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I.I~~TITER@ 
Rx only 

DBSCRIP'l'ION 
Hactnophilus b Conjugatc Vacdnc (Diphtheria CRM19?Pmtcin Conjugatc) HibTITEIZ i s  a 
slcrile solution of a co~~juyitcof oligosaccl~aricles of tlw capsular antigcu of Hczernophil~rs 
inJlrtel~zactype b (Haemophilus b) and dipbtllcria C R M I ~ ~protein (CRMI97)dissolved in 0.9% 
sodium chloride. The oligosacoharides are dcrived fi.om highly purified capsular polysacchatidc, 
polyribosylribitol phosphate, isolated tioin ~laemophilus b strain Bagm grown in a chenlically 
dcfined mcdiu~n(a nlixture of mineral salts, atnino acids, and wfactors). The oligosuccllnridcs 
arc yurilicd and sizcd by diafiltrations througl-r a scries of ultrafiltration menlhrancs, and coupla1 
by reduotivo anlination directly to highly purified CRM197,1,2CRM197is a nontoxic variant of 
diphtllelia toxin isolatcd from cultures of Corynebacteriumdiphtheriae C7 (fJ197) grown In a 
casamiilo acids and yeast extract-based medium that is ultrafiltcrcd berora use. CRM197is 
purificd t11rnugl-i ultraliltration, mnionium sulfate prccipitdion, and ion-cxchange 
chromatography to high purity. The conjugate i s  purified to rcmovt: unrcacted protcin, 
oligosaccharides, and reagents; sterilized by filtration; and filled into vials. HibTITRR is 
intenndcd for in~ramuscular use. 

7'hc vaccinc is a clear, coIorless solution. Each singlc dose of 0.5 m1, is formulated to contaln 
10pg of purified Haemophilus b saccharldc and approxirnably 25 pg of CRl'v11g7protein. Tl~o 
potcncy of  Hib'l'ITRR is detsrnlincd by chcinical assay for polyribosylribitol. 

CltlNTCAL PHARMACOLOGY 
For sevetal dccades fIaemophilus iiflucltzae type b (Haelnophilusb) was the most common 
cause of invasivc bacterial discnse, including mcrlingitis, in young children in Ihc United Stotes, 
Although nonencapsulatcd II. inJluerrzne arc co~nrnonand six capsular polysncclla~ido types arc 
known, strains with the type b capsule causcd most of the invasive Haemophilus discases.3 

IIaarnophilus b discases occuwcd primarily in children undcr 5 years of ageprior to 
immunization with Ilucrrcophilus inflweizzac typo b vacdncs. 111the US, the cumulative risk of 
developing i~lvasivcMaeniophilus b discase during tile first 5 yews of life was cstininted to bc 
a b o ~ ~ t1 in 200, Approximately 60% of cases wcrc meningitis. Cellulitis, epiglottitis, peticarditis, 
pneumonia, sepsis, or septic a~thritismade up thc remaining 40%, An estimated 12,000 cnsos of 
Hacitlophilus b meningitis occurred a~lnually prior to t l~croutine usc of conjugate vacci~~cs ill 

toddlers,3,4 The n~ortality rate GW bc 5%, and neutologic sequclas havebccn vbscrved in up to 

38% of survivors.5 


Thc i~lddonccof invasive Hamiophilus b discme pcaks bettYocn 6 moilths uld 1ycar of age, and 
npproxiinatcly 55% of disease occurs bctwccn 6 and 18 months of age,3 Interpersonal 
transmission of Hac~nopkilusb occurs and risk of invmive disease is increased in childron 
younger than 4 years of ago who arc exposed in the household to npn'nirtry case of discast, 
Clustcrs of cnscs in childrc~lin day carc have bccn reportcd and rwcnt studies suggest i ta t  tlie 
rate of secondary cascs inay also be incrcascd olnong children cxposed to a primary case in tho 
duycarc settitlg.3,G 



Thc incidcncc of invasivo Haomophilus b disease is inartsascd in certain children, such as lhosc 
who arc native Americans, I~lack,or from lower socioewnomic status, and thosc with medical 
conditions suoh as asplenia, sickle cell disease, rnaligna~~cics associated with 
immunosuppression, aild antibody deficicn~y syndromes.3,4,6 

Thc proteclivc activity of antibody to Haemophil~~s b polysaccharidc was dcmonst~atd by 
passive antibody st~~dics  in animals and in childrcn with agaimaglobulinania or with 
llaemophilus b discascl and confi~mcd with thc cffioacy study of Hacmophilus b polysaccl~aride 
(HhPs) vaccinc.8 Data froin passivc antibody studies indicate that .t preexisting titer of antibody 
to HbPs of 0,15 1.rghjlu1. correlates wit11proteclion.9 Data from a Finnish field trial in childrcn 
18 to 7 1 months of age indicate that a titer of > 1.0 pg/mL 3 weela after vacdnntion is associnta-l 
with long-ten11 protcction.l0,11 

