CI on the ratio of GMC for separate administration/PEDIARIX <1.5 for anti-PT, anti-
FHA, and anti- pertactin, and <2.0 for anti-HBSAQ).

1 Poliovirus neutrdizing antibody titer.
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Immune Response to Concomitantly Administered Vaccines: Inadinicd trid inthe
United States, PEDIARIX was given concomitantly, a separate Stes, with Hib vaccine (Aventis
Pasteur) to infants at 2, 4, and 6 months of age* Immunogenicity data are available in 90 infants one
month after the third dose of the vaccines; 98.9% (95% Cl: 94% to 100%) of infants demondtrated
anti- PRP antibodies 3 0.15 meg/mL and 94.4% (95% ClI: 87.5% to 98.2%) demonstrated anti-PRP
antibodies® 1.0 mog/mL.

Immunogenicity data are not available on the concurrent adminisiration of PEDIARIX with
pneumococca conjugeate vaccine.

INDICATIONS AND USAGE

PEDIARIX isindicated for active immunization againgt diphtheria, tetanus, pertusss (whooping
cough), al known subtypes of hepatitis B virus, and poliomydlitis caused by poliovirus Types 1, 2, and
3 as athree-dose primary seriesin infants born of HBSAQ-negative mothers, beginning as early as
6 weeks of age. PEDIARIX should not be administered to any infant before the age of 6 weeks, or to
individuals 7 years of age or older.

Infants born of HBSAg-positive mothers should receive Hepatitis B Immune Globulin (Human)
(HBIG) and monovaent Hepatitis B Vaccine (Recombinant) within 12 hours of birth and should
complete the hepatitis B vaccination series according to a particular schedule® (See manufacturer's
prescribing information for Hepatitis B Vaccine [Recombinant]) (sse DOSAGE AND
ADMINISTRATION).

Infants born of mothers of unknown HBsAg status should receive monovaent Hepatitis B Vaccine
(Recombinant) within 12 hours of birth and should complete the hepatitis B vaccination series according
to a particular schedule.® (See manufacturer's prescribing information for Hepatitis B Vaccine
[Recombinant]) (see DOSAGE AND ADMINISTRATION).

PEDIARIX will not prevent hepatitis caused by other agents, such as hepatitis A, C, and E viruses,
or other pathogens known to infect the liver. As hepatitis D (caused by the delta virus) does not occur in
the absence of hepatitis B infection, hepatitis D will also be prevented by vaccination with PEDIARIX.

Hepatitis B has along incubation period. Vaccinaion with PEDIARIX may not prevent hepatitis B
infection in individuas who had an unrecognized hepaitis B infection a the time of vaccine
adminigration.

When passive protection againg tetanus or diphtheriais required, Tetanus Immune Globulin or
Diphtheria Antitoxin, respectively, should be administered at separate sites*

Aswith any vaccine, PEDIARIX may not protect 100% of individuas receiving the vaccine, and is
not recommended for trestment of actua infections.

CONTRAINDICATIONS
Hypersengtivity to any component of the vaccine, including yeast, neomycin, and polymyxin B, isa
contraindication (see DESCRIPTION).
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It isacontraindication to use this vaccine after a serious dlergic reaction (e.g., anaphylaxis)
temporally associated with a previous dose of this vaccine or with any components of this vaccine.
Because of the uncertainty as to which component of the vaccine might be responsible, no further
vaccination with any of these components should be given. Alternatively, such individuas may be
referred to an dlergist for evaluation if further immunizations are to be considered.*

In addition, the following events are contraindications to adminigtration of any pertusss-containing
vaccing, induding PEDIARIX:™
- Encephdopathy (e.g., coma, decreased level of consciousness, prolonged seizures) within 7 days of

adminigtration of a previous dose of a pertusss-containing vaccine that is not attributable to another

identifiable cause;

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

encepha opathy. Pertussis vaccine should not be administered to individuas with such conditions until

atreatment regimen has been established and the condition has stabilized.

PEDIARIX is not contraindicated for usein individuas with HIV infection. '3’

WARNINGS

Adminigration of PEDIARIX is associated with higher rates of fever relative to separately
administered vaccines. In one study that evauated medically attended fever after the first dose of
PEDIARIX or separatdy administered vaccines, infants who received PEDIARIX had a higher rate of
medica encounters for fever within the first 4 days following vaccination. In some infants, these
encounters included the performance of diagnostic sudies to eval uate other causes of fever (see
ADVERSE REACTIONS).

The vid stopper islatex-free. Thetip cap and the rubber plunger of the needldess prefilled syringes
contain dry naturd latex rubber that may cause dlergic reactionsin latex sendtive individuas.

If any of the following events occur in tempord relation to receipt of whole-cell DTP or avaccine
containing an acdllular pertusss component, the decision to give subsequent doses of PEDIARIX or any
vaccine containing a pertussis component should be based on careful consideration of the potential
benefits and possible risks%

Temperature of 3 40.5°C (105°F) within 48 hours not due to another identifiable cause;
Collapse or shock-like gtate (hypotonic- hyporespongve episode) within 48 hours,
Persstent, inconsolable crying lagting 3 3 hours, occurring within 48 hours;

Saizures with or without fever occurring within 3 days.

