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Components of PentacelComponents of Pentacel®®

and other DTaP Vaccinesand other DTaP Vaccines
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PentacelPentacel®® in 2008 Childhood Schedulein 2008 Childhood Schedule
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PentacelPentacel® Safety and ReactogenicitySafety and Reactogenicity

•• Comparable solicited local and Comparable solicited local and 
systemic adverse eventssystemic adverse events
•• Tenderness, swelling, rednessTenderness, swelling, redness
•• Increased circumferential swellingIncreased circumferential swelling

•• Comparable serious adverse eventsComparable serious adverse events
•• Comparable low rates of fever >38.5Comparable low rates of fever >38.5°°CC
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Study P3T06: Hib Seroprotection Rates Study P3T06: Hib Seroprotection Rates 
Post doses 3 and 4Post doses 3 and 4

Slide from FDA, VRBPAC January 2007Slide from FDA, VRBPAC January 2007
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Study 494Study 494--01: Hib Seroprotection Rates 01: Hib Seroprotection Rates 
Post doses 3 and 4Post doses 3 and 4

Slide from FDA, VRBPAC January 2007Slide from FDA, VRBPAC January 2007
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PentacelPentacel®® Indications and UseIndications and Use
•• Licensed for ages 6 weeks through 4 yearsLicensed for ages 6 weeks through 4 years
•• Indicated for ages 2, 4, 6 and 15Indicated for ages 2, 4, 6 and 15--18 months18 months

•• Minimum dose 1 Minimum dose 1 –– 2 interval 4 weeks 2 interval 4 weeks 
•• Dose 3 not before age 14 weeks  Dose 3 not before age 14 weeks  
•• Dose 4 as early as 12 months if clinician Dose 4 as early as 12 months if clinician 

feels missed opportunity to vaccinate and if feels missed opportunity to vaccinate and if 
six months since dose 3six months since dose 3

•• CoCo--administration at separate injection sitesadministration at separate injection sites
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Polio InterchangeabilityPolio Interchangeability

•• Routine polio immunization is Routine polio immunization is 
recommended at 2, 4, 6recommended at 2, 4, 6--18 months, 18 months, 
and 4and 4--6 years (school entry)6 years (school entry)

•• Pentacel may be used for 1 or more Pentacel may be used for 1 or more 
doses in children who have received 1 doses in children who have received 1 
or more doses of another IPV vaccineor more doses of another IPV vaccine

•• Pentacel at 2, 4, 6, 15Pentacel at 2, 4, 6, 15--18 months would 18 months would 
provide 4 valid doses of IPV when an provide 4 valid doses of IPV when an 
accelerated schedule is neededaccelerated schedule is needed
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DTaP InterchangeabilityDTaP Interchangeability

•• “…“…whenever feasible, the same whenever feasible, the same 
manufacturermanufacturer’’s DTaP product should s DTaP product should 
be used for the primary series but that be used for the primary series but that 
vaccination should not be deferred if vaccination should not be deferred if 
the specific DTaP vaccine brand the specific DTaP vaccine brand 
previously administered is unavailable previously administered is unavailable 
or unknown.or unknown.””

MMWR 1999 Combined Vaccine StatementMMWR 1999 Combined Vaccine Statement
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Special Population ConsiderationsSpecial Population Considerations
•• American Indian/Alaskan Native American Indian/Alaskan Native 

(AI/AN) children increased risk for Hib (AI/AN) children increased risk for Hib 
disease during first 6 months of lifedisease during first 6 months of life

•• PRPPRP--OMP Hib vaccine leads to more OMP Hib vaccine leads to more 
rapid seroconversion to protective rapid seroconversion to protective 
antibody concentrations in first 6 antibody concentrations in first 6 
months of lifemonths of life

•• Failure to use PRPFailure to use PRP--OMP vaccines OMP vaccines 
associated with excess casesassociated with excess cases

•• ““it may be prudent for clinics that it may be prudent for clinics that 
serve predominantly AI/AN children to serve predominantly AI/AN children to 
use only PRPuse only PRP--OMPOMP--containing Hib containing Hib 
vaccines.vaccines.””
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Proposed Notice to ReadersProposed Notice to Readers