Linkage af Hacmnophitus b saccl~arides to a protein such as CRM197 CO~IV~?TLS thc s~ccharidc 
(HbO)to a T-dependent (ilbOC) antigen, n ~ ~ dresults in an enhanccd antibody responsa to tlle 
mcclmride in you~lg infants that primes for an marnncstic responsc and is prcdominmlly of the 
lgG class. 12 1,aboratory evidcncc indicates that tho native stato of the C R M I ~ ~protcin and. the 
use of oligosawharides in thc fonnulation of HibTlTRR enhances its immunogcnicity.13-15 

Prior lo licensuro, tho irnmunogc:cnicjty of IlibTITER was evaluatcd in US infmts and children. 15 
Infants 1 to 6 months of agc tit first immunization received three doses at aapproximatcly 2-montl~ 
intervals. 1 6 Childrcn 7 lo 1 1and 1 2 to 14months of age rcccived 2 doscs at the same intewal.15 
Childrcn 15 to 23 months of age reccivcd a sin& dose.17 Hibl'ITER was highly immunogenic 
in all age groups studied, with 97% to 100% of 1,232infants attalning titers of 21  pglrnL and 
92% to 100%for bactcricidal aclivity. 15-17 

Long-termpcrsistencc of the antibody response was observed. Morc than 80% of 235 infants 
who recoivccl threc doses of vaccine had an anti-HbPs antibody lcvel I 1  1idrnL at 2 ycars of 
age.18 

Thc vaccine gcncrated an i~mlurlercspoilse characteristic of a protoin ailtigal. IgG anti-HbPs 
antibodies of IgGl subclass predonlinatd and thc immune system was primed. for a booster 
response to HibTlTER. Thcre is sonlc cvidenw suggesting natural increases ill antibody levols 
over timc after vaccination, most probably the result of contact with Hacmophilus type b 
organisms or cross-reactive antigens. 18 These studics were carried out at a time when significant 
lcvds of H$cmophilus b disease wcrc still prcscnt in the community. 

Antibody gcncrated by HibTlTER has been found to havc high avidity, a ~neasurcof the 
fiu~ctional affinity of antibody to bind to anligcn. High-avidity antibody is morc potent than low- 
avidily antibody in scruln bactcricidal assays, 19 Tho contribution to clinical prote~9ion is 
unknown. 

Jmnrmogcnioity of IIibTITER was evaluated in 26 children 22 months to 5 years oFagc who had 
not respalcndcd to earlier vaccination with Hamnophilus b polysnccharIdc vaccinc. One dose of 
HibTlTBR was immunogcnic in all 26 cliildrcn and generated titers of 21  pg/mL in 25 oFt11c 
26 infalts.20 HibTI'I'ER has been round to be immullogenic in childrm with sicklo cell diseasc, 
R coliclition that may cause incrcwed susceptibility to Hacmophjlus b disease.21 EIibTITBR ha 



also bmn shown to be imtnunogm~icin naiivc Amdcan infants, sucl~ as the ginup of 50 dudicd 
in Alaska who rcccivud thrce doscs at 2,4, and 6 months of age.20 Antibody lcvcls achievod 
were wmparablc to t h ~ s c  scen in hcaltl~yUS infants who reccived thcir first dosc at 1 to 2 
montlu of age and s~~bscque~itdoscs at 4 to G ~nonthsof age.15,16,20 

I'ostlicmsuro surveillance of inlmunogei~icity was conducted during t11c distaibutio~l of tho first 
30 million doscs of HibTIl'ER and during the time pcriod ovcr which Hacmoyliilus b diseasc in 
chltdrcn 11s bccn decreasing significantly in weas of cxteiisiva vaccine usage.20,22-29 Ailcr 
three dascs, ti(crs ranged fro111 2-37 to 8.45 pdrn1. with 67% to 94% attaining 2 
1 plr/'nL.20,24,25 

Persisl-encc of antibody was cxalninecl in several cohorls of subjects that rwivcd either a 
selectcd con-rmcrcial lot or @at wcrc part of thc initial cffioa~ytrial in northc1.11 California. 
Gco~netricnrcan tilers for theso cohorts wcre be twm 0.51 and 1.96just prior to boosting at 
15 to 1 8 months. Thcse 101s ,notonly induced persistent antibody but also providcd effeclivc 
pliming for a boostcr dose wit11 oommerciat lots, with postboosting titers greatcr than 1.0 pg/niL 
in 80% to 97% of subjocts.20 

HibTLTBR (HbOC) was shown to be effective in a large-swle controlled clinical trial in a 
multiethnic population in norihcrn Cali rorni~comed out betwccn February 1988 and 
June 1990.30,31 Thcre were no (0) vaccinc failures in infants who raoivcd three doses of 
LlibTTTER and 12 cases of Hacmophilusb diseasc (G cases of meningitis) in ihc control group. 
The cstimatk o Pcfficscy is 100%(P = .0002) with 95% confidence intervals of 68% to 100%. 
Through tl-rc cnd of 1991,with an additional 49,000 pcrson-years of follow-up, there wcre still no 
cnscs of Hacnlophilus b disease in fully vaccinated infants less thas12 years of age.22.23 One 
casc of diseusc hns bean reported in a 3 112-ycar-old child who did not reccivc a boostcr dose as 
recommended. 