When adecison is made to withhold pertussis vaccine, immunization with DT vaccine, hepdtitis B
vaccine, and IPV should be continued.

If Guillan-Barré syndrome occurs within 6 weeks of receipt of prior vaccine containing tetanus
toxoid, the decision to give subsequent doses of PEDIARIX or any vaccine containing tetanus toxoid
should be based on careful consideration of the potential benefits and possible risks.™

A committee of the Ingtitute of Medicine (IOM) has concluded that evidence is consstent with a
causal relationship between whole-cdl DTP vaccine and acute neurologic iliness, and under specid
circumstances, between whole-cell DTP vaccine and chronic neurologic disease in the context of the
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National Childhood Encephalopathy Study (NCES) report.**** However, the IOM committee
concluded that the evidence was insufficient to indicate whether or not whole-cdl DTP vaccine
increased the overdl risk of chronic neurologic disease.** Acute encephalopathy and permanent
neurologic damage have not been reported causdly linked or in tempora association with administration
of PEDIARIX, but the experience with PEDIARIX isinsufficient to rule this out. Encephaopathy has
been reported following INFANRIX (see ADVERSE REACTIONS, Postmarketing Reports), but
data are not sufficient to evauate a causa rationship.

The decison to adminigter a pertussis-containing vaccine to children with stable CNS disorders must
be made by the physcian on an individud basis, with consderation of dl rdevant factors, and
assessment of potentia risks and benefits for that individua. The Advisory Committee on Immunization
Practices (ACIP) and the Committee on Infectious Diseases of the American Academy of Pediatrics
(AAP) have issued guiddines for such children.®®“? The parent or guardian should be advised of the
potentia increased risk involved (see PRECAUTIONS, Information for Vaccine Recipients and
Parents or Guardians).

A family history of saizures or other CNS disordersis not a contraindication to pertussis vaccine.®

For children at higher risk for seizures than the genera population, an gppropriate antipyretic may be
administered a the time of vaccination with a vaccine containing an acdlular pertuss's component
(incdluding PEDIARIX) and for the ensuing 24 hours according to the respective prescribing information
recommended dosage to reduce the possibility of post-vaccination fever.'®%®

Vaccination should be deferred during the course of amoderate or severeillness with or without
fever. Such children should be vaccinated as soon as they have recovered from the acute phase of the
iliness™

As with other intramuscular injections, PEDIARIX should not be given to children on anticoagulant
therapy unless the potentia benefit clearly outweighs the risk of adminidiration (see PRECAUTIONS).

PRECAUTIONS

PEDIARIX should be given with caution in children with bleeding disorders such as hemophilia or
thrombocytopenia, with steps taken to avoid the risk of hematoma following the injection.

Before the injection of any biologicd, the physician should take al reasonable precautions to prevent
alergic or other adverse reactions, including understanding the use of the biologica concerned, and the
nature of the side effects and adverse reactions that may follow its use.

Prior to immunization, the patient's current health status and medica history should be reviewed. The
physician should review the patient'simmunization history for possible vaccine senstivity, previous
vaccination-related adverse reactions and occurrence of any adverse—event-related symptoms and/or
sgns, in order to determine the existence of any contraindication to immunization with PEDIARIX and
to allow an assessment of benefits and risks. Epinephrine injection (1:1000) and other gppropriate
agents used for the control of immediate dlergic reactions must be immediately available should an acute
anaphylactic reaction occur.
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A separate sterile syringe and sterile disposable needle or a sterile digposable unit should be used for
each individua patient to prevent transmission of hepatitis or other infectious agents from one person to
another. Needles should be disposed of properly and should not be recapped.

Specid care should be taken to prevent injection into a blood vessd.

Aswith any vaccine, if administered to immunosuppressed persons, including individuas receiving
immunosuppressive therapy, the expected immune response may not be obtained.’

Information for Vaccine Recipients and Parents or Guardians: Parents or guardians
should be informed by the hedlthcare provider of the potentia benefits and risks of the vaccine, and of
the importance of completing the immunization series. When a child returns for the next dose in a series,
it isimportant that the parent or guardian be questioned concerning occurrence of any symptoms and/or
sgns of an adverse reaction after a previous dose of the same vaccine. The physcian should inform the
parents or guardians about the potentia for adverse events that have been temporaly associated with
adminigration of PEDIARIX or other vaccines containing Smilar components. The parent or guardian
accompanying the recipient should be told to report severe or unusua adverse events to the physician or
clinic where the vaccine was administered.

The parent or guardian should be given the Vaccine Information Statements, which are required by
the National Childhood Vaccine Inury Act of 1986 to be given prior to immunization. These materids
are available free of charge at the CDC website (Www.cdc.gov/nip).

The US Department of Health and Human Services has established a Vaccine Adverse Event
Reporting System (VAERYS) to accept dl reports of suspected adverse events after the adminigtration of
any vaccine, including but not limited to the reporting of events required by the National Childhood
Vaccine Injury Act of 1986."° The VAERS toll-free number is 1-800-822-7967.