•• FDA Licensure of Diphtheria and FDA Licensure of Diphtheria and 
Tetanus Toxoids and Acellular Tetanus Toxoids and Acellular 
Pertussis Adsorbed, Inactivated Pertussis Adsorbed, Inactivated 
Poliovirus and Haemophilus b Poliovirus and Haemophilus b 
Conjugate (Tetanus Toxoid Conjugate) Conjugate (Tetanus Toxoid Conjugate) 
Vaccine (PentacelVaccine (Pentacel®®) in Infants and ) in Infants and 
ChildrenChildren
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Thank youThank you
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http://www.fda.gov/cber/products/pentacel.htmhttp://www.fda.gov/cber/products/pentacel.htm

AntiAnti--PRP Seroprotection Post Dose 3 in PRP Seroprotection Post Dose 3 in 
Pentacel Prelicensure StudiesPentacel Prelicensure Studies

(Adapted from Table 5 of Product Insert)(Adapted from Table 5 of Product Insert)
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*Percent achieving specified *Percent achieving specified 
level following Pentacel vaccine level following Pentacel vaccine 
not inferior to ActHIB vaccine not inferior to ActHIB vaccine 
[upper limit of 90% CI for [upper limit of 90% CI for 
difference in rates (ActHIB difference in rates (ActHIB 
minus Pentacel) <10%]minus Pentacel) <10%]
†† NonNon--inferiority criterion not inferiority criterion not 
met for percent achieving antimet for percent achieving anti--
PRP PRP ≥≥1.0 1.0 μμg/mL following g/mL following 
Pentacel vaccine relative to Pentacel vaccine relative to 
ActHIB vaccine [upper limit of ActHIB vaccine [upper limit of 
90% CI for difference in rates 90% CI for difference in rates 
(ActHIB minus Pentacel), (ActHIB minus Pentacel), 
12.9%, exceeds the non12.9%, exceeds the non--
inferiority criterion <10%]inferiority criterion <10%]
‡‡ NonNon--inferiority criterion not inferiority criterion not 
met for GMC following Pentacel met for GMC following Pentacel 
vaccine relative to ActHIB vaccine relative to ActHIB 
vaccine [upper limit of 90% CI of vaccine [upper limit of 90% CI of 
GMC ratio (ActHIB/Pentacel), GMC ratio (ActHIB/Pentacel), 
2.26, exceeds the non2.26, exceeds the non--inferiority inferiority 
criterion <1.5]criterion <1.5]
§§ NonNon--inferiority criterion not inferiority criterion not 
prepre--specified. specified. 
** Percent achieving specified ** Percent achieving specified 
level following Pentacel vaccine level following Pentacel vaccine 
not inferior to ActHIB vaccine not inferior to ActHIB vaccine 
[upper limit of 95% CI for [upper limit of 95% CI for 
difference in rates (ActHIB difference in rates (ActHIB 
minus Pentacel) <10%]minus Pentacel) <10%]
†††† GMC following Pentacel GMC following Pentacel 
vaccine not inferior to ActHIB vaccine not inferior to ActHIB 
vaccine [upper limit of 90% CI of vaccine [upper limit of 90% CI of 
GMC ratio (ActHIB/Pentacel) GMC ratio (ActHIB/Pentacel) 
<1.5]<1.5]

http://http://www.fda.gov/cber/products/pentacel.htmwww.fda.gov/cber/products/pentacel.htm
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Pentacel and Pertactin, Study 494Pentacel and Pertactin, Study 494--0101

Slide from FDA, VRBAC January 2007
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Summary of Immunogenicity and Summary of Immunogenicity and 
Reactogenicity StudiesReactogenicity Studies

•• Adverse events similar to those observed Adverse events similar to those observed 
following separately administered vaccinesfollowing separately administered vaccines

•• NonNon--inferiority demonstrated for DTP inferiority demonstrated for DTP 
componentscomponents