A coniparativc clinical trial was performed in Finland wherc approximately 53,000 infants 
recdvcd IlibTTTER at 4 and 6 months of age and a boostcr dose at 14 months in a trial 
conducted from Januay 1988t11roug.h Decembcr 1990, Only two children dovcloped 
Hacrnophilusb diseasc after recoivhg tlie two-dose primaly immunization schedule. Onc child 
bcca111o 111 ~t 15 months of agc and the othcr at IS tnontl~sof age; nesithcr child reccived tho 
scl~edulcdbooster at 14 months of age. No vaccinc failure has been rcyorted in children who 
receivcd the two-dose ptimary series and tlie booster dosc at 14months of age, Based on morc 
than 32,000 pcrsorz-years of follow-up time, thc cstirnatc of eFficacyis about 95% when 
compared to historical control groups followad betweell 1985 and 1988.20 Historical controls 
wmo used sincc all infants r e ~ e i v ~ done vf  two Ilaemophilus b conjugate vaccincs durirlg thc 

pcriod oPthc trial. 


Evidencc of efficacy postliccnBuro includcs sipifica~lt reductions in Hncmophilusb diseuse that 
arc closely :rssociated with itlcreases in the net doses of Hacmophilus b Conjugate Vaccina 
distributed in the US.20, 22-29 In the norlhcrn California Kaiser Pcrmanentc there has bccn a 
94% dccrense in EIae~~~ophilus in 1991 for children younger than 18months of diseasc iricidei~ce 
agc, comparcd to 1984-1988, when HibTITER was not available for this age group.22,23 
F\~rthernlorc, active survcillnnce by the Centcrs for Dismse Control anci Provcntio~l(CDC) has 
shoull a 71'?4dccreasc in Haenlophilus b disease in children less than 15rnontlls old, bctweon 



1989and 1991, which corresponds temporally and geographically with incr~casesin llct doses of 
klae~nophilusb conjugate vaccirle distributed In thc US.26 As with all vaccines, this conjugate 
vaccino camlot bc cxpocted to be 100% effective. There have been rarc reports to the Vaccinc 
Advorsc Event Reporting Systan (VABRS) of Hnen~ophilusb ~ ~ S E ~ S Cfollowing full primary 
immunization. 

JIVDICATIONSA N D  USAGE 
l-laemopllilusb Conjugate Vaccine (Diphtheria CRMI97 Protcii~ Conjugate) HibTITER is 
indicated for the irrullu~izationof childrcn 2 olonths tc) 71 months of age against invnsive 
disoascs caused by H. infllucnzn typo b. 

As with nily vaccine, HibTITER may not pmtcct 100% of individuals receiving the vacdnc. 

The Amcrical Acadcmy of Pcdiatri~s( A M ) ,the Advisory Committee on Irmnunization 
Practices (ACIP) and thc American Acadcrny of Family Physicians (AAFP) cncouragc the 
routine si~nultaneausadminislrationof Haemoptr ilus inJ7ucnz4etype 2, vaccit~cswith othcr 
ail~entlyrcco~mnendcdva~ci~lcs,but at different sitcs (see DRUG 
lNTERACTIONS).32,33,34,35 


CONTKAINDICArl'lONS 
Ilyperscnsitivity to any oo~nponc~~t of t11c vacoine, includilig diphtheria toxoid, is a 

contraindioation to the use of HibTITER. 


Thc occurrcncc of w allcrgic or anaphylactic reaction following a prior dose of 1Iib'TITER is a 
.. cot~traii~dicationto the usc of HibTIl'ER. 

WARNINGS 

HibTlTRlZ WILL NOT PROTECT AGAINST If,INFLUBNZAE OTHER THAN 1'YPE b 
STRAMS, NOR WILL HibTITOR I'ROTEC'I: AGAINST OTHER MICROOlZGANISMS 
'CHAT CAUSE MDNINGITlS OR SEPTIC DISEASE. 

AS WIT11 ANY JNTIWMUSCULAR INJECTION, IIibTITER SHOIJLDBB GIVEN WITH 
CAUTION TO INFANTS OR CHILDREN WITH THROMBOCYTOPENIA OR ANY 
COAGULATION DISOIWER, OR TO THOSE RECEIVING ANTICOAGULANT THERAPY 
(SEEDRUG I'NTERACTIONS). 