Drug Interactions: For information regarding concomitant administration with other vaccines, refer
to DOSAGE AND ADMINISTRATION.

PEDIARIX should not be mixed with any other vaccine in the same syringe or vid.

Immunosuppressive therapies, including irradiation, antimetabolites, adkylating agents, cytotoxic
drugs, and corticosteroids (used in greater than physiologic doses), may reduce the immune response to
vaccines. Although no specific data from studies with PEDIARIX under these conditions are available, if
immunosuppressive therapy will be discontinued shortly, it would be reasonable to defer immunization
until the patient has been off therapy for 3 months; otherwise, the patient should be vaccinated while ill
on therapy.®” If PEDIARIX is administered to a person receiving immunosuppressive therapy, or who
received arecent injection of immune globulin, or who has an immunodeficiency disorder, an adequate
immunologic response may not be obtained.

Tetanus Immune Globulin or Diphtheria Antitoxin, if needed, should be given at a separate Site, with
aseparate needle and syringe.

Carcinogenesis, Mutagenesis, Impairment of Fertility: PEDIARIX has not been evauated
for carcinogenic or mutagenic potentiad, or for impairment of fertility.

Pregnancy: Pregnancy Category C: PEDIARIX isnot indicated for women of child-bearing age.
Animal reproduction studies have not been conducted with PEDIARIX. It is not known whether
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PEDIARIX can cause fetd harm when administered to a pregnant woman or if PEDIARIX can affect
reproductive capacity.

Geriatric Use: PEDIARIX isnot indicated for use in adult populations.

Pediatric Use: Safety and effectiveness of PEDIARIX in infants younger than 6 weeks of age have
not been evaluated (see DOSAGE AND ADMINISTRATION). PEDIARIX is not recommended for
persons 7 years of age or older. Tetanus and Diphtheria Toxoids Adsorbed (Td) For Adult Use, IPV,
and Hepdtitis B Vaccine (Recombinant) should be used in individuals 7 years of age or older.

ADVERSE REACTIONS

A tota of 20,739 doses of PEDIARIX have been administered to 7,028 infants as a 3-dose primary
series. The most common adverse reactions observed in clinica trids were local injection Site reactions
(pain, redness, or swelling), fever, and fussiness. In comparative studies, adminigration of PEDIARIX
was associated with higher rates of fever reative to separately administered vaccines (see
WARNINGS, see ADVERSE REACTIONS Tables 2 and 4). The prevaence of fever was highest on
the day of vaccination and the day following vaccination. More than 98% of episodes of fever resolved
within the 4-day period following vaccination (i.e., the period including the day of vaccinaion and the
next 3 days). Rates of most other solicited adverse events following PEDIARIX were comparable to
rates observed following separately administered US-licensed vaccines (see ADVERSE REACTIONS
Table 2).

The adverse event information from clinicd trias provides abass for identifying adverse events that
appear to be related to vaccine use and for approximating rates. However, because clinica trids are
conducted under widdly varying conditions, adverse event rates observed in the clinicd trids of a
vaccine cannot be directly compared to rates in the clinicd trias of another vaccine, and may not reflect
the rates observed in practice.

A totd of 5472 infants were enrolled in a German safety study that was origindly desgned to
compare the safety and reactogenicity of PEDIARIX administered concomitantly at separate sites with
1 of 4 Hib vaccines (SmithKline Beecham Biologicals [not US-licensed]; Lederle Laboratories, Aventis
Pasteur, or Merck & Co [al US-licensed]) at 3, 4, and 5 months of age.*® After enrollment of 1,569
infants, the study was amended to include a control group that received separate US-licensed vaccines
(INFANRIX, Hib vaccine [Aventis Pasteur], and OPV [Lederle Laboratories]). Infantsin the separate
adminigration group received one less antigen (hepatitis B) than the infants who received PEDIARIX.
Safety data were available for 4,666 infants who received PEDIARIX administered concomitantly at
separate Steswith 1 of 4 Hib vaccines and for 768 infants in the control group that received separate
vaccines. Data on adverse events were collected by parents using sandardized diary cards for 4
consecutive days following each vaccine dose (i.e., day of vaccination and the next 3 days).

The primary end-point of the study was the percentage of infants with any grade 3 solicited symptom
(redness or swelling >20 mm, fever >103.1°F, or crying, pain, vomiting, diarrhes, loss of appetite, or
restlessness that prevented norma daily activities) over the 3-dose primary seriesin infants who
received PEDIARIX (4 groups that received PEDIARIX and Hib vaccines pooled) compared to the
group that received INFANRIX and Hib vaccine separately with OPV. Andysisfor the primary
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end- point was performed on the according-to- protocol (ATP) cohort that included only those infants
who were enrolled after the protocol amendment to include a control group. Of 3,773 infantsin the
ATP cohort for whom safety data were available, 16.2% (95% Cl: 14.9% to 17.5%) of 3,029 infants
who received PEDIARIX and Hib vaccine compared to 20.3% (95% Cl: 17.5% to 23.4%) of 744
infants who received separate vaccines were reported to have had at least one grade 3 solicited
symptom within 4 days of vaccination (i.e., day of vaccination and the next 3 days). The difference
between groupsin the rate of grade 3 symptoms was 4.1% (90% ClI: 1.4% to 7.1%).