•• NonNon--inferiority for Hib component shown in two inferiority for Hib component shown in two 
of three major studiesof three major studies

•• Immunologic responses following Dose 3 and 4 Immunologic responses following Dose 3 and 4 
similar to those following separately similar to those following separately 
administered component vaccinesadministered component vaccines
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Pentacel Clinical Studies for US LicensurePentacel Clinical Studies for US Licensure††

Total number of Pentacel recipients:     Total number of Pentacel recipients:     71467146

NN PENTACELPENTACEL

P3T06P3T06 Pentacel vs. Standard of Care (SC) Pentacel vs. Standard of Care (SC) 
(DAPTACEL, IPOL, ActHIB) (DAPTACEL, IPOL, ActHIB) 1939 1939 485 485 

M5A07M5A07 Interaction with PrevnarInteraction with Prevnar
(Infant Series)(Infant Series) 11661166 11661166

494494--0101 Lot consistency, Pentacel vs. Lot consistency, Pentacel vs. 
Formulation Equivalent (FE) Formulation Equivalent (FE) 
(HCPDT, Poliovax, ActHIB)(HCPDT, Poliovax, ActHIB)

35383538 25062506

494494--0303 Interaction with Prevnar, MMR and Interaction with Prevnar, MMR and 
Varivax vaccines (4Varivax vaccines (4thth Dose) Dose) 12071207 12071207

5A99085A9908 Administration at 15Administration at 15--16 vs. 1716 vs. 17--1818
months of agemonths of age 17821782 17821782

††All subjects who received at least one doseAll subjects who received at least one dose

Slide from spSlide from sp
presented at VRBAC January 2007presented at VRBAC January 2007
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Study 494Study 494--01: Anti01: Anti--PRP Levels PostPRP Levels Post--dose 3dose 3

PentacelPentacel
N = 1127N = 1127

ActHIBActHIB
N = 401N = 401 NonNon--inferiority analysesinferiority analyses

AntiAnti--PRPPRP ActHIB ActHIB –– Pentacel   Pentacel   
((90% CI)90% CI)11

% % >>0.15 0.15 ug/mLug/mL 95.4 95.4 98.3 98.3 2.872.87 (1.38, 4.36)(1.38, 4.36)

% % >>1.0 1.0 ug/mLug/mL 79.1 79.1 88.8 88.8 9.639.63 (6.36, 12.90)(6.36, 12.90)

ActHIB/PentacelActHIB/Pentacel
((90% CI)90% CI)22

GMCGMC 3.193.19 6.236.23 1.951.95 (1.68,(1.68, 2.26)2.26)

11NonNon--inferiority: UL 90% CI difference <10%inferiority: UL 90% CI difference <10%
22NonNon--inferiority: UL 90% CI ratio <1.5inferiority: UL 90% CI ratio <1.5

Slide from FDA,Slide from FDA,
VRBAC January 2007VRBAC January 2007
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Study 494Study 494--01 and Study P3T06 01 and Study P3T06 
Exploratory analysis: PRP Ab levels preExploratory analysis: PRP Ab levels pre--dose 4dose 4

AntiAnti--PRPPRP Study 494Study 494--0101 Study P3T06Study P3T06

PentacelPentacel
(n=829)(n=829)

ActHIBActHIB
(n=276)(n=276)

PentacelPentacel
(N=335)(N=335)

ActHIB*ActHIB*
(n=323)(n=323)

% % 
>>0.15ug/mL0.15ug/mL

(95% CI)(95% CI)

68.668.6
(65.4, 71.8)(65.4, 71.8)

80.880.8
(75.6, 85.3)(75.6, 85.3)

65.465.4
(60.0, 70.5)(60.0, 70.5)

60.760.7
(55.1, 66.0)(55.1, 66.0)

*Study P3T06 Group 1 (DAPTACEL + ActHIB)*Study P3T06 Group 1 (DAPTACEL + ActHIB)

Slide from FDA, Slide from FDA, VRBAC January 2007VRBAC January 2007
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