ANTlGENURlA HAS BEEN DETECTED FOLI,OWINCi RECEIPT OF HAOMOPHILUS b 
CONJUGATE VACCINE36 AND THEREFORE ANTIGEN DETECTION 1NURINE MAY 
NOT HAVE DTAGNOSTIC VALLIE! IN SUSPECTED HAEMOPHILUS b DISEASE WITHIN 
2 WEEKS OF IMMUNIZATION. 

T l ~ cvial stoppcr contains dry natural rubber that tnay cause 11yper$e11~itivityreactions when 
hnndlcd by or wheu the product is injccted into pcrsons with known or possiblo latex sensitivity. 

PRECAIJ'TTONS 
CENERAI, 

1. 	 CAI<@IS TO NE TAKEN BY TI-IE HEALTI-I CARE PROVIDER FOR SAFE AND 
EFFEC'T'IVEUSEOF THlS PRODUCT, 



2. 	 1'RIOR TO ADMINISTMTION OF ANY DOSE OF HibTITER, 'I'IIE PARENT OR 
WAEWIAN SIIOU1,D BE ASICED ABOUT ?'HEPERSONAL I.IlSTORY, FAMILY 
IITSTORY, AND RECENTHEALTH STATUS OF THE VACCINl3 RECIPIENT. THE 
HEALTH CARE PROVIDER SHOUI,D ASCERTAIN PRBVIOUS IMMUNIXATION 
HISTORY, CURRENT HEALTH STATUS, AND OCCURRENCE OF ANY 
SYMPTOMS AND/OR SIGNS 01'AN ADVERSE I3VRNT AFTER PREVIOUS 
IMMUNIZATION IN THE CHILD TO BE IMMUNIZED, IN ORDER TO 
DETERMINETHE EXISTENCE OF ANY CONTRAMDICA1'IC)N TO 
IMMUNIZATION WITH HibTITER AND TO ALLOW AN ASSESSMENT OF 
BENEFITS AND RISKS. 

3. 	 BEFORE 'rHE INJECTION OF ANY BIOLOGICAL, TkIE HEAL'TII CARE 
PROVIDER SHOULD TAKE ALL PRECAUTIONS KNOWN FOR THE 
PREVENTION OF ALLERGIC OR ANY OTkIER SIDE REACTIONS, This should 
include: a rcview OFthc patient's history rcgardiny possible sensitivity; t l ~ c  rcady 
availability of epinephrine 1:1,000and other appropriate agcnts used for control of 
irnmdiliate allergic reactions; and Q knowledge of the recent literature pertaining to uso o f  
tlwbiological conccrm~ed, including thc nature of side eFfccts and advcrsc reactions that 
may follow its use. 

4. 	 Chil(ket~with impair4 irnmunc resgonsiveness, whether duo to the usc of 
imnn~imosuppressivctherdpy (including irradiation, cortiwstcroids. ailimctabolites,' 
alkylating agents, and cytotoxio agonts), FI genctic defect, human iimmunodcficiency virus 
(HIV) infection, or othcr causes, may have rcduood antibocly response to activc 
immu~isationprodurcs.3 7,38 Dcfcrral of adtninistration of vaccinc may be considered 
in individuals receiving iinrnunosuppressivc therapy.37 Other goups should rewivo this 
vaccine according to the usual rccommcnded schcdule.37-39 (Sce DRUG 
JNTERACTIONS.) 

5. 	 Minor illnesscs, such as mi13 respiratory Infcctioiz with or witl~out low-Q-adc fever, arc 

not generally contraindications to vaccination. The docision to administer or dclay 

vaccination bccausc of a current or rcoent febrile illness depends largely on thc severity 

of thc symptoins and lhcir etiology. Tlie adtninistration of ~-I~~TITER@
should be 

postponed in subjects suffering kern acutc scvere febrilc illness. 


6. 	 This lxoduct is nclt contraindicatcd baed on the prescnce of human iinrnunodefioiency 

vhus infcction.40 


7. 	 As rcported with Hacnlophilus b polysaccharidc vaccinc, cases of H~emophilusb (iiseasc 
may occur prior to lhc onset of thc prolective effects of the vaccinc.3,41 

8. 	 The vaccirlc sl~ould not be injcctcd intradcrmdly, subcutai~eously, or intravei~ously s i n ~ e  
the safety and immt~irnogcnicityof thcsc routes have not bccn cvali~atcd.The vaccine 
should bo given intramuscularly. 



9. 	 A scparate stcrile syringo and needle or a s t d l c  disposable unit should bc used for cad1 
iadividual patient to prevcnt trcinsmission of infectious agents from ono person to 
m~otl~cr.Ne~11c.sshould bc dispostd ofproperly and should not be recapped. 