Datafor sdlected solicited symptoms following each dosein a 3-dose primary series are presented in
Téble 2 for theintent-to-treat (ITT) cohort (includes dl infants enrolled before and after the amendment
who received the indicated vaccine and for whom at least one symptom sheet was compl eted).
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Table 2. Percentage of Infantsin a German Safety Study With Solicited L ocal Reactions or
Selected Systemic Adver se Events Within 4 Days of Vaccination* at 3, 4, and 5 M onths of
Age With PEDIARIX Administered Concomitantly With Hib Vaccine or With Separate
Concomitant Administration of INFANRIX, Hib Vaccine, and OPV (ITT Cohort)

PEDIARIX & Hib INFANRIX, Hib, & OPV
Dose | Dose2 | Dose3 | Dosel | Dose?2 | Dose 3
1

N 4666 | 4,619 | 4574 768 757 750
Local

Pain, any 14.0 10.2 99 14.2 9.8 8.1
Pain, grade 2 or 3 2.9 1.2 15 3.6 1.7 11
Pain, grade 3 0.7 0.3 0.3 13 0.4 0.1
Redness, any 18.6 26.6 25.6 16.1 21.4 20.8
Redness, >5 mm 6.7 9.9 9.0 59 8.2 7.7
Redness, >20 mm 1.2 1.0 1.1 1.8 0.7 1.1
Swdling, any 12.7 18.5 18.4 9.6 12.9 13.6
Swdling, >5 mm 5.6 7.7 7.8 3.6 5.2 4.8
Swelling, >20 mm 12 1.6 15 13 11 1.2
Systemic

Restlessness, any 41.4 32.0 26.7 46.4 35.0 27.6
Restlessness, grade 2 or 3 144 10.0 8.9 20.2 115 8.4
Restlessness, grade 3 3.0 1.5 1.6 5.7 3.0 1.7
Fevert, 3 100.4°F 25.1 19.3 19.7 13.2 13.1 11.2
Fevert, >101.3°F 5.8 4.1 4.6 2.2 2.8 2.1
Fevert, >103.1°F 0.3 0.5 0.7 0.3 0.3 0.5
Unusud cry?, any 24.9 16.5 131 36.5 19.7 14.3
Unusud cry®, grade 2 or 3 12.7 7.1 5.7 20.8 10.0 5.7
Unusud cry®, grade 3 3.9 1.7 14 6.8 2.1 11
Loss of appetite, any 17.9 13.3 125 191 16.2 11.3
Loss of appetite, grade 2 or 3 4.0 2.9 2.7 4.4 2.9 2.3
Loss of appetite, grade 3 0.6 0.5 04 0.5 0.7 0.0

N = number of infantsin the intent-to-treet (ITT) cohort (infants who received the indicated vaccine and
for whom at least one symptom sheet was compl eted).

Grade 2 defined as sufficiently discomforting to interfere with daily activities.

Grade 3 defined as preventing normd dally activities.

* Within 4 days of vaccination defined as day of vaccination and the next 3 days.

T Loca reactions a the injection site for PEDIARIX or INFANRIX.

T Rectal temperatures.

§ Unusud cry lagting >1 hour.
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In this study, infants were aso monitored for unsolicited adverse events that occurred within 30 days
following vaccination using diaries which were returned a subsequent visits and were supplemented by
spontaneous reports and a medical history as reported by parents. Over the entire study period, 6
subjects in the group that received PEDIARIX reported seizures. Two of these subjects had afebrile
seizure, 1 of whom aso developed afebrile seizures. The remaining 4 subjects had afebrile seizures,
induding 2 with infantile spasms. Two subjects reported seizures within 7 days following vaccination (1
subject had both febrile and afebrile seizures, and 1 subject had afebrile seizures), corresponding to a
rate of 0.22 seizures per 1,000 doses (febrile seizures 0.07 per 1,000 doses, afebrile seizures 0.14 per
1,000 doses). No subject who received concomitant INFANRIX, Hib vaccine, and OPV reported
saizures. In a separate German study that evaluated the safety of INFANRIX in 22,505 infants who
received 66,867 doses of INFANRIX administered as a 3-dose primary series, the rate of seizures
within 7 days of vaccination with INFANRIX was 0.13 per 1,000 doses (febrile seizures 0.0 per 1,000
doses, afebrile seizures 0.13 per 1,000 doses).

No cases of hypotonic-hyporespons veness, encephaopathy, or anaphylaxis were reported in the
German study that evauated the safety of PEDIARIX.

Rates of serious adverse events that are less common than those reported in this safety study are not
known & thistime.