10. Spccial carc slloulcl bc takmto prevcnt injection into a bIood vcssel, 

11. The vaccine is to be administered im~uediatcly aflor being drawl1 up into a syringe. Single 
dose 0,5 mL vial contains no presccvative. Usc ono doso per vial; do not re-entcr vial, 
Discard unused portions. 

12. As will1 any vaccine, H~~TITER' may not protect 100% of Individuals rccoiving tho 
vaccine. 

ALTlIOIJGI.1 SOME ANTIBODY RESPONSE TO DIPHTI-IERIA TOXIN OCCURS, 
IMMUNIZA'I'ION WI'I'H HibTITER DOES NO'f SUBSTITUTE FOR ROUTJNE 
DIPI.I'l'HBRIAIMMUNTZATION. 

The vial stopper cor~tains dry natural rubber that may cause hypcrsel~sitivity reactions whcn 
handlcd by or when thc prodiict is injec;td into persons with known or possiblo latex sensitivity, 

I NI~ORMA'I'XONFOR PATINNT 
PRIOR TO ADMJNISTRATION OF HibTITER, HEALTH CARE PERSONNEL SHOULD 
INFORM THE:I'ARENT, GUAKL3IAN OK OTHER RESPONSTBLE ADULT, OF THE 
RECOMMENDED IMMlJNIZA'1'ION SCZ-IEDULBFOR PROTECTION AGAINST 
HAEMOPHILUS b DISEASE AND THE I3ENEFITS AND RISKS TO 'ITHE CHILD 
RRCElVINCITlIlS VACCME, GUIDANCE SHOULD BE PROVIDED ON MEASURES 'LO 
BE TAKEN SHOULDADVERSE EVENTS OCCUR, SUCHAS, ANTlPYRETlC 
MEASURES FOR ELEVATED TEMPERATURESAND TlIE NEEDTO REPORT 
AIIVERSE EVENTS TO THE HEALTIX CARE PROVIDER, Parcnts should be providcd with 
vaccinc infomlation parnplllets at the time of cadi vaccination, as statcd in tho National 
Cllildl~ood Vaccinc Injury Act.42 

PATIEN'I'S, PARENTS, OR C31JARJJIANSSI-IOULDBE INSTKUCTEI) TO REPORT ANY 
SERIOUS ADVEltSE REACTIONS TO THEIR HEALTH CAKE PROVIDER. 

DRUG JNTEUCTIONS 
Childrcn receiving therapy with ilnmunosupprcssive agcnts (largc anlounts of corticosteroids, 
mtimctabolitcs, alkylating agents, cytotoxic aga~ls) may not rcspond optimally to active 
it111nunizntion.37,38,39(See PRECAUTLONS, GENERAL.) 

As with othcr iinlrarr~uscular injcotions, Hib'rlTER sl~ould bc give11 with caution to childrcn on 
anticoagulant therapy. 

No imnpaimcm~t of tho nl~tibody responsc to the individual antigens was demonstrated whcn 
IlibTi'TER was givcn at tho same timc but at scparate sites as diphthcris tetanus pertussis vaccinc 
(DTP)plus oral polio vaccine (OPV) to children 2 to 20 month of age or nlcaqles-tnumps- 
nlbdla (MM R) to children 15 ;t: 1 month of agc.20,43,44 



Tirere arc no clinical studics whore a direct co~nparisoi~ of thc i~nmuncresponses to HibTITER 
was compared with the concuncnt administration of diphtheria and tetanus toxoids nnd ucollular 
pertussis vacdnc (DTaP), hepatitis B vaccilie (Hcp B), inactivatcd poliovil~~s vaccinc (IPV), 7-
valent Conjugate Vaccinc-Diphtheria CRMIg7Protein (Prcvaar), or Vuricclla vaccinc. Howcvcr, 
in clinioal trials wl~cto HibTITER and DTaP or HibTETEK, DTaP, IPV, and Hep B vaccines 
wcrc administered concunently with or witl~out Prevnar in children at 2,4, and 6 months of ago, 
thc percentage of dlildrsn achieving llib a~~tibody levcls of B.15or 3,Opg/nlL were 
sirnilar.45,46 In onc study where children 12-15 months of agc were administcrcd EL booster ~ O S C  

of HibTITHR concurrei~tly with DTaP md Prevnar, soino suppression of the Hib antibody 
rosponsc wus observed, but ovcr 97% of children achievcd titers of Y .O pg/mL.47,48 11owcvcr, 
in another study wlierc a boostcr dose of HibTrrER was ad~ninistercdto children at 12-15 
months of age concurter~tly with or wlthout Prcsvnar the pcrcentago of childI.cn achieving Hib 
antibody levels of 3 . 1  5 or 53,O pd111L was found to be similar,49,50 

Hib'l'ITER nncl DTaP adn~it~istertxi concurrently with and without Prev11a.r at 2,4, and 6, and 12- 
15 mot1lhs of age did not inrpair itllmunt responses to the seven Pneumococcal vaccine scmtypes 
in Prcvnar.47,48,51. $2 

Thore arc no clinical triaIs where thc local and systemic rct~ciogcnicity of HibTiTER was dircctly 
coniparcd with thc concurrent adniinistration of DTaP, Hep B, lPV, Prcvnar, or Vaicella 
vacdncs. 

Thc An~ericail A ~ a d c n ~ y  of Pcdiatlics (AAP), thc Advisory Committee on lmnunization 
Practices (ACTP) and the Anlcrican Academy of Family Physicians (AAFP) encourag? routinc 
simullsncous adrni~listratio~l of DTaP, LPV, ~Iacncophilusinfluenzne typc b vnccinc, 
l't'eurnou)ccal conjugate vaccinc, measlcs-muinps-rubella (MMR),varioella vaccine and 
hcpatitis B vaccine for children who arc the recornmendcd age to rcccive thcso vaccincs aod ibr 
whom no specific contraindications cxist at thc time of the visit, unless, in the judgment of the 
provider, complctc vaccination oC the child wilI not bc compromised by administering diffcrcnt 
vacci~~esat diflercnt visits. Simultmcous administration is puticu1atl.y important if the child 

might not rctun~for subsquc~lt vaccin~ti011~.32,33,34,35 


CARCINOGENESIS, MUTAGENESIS, IMPATRMENT OF FERTILITY 
HibTlTBR has not bcctl evaluatcd for its carcinogenic, mutagenic potential, or iinpairnlcnt o f  
fcrtility. 

PREGNANCY 
RUPRODUC'I'IVE STUDIES- PREGNANCY CATEGORY C 

Animal reproduction studies havc not becn conducted wit11 ILibTITER. It is also not known 
whcther HibTI'CER can cause fctal harm wlien admiilisiercd to a prcgirnnt woman or a n  affect 
reproduction capabi 1i ty. HibTI'I'ER is NOT rccommmded fir use a prcgnant woman. 

C;ERTATKIC USE 

This vaccinc is NOT rccomn~a~ded 
for use i n  adult populations. 



PEDIATlilC USE 
Thc safety and effectiveness of IiibTITER in chilclral bclow the agc of 6 wccks l~avenot been 
established. 

ADVERSE IIEACTlONS 
Advcrso reactions associated with lIibTITER have bccn evaluated in 401 i n f ~ ~ ~ t swho were 
vaccinated initially at 1 to 6 months of agc and wcrc given 1,118 doscs iildepcndcnt of DTP 
vaccine. Obscrvatlons wore made during tlle day of vaccination and days 1 and 2 
postvaccination. A icrnperaturc > 3S.3OC was recorded at lcast once during Qo observation 
petiod followi~g 2% of tlie vncci~mtions. Local erythema, wannth, or swelling (22 cm) was 
obscrved following 3-3%of vaccinatiol~s.The illcidcllceof tcmperaturc > 38.3OC was grcatcr 
during the first postvaccination day than during the day of vaccination or the sccond 
postvaccitl~tionday. The incidcnoe of local erythcrnn, warmth, or swclling was similar during 
the day of vtccin~tion and the first postvacclnation day; it was lawcr during thc second 
posivacoinotion day, All side effects have bccn infrqucnt, inild, and transient with no scrious 
scquclae (Table I) ,  No diffurencc in tho ratcs of thcsc complaints was rcpo~2ed a'ltcr dose 
I ,  2, or 3, 

TABLE f Numbcr of Subjects (Pcrccnt)Manifesting Sidc Effects Associated with HihTL'I'EH 

Administcrcd Irrdepcndently from DTP* (Inbuts Vnccinatcd initially at 1-6 Months of Agc) 


Dose 
2 

Same +l +2 Same +1 +2 Same +1 +2 

Day Day Day 

Sympton-rs As Day Days As Day Days As Day Days 
Vacc. Vacc. Vacc. 

Warmth 2 
2 cnl 1 1 0 



'I'ABLR 1Numl~crof Stibjccts (Pewccnt) Manlfustiug Side Effects Associated with HiblrTER 
Adniinistcred Independently from UTP* (Lnfnnts Vaccinated Initially at 1-6 Months of Agc) 

Dosc Dosc Dosc 
1 2 3 

n P  n e  n-
40 1 383 334 

San~e +1 +2 Same +1 +2 Sa~nc +I +2 
Day Day 

Synptoms As Day Days As ' Day Days As Day Days 
Vacc. Vacc. Vacc. 

1.2% < I %  < I %  < I %  < 1% - -
"DTP aid Hibl'ITFzR give11 2 wccks apart with DTP hnvlng been givcri first. 