Additiond safety datafor PEDIARIX are available for 482 infants enrolled in aUS study designed
to evauate lot-to-lot consistency and a bridge for a new manufacturing step. Table 3 presents the local
reactions and selected adverse events within 4 days of vaccination with PEDIARIX adminigtered
concomitantly with a US-licensed Hib vaccine (Aventis Pasteur) at 2, 4, and 6 months of age. Dataon
adverse events were collected by parents using standardized diaries for 4 consecutive days after each
vaccine dose (i.e., day of vaccination and the next 3 days) with follow-up telephone cals made by study
personnel between days 1 and 3.
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Table 3. Percentage of Infantsin a US Lot Consistency Study With Solicited L ocal Reactions
or Selected Systemic Adver se Events Within 4 Days of Vaccination* at 2, 4, and 6 Months of
Age With PEDIARIX Administered Concomitantly With Hib Vaccine (ITT Cohort)

PEDIARIX & Hib

Dose 1 Dose 2 Dose 3
Local’ N =482 N =469 N = 466
Pain, any 30.5 254 23.0
Pain, grade 2 or 3 6.2 55 3.6
Pain, grade 3 1.2 0.6 0.6
Redness, any 25.3 32.6 35.6
Redness, >5 mm 9.3 104 8.6
Redness, >20 mm 0.6 15 13
Swdling, any 15.1 16.6 22.3
Swdling, >5 mm 6.8 6.2 6.4
Sweling, >20 mm 1.0 1.3 1.3
Systemic N =482 N =469 N = 467
Restlessness, any 28.8 30.3 28.5
Restlessness, grade 2 or 3 7.1 9.0 9.4
Restlessness, grade 3 1.0 11 0.6
Fever, 3 100.4°F 26.6 313 25.9
Fevert, >101.3°F 2.9 6.2 4.7
Fevert, >103.1°F 0.0 0.2 0.6
Fussiness, any 61.8 63.8 57.0
Fussiness, grade 2 or 3 14.9 21.5 171
Fussiness, grade 3 2.7 34 17
Loss of appetite, any 21.6 19.8 18.8
Loss of appetite, grade 2 or 3 31 3.2 2.4
Loss of appetite, grade 3 0.2 0.4 0.0
Seegping more than usud, any 46.7 31.8 28.1
Sleeping more than usud, grade 2 or 3 10.2 6.0 4.7
Segping more than usud, grade 3 1.7 0.4 0.6

N = number of infantsin the intent-to-treat (ITT) cohort (infants who received the indicated vaccine and
for whom at least one symptom sheet was compl eted).

Grade 2 defined as sufficiently discomforting to interfere with daily activities.

Grade 3 defined as preventing normd daily activities.

* Within 4 days of vaccination defined as day of vaccination and the next 3 days.

T Locd reactions at the injection site for PEDIARIX.

 Rectd temperatures.
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Post-dose 1 safety data are available from a US study initiated in December 2001, which was
designed to assess the safety of PEDIARIX administered concomitantly at separate sites with Hib and
pneumococca conjugate vaccines (Lederle Laboratories), relative to separately administered
INFANRIX, ENGERIX-B, IPV (Avertis Pasteur), Hib vaccine (Lederle Laboratories), and
pneumococca conjugate vaccine (Lederle Laboratories) at 2, 4, and 6 months of age. The study was
powered to evaluate fever >101.3°F. Enrollment for this study is complete, with 673 infantsin the
group that received PEDIARIX and 335 infantsin the separate vaccines group. Safety data following
the second and third doses are expected in 2003. Data for fever within 4 days following dose 1 (i.e,
day of vaccination and the next 3 days) are presented in Table 4.

Table 4. Percentage of Infantsin a US Coadminigtration Safety Study With Fever Within

4 Days of Dose 1* at 2 Months of Age With PEDIARIX Administered Concomitantly With
Hib Vaccine and Pneumococcal Conjugate Vaccine or With Separate Concomitant
Administration of INFANRIX, ENGERIX-B, IPV, Hib Vaccine, and Pneumococcal Conjugate
Vaccine

PEDIARIX, Hib, | INFANRIX, ENGERIX-B, | Separate Vaccine Group
& Pneumococcal | IPV, Hib, & Pneumococcal Minus Combination
Conjugate Conjugate Vaccine Group
(N = 667) (N =333
Fever' % % Difference (95% CI)
3 100.4°F 27.9 19.8 -8.07 (-13.54, -2.60)
>101.3°F 7.0 45 -2.54 (-5.50, 0.41)
>102.20F 2.2 0.3 -1.95 (-3.22, -0.68)
>103.1°F 0.4 0.0 -0.45 (-0.96, 0.06)
M.A.F 1.2 0.0 -1.20 (-2.03, -0.37)

N = number of infants for whom at least one symptom sheet was completed, excluding 3 infants for
whom temperature was not measured and 3 infants whose temperature was measured by the tympanic
method.

* Within 4 days of dose 1 defined as day of vaccination and the next 3 days.

T Recta temperatures.

T The group that received PEDIARIX compared to separate vaccine group p value <0.05 (2-sided
Fisher Exact test) or the 95% confidence interva on the difference between groups does not include O.
M.A. = Medicdly atended (avist to or from medica personnd).