Thc followii~gwnlplaints wero also obscrved afier 1,118 vacch~lations with HibTITER: 
.irrital>ility(1 33), sleepiness (91), prolonged crying [24 hours] (38), appetite loss (23),vomiting 
(9),diarrlloa (2), and rash (1). 

Additional safety data wit11 HibTITER arc av;.ilable from thc efficacy studies conducted in 
youilg infants.30Thcrc were 79,483 doscs given to 30,844 infants at approximately 
2,4, and 6 mollths of age in California, usually at the samo time as DTP p u t  at a separatc 
injection site) and OPV;approximately 100,000 doses have been given to 53,000 infants nt 
4 and 6 n~onthsin Finlarid at thc same tirnc as n combined DTP and inactivated polio (1PV) 
vaccine (but at a scparate injection sito). T11eratc and typc of reactions associatd with thc 
vaccinations wcrc no di Cfcrcnt from those secn when DTP or DTP-IPVwas ~ ~ i n i s t c r c d  a l o ~ ~ e .  
Thcsc in~liudcd fever, local reactions, rash, and one hyporesponsive episode with a single 
seizurc. The safcty oCHibTJTER was also evaluated in the Califoinia study by dircct pliono 
qucstioning of the poronts or guardians of 6,887 vaccine recipiclits. Thc incidencc and typc of 
side cffects rcported within 24 hours of vaccination wcre similar to thosc cited in TabIe 1. In 
addition, analysis of m~crgency room (ER) visits within 30 days ald hospitalization witl~in 
60 days nffor rcceipt or23,800 doscs of HibTlTER showcri no increase in the rates of any typc of 
ER visit or hospitalization. 

'I'ablc 2 dctails thc side etTects msociatcd with a single vaccination of IiibTJTER given (without 

DTP) to infants of 1.5 to 23 mo~iths of age. 


TAlRTB 2 Selectod Atlvcrsc Iterctions* in Childrcn of 15-23 M011rhsofAge Following Vaccination 
with X3ibTL'fER 



Reaction Yo 
Adverse Within Postvaccination 
Keaction Po. of Subiccts 24h At 48 h 

* The following cornplaints wcrc rel~ortcd, after vaccination of thesc 354 childrcn in lhc indioatcd 
number of children: diarrhea (9),volniting (5 ) ,  prolonged crying [>4 lzows] (4), ~ n drdshcs (2). 

Similar results have bccn obsetvd in the analysis of 2,285 subjccts of 18 to 60 months of age, 
vaccinated as part of rt postlnarkcting safely studyof HibTITER.20 Thew data werc collededby 
tclcphone survcy 24 to 48 hours postvaccination. Additional observations ilzoludcd irritability, 
rcstless slccp, and GI synlptonls (diarrhea, vomiting, and loss of appetite) in Ulc mvug that 
roccivcd HibTITER alonc. A causc and eCfcct relationship betwccn tlieso observalions and thc 
vaccinations has not bccn established. 

Post Approval Expol-icnce 

Thc following adverso rcaotions have been idelltitied durhgpost approval use of HibTlTRR. 

Bccause thcsc reactions are reported voluntarily f?om a population ofunccrtniii sizc, it is not 
always possible to reliably estimate their ficquency or establish a causal relationship to drug 
cxposurc. Decisions to iucludo these reactions in labeling arc typicallybased on one or rnorc of 
the following factors: ( I )  seriousness of the raaction, (2) frequency of reporting, or (3) strcnah 
of causal w ~ m c c t i o ~ ~  to thc vacdns for post marketing surveillance information. 

injection Site,Reactions 

lnjcctioil sitc reactions including hypersensitivity (including urticaria), induralion, inflammatio~l, 

mass, aid skin discoloration. 


Systemic Evonts 

Anaphylactold/maphylactic reactions (i~icluding shock), angionculvltic adcma, convulsions,53 

cryttlana multifonllc, facial edcnia, febrile seizures, Guillain-Ban6syndrolne,54hcadachc, hives 

(urticaria), hypersctlsitivity reaction, lcthargy, and malalsc. Also reported, h~yotoniaor 

hyporesponsive-Iin>otonio-episodes(in many instances perlussis-containing vaccinc was 

condministered). 

There havc been spontaneous rcpoits of apnoa in tcml>oral association with the administration of 
HibTITt!lt, In most cases Hib'I.1TBR was adrnini~tadconwmitantly with olhcr vaccincs 
incli~dingD'W, DTaP, hepatitis B vaccine, IPV, OPV,pneumococcal 7-v~lent conjugate vaccinc, 
MMR,andlor mcningococcal goup C conjugate vaccinc (not licensed in ihc US), In addition, in 



somc of the reports existing mehical conditions such as prematurity and/or history of apnw worc 
prcscnt. 

Reporting of Advctrse Reactions 
Any suspected adversc cvents following immunization sl~ould be reported by thc healthcarc 
professional to tho US Dopiirtnlcnt of Hcalth ~ n dHunlol~ Scrvices (DHHS). Tho National 
Vaccine Injury Compcllssltion Program rcquires that the manufaoturor and lot nuinbcr of thc 
vaccine administerxl be recordcd by thc heal tl~ciuc profissjonal in t11c vaccine recipient's 
yemlancnt inertical record (or in a porrnane111: ofice log or file). along with thc date of  
t't'ilministratiollof the vacci~lc3rd the nane,addrclss, and title of thc person administcdng the 
vaccine. Tho DIIHS has cstablishcd the Vaccine Advcrse Evont Reporting Systarl (VABRS) to 
acccpt all rcports of suspected advcrse evcnts after thc administration of any vuccinc, including 
but not limitcd to the reporting of events rcquirecl by thc National Childhood Virccinc Injury Act 
of 1986.42 The VAERS FDA wcb site is: 

Tho VAERS toll-fiee number for VAERS fotlnsnnd information is 600-822-7967, 

OW,RDOSAGE 
'Thcrc have becn rcporls of overdosc.with HibTlSBR. Many cases wcro due to inadvatci~t 

-eeadmitlistrution with another Haemophilus b conjugate-containing vaccine. Most individuals 
werc asymplomntic. Tn gcl~cral, advcrse events rcpoitd with overdosage havc also been rcportecl 
wilh rccommcndcd singlc doses of HibTITER. 

' DOSAGE AND ADMINISTRATION 
Hib'l'lTER is for lntramuscularuse only. 
Any parcnterul clrug product sllould bc inspectd visl~dly for particulate matter andlor 
djscoloration prior to administration whei~evtr sollition and co~ltoincr per~nit. If these conditions 
exist, or if cloudy, HibTlTER should not be administorcd. 

BeForo injection, tho skin ovcr the sito to be injcctcd should be cIemscd with a suitible: 
germicide. Aflcr insertion of the needlc, aspiratc to help avoid inadvertent injcctiotl into a blood 
vesscl. 

Tho vaccine should he injcctcd intramus~ularly, preferably into llle midlateral muscles of the 
thigh or deltoid, with carc to avoid major pcripheral ncrve trunks.Do not irljcct in thc gluteal 
arca 

The vaccinc is to bc adminisicrcd h~~mdia tc ly  seer bcing drawn up into a'syringo. Single dosc 
0.5 mL vial contahis no prmcrvntive. Use one dosc per vial; do not re-cntcr vial, Discard musod 
portions. 

'l'he vaccine is not to bc mixcd with othcr va~cincs/products in the samc syringe. 

HibTL'TERis indicatd for children 2 months to 71 months of ugc for the prcvcntion ofinvasive 
Ilnel~iopl~ilus of age, the inullunixing dose is thrco separntc b discasc. For irlfa~lts2 to 6 tnol~tlis 
injcctio~~s infatitsooF0.5 1n1,givcn at approximately 2-month intervals. Previously unvacci~~ntad 



from 7 tluougli 11 mol~ths of age should receivc two sqaratc injcctio~ls approximatcly 2 inonths 
apart. Children from 12 through 14 months of age who have not been vaccinated prcviously 
rcceivo one il~jectlon.All vncci~xated~l~ildrenrcceivc a singlebooster dosc at 15months oFagc 
or older, but not lcss than 2 mollths after the previous dose. Previously unvaccinatcd childtc~l 
15 to 71 months of age raccive u single injection of HibTITER.32,33 Prctcrm jlifants should bo 
vaccinated with I libTITER nccording to tllcir cl~ronologicd age, from birt11.32 

IXccommcndedlmmu~llizationSchedule 

Ago at First 
Jmmnnization (%lo2 Po.of Doses Boos tcr 

2 - 6  3 Yes 

7 - 11 2 Yes 

12 - 14 I Yes 

15 md over 1 No 

I~itemptionof the rccommonded schedules wid1 a delay bctween doscs does not interfcrc with 
the final i~rununityachieved nor does it necessitate startiilg tho sotics over again, regatdlcss of 
the length of iimc clapscd between doses,32,33 

Data support that klibTITER inay bc intercl~anged wit11 other Haernophilus i~flrconzaetype b 
conjugate vaccines for the primary imnlunization scries and booster dosc.55,56,57 

Each dose of 0.5 mL is fol.~llulal~d 	 b saccharide andto cohtain 10 pg of purified klnemopl~ilus 
approximatcly 25 pg of CRMlu7protein. 

STORAGE 
DONOT FREEZE.Storc rcfrigeratcd away from freczcr con~partments at 2OC-8°C (3G0P-46°F). 
Disoard iF lhc vaccino has been frozen-

IIOW SUPPLIED 
Vial, I Dosc (5 per package) -Product No. 0005-0 104-32 
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