In this study, medicd atention (avist to or from medica personne) for fever within 4 daysfollowing
vaccination was sought for 8 infants who received PEDIARIX (1.2%) and no infants who received
separately administered vaccines. Four infants were seen by medical personnel in an office setting; no
diagnogtic tests were performed in 2 of the infants and a complete blood count (CBC) was done in the
other 2 infants. Of 3 infants who were seen in an emergency room, al had a CBC and ablood and urine
culture performed; chest X-rays were donein 2 of the infants and a nasopharyngeal specimen was
tested for Respiratory Syncytid Virusin one of the infants. One infant was hospitaized for awork-up

17



PEDIARIXO
[Diphtheria and Tetanus Toxoids and Acellular Pertussis Adsor bed,
Hepatitis B (Recombinant) and I nactivated Poliovirus Vaccine Combined]

that included a CBC, blood and urine cultures, alumbar puncture, and a chest X-ray. All episodes of
medicaly attended fever resolved within 4 days post-vaccination.

In 12 clinicd trials, 5 deaths were reported in 7,028 (0.07%) recipients of PEDIARIX and 1 death
was reported in 1,764 (0.06%) recipients of comparator vaccines. Causes of death in the group that
received PEDIARIX included 2 cases of Sudden Infant Death Syndrome (SIDS) and one case of each
of the following: Convulsve disorder, congenit immunodeficiency with sepss, and neuroblastoma. One
case of SIDS was reported in the comparator group. The rate of SIDS among al recipients of
PEDIARIX acrossthe 12 trials was 0.3/1,000. The rate of SIDS observed for recipients of
PEDIARIX in the German safety study was 0.2/1,000 infants (reported rate of SIDS in Germany in the
latter part of the 1990s was 0.7/1,000 newborns).44 The reported rate of SIDS in the United States
from 1990 to 1994 was 1.2/1,000 live births.*> By chance aone, some cases of SIDS can be expected
to follow receipt of pertussis-containing vaccines™

Limited deta are available on the safety of administering PEDIARIX after abirth dose of hepatitis B
vaccine (see Table 5). In astudy conducted in Moldova, 160 infants received a dose of hepatitis B
vaccine within 48 hours of birth followed by 3 doses of PEDIARIX at 6, 10, and 14 weeks of age. No
information was collected on the HBsAg status of mothers of enrolled infants.
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Table 5. Percentage of Infantsin a Moldovan Study With Solicited L ocal Reactions or
Selected Systemic Adver se Events Within 4 Days of Vaccination* at 6, 10, and 14 Weeks of
Age With PEDIARIX Administered Concomitantly With Hib Vaccine Following a Birth Dose
of Hepatitis B Vaccine (ITT Cohort)

PEDIARIX & Hib
Dose 1 Dose 2 Dose 3

N 160 158 157
L ocal’

Pain, any 25.6 18.4 14.0
Pain, grade 3 3.1 0.6 19
Redness, any 41.9 41.8 47.1
Redness, >20 mm 1.9 2.5 4.5
Swdling, any 20.6 18.4 28.0
Sweling, >20 mm 4.4 2.5 7.0
Systemic

Restlessness, any 131 10.8 8.9
Restlessness, grade 3 1.3 0.6 0.6
Fevert, 3 100.4°F 14.4 11.4 5.1
Fever, >103.1°F 0.0 0.6 0.0
Fussiness, any 25.0 21.5 17.8
Fussiness, grade 3 2.5 0.6 0.6

N = number of infantsin the intent-to-treet (ITT) cohort (infants who received the indicated vaccine and
for whom at least one symptom sheet was completed).

Grade 3 defined as preventing norma daily activities.

* Within 4 days of vaccination defined as day of vaccination and the next 3 days.

T Locd reactions at the injection site for PEDIARIX.

T Rectal temperatures.

Although there was no comparator group who received PEDIARIX without a birth dose of hepatitis
B vaccine, available data suggest that some local adverse events may occur at a higher rate when
PEDIARIX isadminigtered after abirth dose of hepatitis B vaccine.

Aswith any vaccine, thereisthe possibility that broad use of PEDIARIX could reved adverse
events not observed in clinicd trids.
Additional Adverse Events: Rardy, an angphylactic reaction (i.e., hives, swelling of the mouth,
difficulty breething, hypotension, or shock) has been reported after receiving preparations containing
diphtheria, tetanus, and/or pertussis antigens.® Arthus-type hypersensitivity reactions, characterized by
severelocd reactions, may follow receipt of tetanus toxoid. A review by the IOM found evidence for a
causd relaionship between receipt of tetanus toxoid and both brachid neuritis and Guillain-Barré
syndrome.*® A few cases of demyelinating diseases of the CN'S have been reported following some
tetanus toxoid- containing vaccines or tetanus and diphtheria toxoid-containing vaccines, dthough the
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IOM concluded that the evidence was inadequate to accept or reject a causal relationship.® A few
cases of peripheral mononeuropathy and of crania mononeuropathy have been reported following
tetanus toxoid administration, athough the IOM concluded that the evidence was inadequate to accept
or rgect a causa relationship.

Postmarketing Reports: Worldwide voluntary reports of adverse events received for INFANRIX
and ENGERIX-B in children younger than 7 years of age since market introduction of these US-
licensed vaccines are listed below. Thisligt includes adverse events for which 20 or more reports were
received with the exception of intussusception, idiopathic thrombocytopenic purpura,
thrombocytopenia, anaphylactic reaction, angioedema, encephaopathy, hypotonic-hyporesponsive
episode, and alopecia for which fewer than 20 reports were received. These latter events are included
ether because of the seriousness of the event or the strength of causal connection to components of this
or other vaccines or drugs.

Body as a whole: Asthenia’, fever®®, lethargy®, maaise’, Sudden Infant Death Syndrome®™™®.

Cardiovascular system: Cyanosis**®, edema’, pallor®.

Gastrointestinal system: Abdomina pain®, anorexia®, diarrhesf™, intussusceptior™®, nausee’,
vomitingf™®.

Hematol ogic/lymphatic: Idiopathic thrombocytopenic purpura?™®, lymphadenopathy?
thrombocytopenia®®.

Hepatic: Jaundice”, liver function tests abnormal®.

Hypersensitivity: Anaphylactic reactiorf™, angioedema®, hypersensitivity®

Infections: Cdlulitis™

Injection site reactions; Injection site reactions™”®.

Musculoskeletal: Arthragia®, limb sweling®™®.

Nervous system: Convulsons™®, encephal opathy?, headache®, hypatonia®®, hypotonic-
hyporesponsive episode?, somnolence®™®.

Psychiatric: Crying™®, irritability?*®.

Respiratory system: Respiratory tract infectiort.

Sin and appendages: Alopecia®, erythema®™®, erythemamultiforme®, petechiae®, pruritis®™®, rast?*®,
urticaria®®.

Special senses: Ear pain®.

@ Fallowing INFANRIX.
® Following ENGERIX-B.
" Following either INFANRIX or ENGERIX-B.

These reactions were reported voluntarily from a population of uncertain Sze; therefore, it isnot
aways possible to rdiably estimate ther frequency or establish a causad relationship to vaccination.
Reporting Adverse Events: The Nationa Childhood Vaccine Injury Act requires that the
manufacturer and lot number of the vaccine administered be recorded by the healthcare provider in the
vaccine recipient's permanent medica record, aong with the date of adminigration of the vaccine and
the name, address, and title of the person administering the vaccine.*” The Act further requires the
hedlthcare provider to report to the US Department of Hedlth and Human Services viaVAERS the
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occurrence following immunization of any event set forth in the Vaccine Injury Table including:
Anaphylaxis or angphylactic shock within 7 days, encephaopathy or encephditis within 7 days, brachid
neuritiswithin 28 days, or an acute complication or sequelae (including desth) of an illness, disability,
injury, or condition referred to above, or any events that would contraindicate further doses of vaccine,
according to this prescribing information.*”*® The VAERS toll-free number is 1-800-822-7967.

DOSAGE AND ADMINISTRATION

Preparation for Administration: PEDIARIX contains an adjuvant; therefore shake vigoroudy to
obtain a homogeneous, turbid, white suspenson. DO NOT USE IF RESUSPENSION DOES NOT
OCCUR WITH VIGOROUS SHAKING. Ingpect visudly for particulate matter or discoloration prior
to adminigtration. After remova of the dose, any vaccine remaining in the vial should be discarded.

PEDIARIX should be adminigtered by intramuscular injection. The preferred Stes are the
anterolateral aspects of the thigh or the deltoid muscle of the upper arm. The vaccine should not be
injected in the gluted areaor areas where there may be amgor nerve trunk. Gluted injections may
result in suboptima hepatitis B immune response. Before injection, the skin a the injection site should be
cleaned and prepared with a suitable germicide. After insartion of the needle, aspirate to ensure that the
needle has not entered a blood vessd.

Do not adminigter this product subcutaneoudy or intravenoudy.

Recommended Schedule: The primary immunization seriesfor PEDIARIX is 3 doses of 0.5 mL,
given intramuscularly, a 6- to 8-week intervas (preferably 8 weeks). The customary age for the first
doseis 2 months of age, but it may be given sarting at 6 weeks of age.

PEDIARIX should not be administered to any infant before the age of 6 weeks. Only monovaent
hepatitis B vaccine can be used for the birth dose.

Infants born of HBSAg- positive mothers should receive HBIG and Hepatitis B Vaccine
(Recombinant) within 12 hours of birth at separate Sites and should complete the hepatitis B vaccination
series according to a particular schedule.® (See manufacturer's prescribing information for Hepetitis B
Vaccine [Recombinant]).

Infants born of mothers of unknown HBsAg status should receive Hepatitis B Vaccine
(Recombinant) within 12 hours of birth and should complete the hepatitis B vaccination series according
to aparticular schedule.® (See manufacturer's prescribing information for Hepatitis B Vaccine
[Recombinant]).

The adminidration of PEDIARIX for completion of the hepatitis B vaccination seriesin infants who
were born of HBSAg-positive mothers and who recelved monovaent Hepatitis B Vaccine
(Recombinant) and HBIG has not been studied.

Modified Schedules: Children Previously Vaccinated With One or More Doses of
Hepatitis B Vaccine: Infants born of HBSAg- negative mothers and who received a dose of hepdtitis
B vaccine at or shortly after birth may be administered 3 doses of PEDIARIX according to the
recommended schedule. However, data are limited regarding the safety of PEDIARIX in such infants
(see ADVERSE REACTIONS). There are no data to support the use of a 3-dose series of

PEDIARIX ininfants who have previoudy received more than one dose of hepatitis B vaccine.
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PEDIARIX may be usaed to complete a hepatitis B vaccination series in infants who have received 1 or
more doses of Hepatitis B VVaccine (Recombinant) and who are aso scheduled to receive the other
vaccine components of PEDIARIX. However, the safety and efficacy of PEDIARIX in such infants
have not been studied.

Children Previously Vaccinated With One or More Doses of INFANRIX: PEDIARIX
may be used to complete the first 3 doses of the DTaP seriesin infants who have received 1 or 2 doses
of INFANRIX and are aso scheduled to receive the other vaccine components of PEDIARIX.
However, the safety and efficacy of PEDIARIX in such infants have not been evauated.

Children Previously Vaccinated With One or More Doses of IPV: PEDIARIX may be
used to complete the first 3 doses of the IPV seriesin infants who have received 1 or 2 doses of IPV
and are adso scheduled to receive the other vaccine components of PEDIARIX. However, the safety
and efficacy of PEDIARIX in such infants have not been studied.

Interchangeability of PEDIARIX and Licensed DTaP, IPV, or Recombinant Hepatitis
B Vaccines: Itisrecommended that PEDIARIX be given for dl 3 doses because data are limited
regarding the safety and efficacy of usng acdlular pertusss vaccines from different manufacturers for
successve doses of the pertussis vaccination series. PEDIARIX is not recommended for completion of
the first 3 doses of the DTaP vaccination series initiated with a DTaP vaccine from a different
manufacturer because no data are available regarding the safety or efficacy of using such aregimen.

PEDIARIX may be used to complete a hepetitis B vaccination series initiated with a licensed
Hepatitis B Vaccine (Recombinant) vaccine from a different manufacturer.

PEDIARIX may be used to complete the first 3 doses of the IPV vaccination series initiated with
IPV from adifferent manufacturer.

Additional Dosing Information: If any recommended dose of pertusss vaccine cannot be given,
DT (For Pediatric Use), Hepatitis B (Recombinant), and inactivated poliovirus vaccines should be given
as needed to complete the series.

Interruption of the recommended schedule with a delay between doses should not interfere with the
finad immunity achieved with PEDIARIX. There is no need to start the series over again, regardless of
the time elgpsed between doses.

The use of reduced volume (fractional doses) is not recommended. The effect of such practices on
the frequency of serious adverse events and on protection againgt disease has not been determined.*

Preterm infants should be vaccinated according to their chronological age from birth.*°

PEDIARIX isnot indicated for use as abooster dose following a 3-dose primary series of
PEDIARIX. Children who have received a 3-dose primary series of PEDIARIX should receive afourth
dose of IPV at 4 to 6 years of age and afourth dose of DTaP vaccine at 15 to 18 months of age.
Because the pertussis antigen components of INFANRIX are the same as those componentsin
PEDIARIX, these children should receive INFANRIX asther fourth dose of DTaP. However, data
are insufficient to evauate the safety of INFANRIX following 3 doses of PEDIARIX.

Concomitant Vaccine Administration: Indinicd trids, PEDIARIX was routindy administered,
at separate sites, concomitantly with Hib vaccine (see CLINICAL PHARMACOLOGY). Safety data
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are available following the first dose of PEDIARIX administered concomitantly, at separate Stes, with
Hib and pneumococca conjugate vaccines (see ADVERSE REACTIONS).

When concomitant adminigiration of other vaccinesis required, they should be given with separate
gyringes and a different injection Stes.

STORAGE
Store PEDIARIX refrigerated between 2° and 8°C (36° and 46°F). Do not freeze. Discard if the
vaccine has been frozen. Do not use after expiration date shown on the labd.

HOW SUPPLIED
PEDIARIX is supplied as aturbid white suspension in sngle-dose (0.5 mL) vids and disposable

prefilled Tip-Lok® syringes

Sngle-Dose Vids
NDC 58160-841-11 (package of 10)

Singe-Dose Prefilled Disposable Tip-Lok& Syringes (packaged without needles)
NDC 58160-841-46 (package of 5)
NDC 58160-841-50 (package of 25)

Sngle-Dose Prefilled Disposable Tip-Loka Syringes with 1-inch 25-gauge BD SafetyGlide™
Needles
NDC 58160-841-56 (package of 25)

Sngle-Dose Prefilled Disposable Tip-Loka Syringes with 5/8-inch 25-gauge BD SafetyGlide™
Needles
NDC 58160-841-57 (package of 25)
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