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Trad! name of medicinal product

rix™
" Gualtalive and quantiative compositon
Erray Tletls B vacane i & stele suspension conaining the purifed maor sufae antige ofthe vius manufactured by recombinant ONA technolog.
adsorbed onto aluminium hydro
T antigen s produced by uture of genetically-enginered yeast cals (Saccharomyces cerevisias which cary the gene which codes fo the major surace antgen
ofthe hepats B virus (HEV). This et & surface antigen (HBSAg) exprssed n yeast cls s purfed by several physico-chemicl stes, T HBsAg assembles
spomneously,nthe abserce of shemial emen, i, spreria paricls of 20, m i avarage lametrconaning - lcosltedHEeAg plpepties and a
1pid malr conisting many ofprospholids Extensive tests have demonstrated that these partcles display the characteristic properties of natura
e aceine i ghy puried, and exceecsthe WHO requement mr Tecombinant hepatits 8 vaceins. No substances of numat orgin are used n s manifacture
20 g dos vaccn (1 G mi suspension) contains 20 pg
3 dose vaccine (in 0.5 mi suspension) contains 10 g HBSAG.
3 b maseuteal ot
Suspension for injection
4.- Glinical particulars
4.1 Therapeutic indications
Engeri™B s nicted foraie immuniaton aainst HBY infetion caused by all (oun subynes in subietsof al ages considared at s ofoxposur to HBY. It
gan be oxpeted tht epat D willlso be prevened by Immunisation with Engerx™- 2 hepait D (caused y e dla agent)does ot ocur i the absenc of
\epatitis B inf
Immunisation aﬁamsl he%alms B s expecod i the longtemt reduce ot oy te nidence of i isease, butlo s ahronic compliations such s chroni actve
Repatls B and hepatte B asociated ithos
In areas of low provaience of immunisation is particularly recommended for those belonging to groups identified at increased risk of infection (see below), however, universal
ot 1 et b sconts il orinu o o Comirl o SapmL B s oo B
In areas of intermediate and high prevalence of hepaitis B, with most of the population at risk of acauiring the HBV, the best strategy is to provide universal immunisation of neonates, infants,
Chiia S0 SOmESCAMS, 25 WE 1 SOUTe Do ARG 10 rabbé B IeTEaSEd 1ok of Macion,
 US Immurisation Practices Advisory Committee (ACIP) and the American Academy of Paediatrics advocate that the vaccination of new-borns and/or the vaccination of adolescents
i ihe optm stategy or thecontol of hepatts § i all countres
Groups identified af Increased risk ofinfection:
eaii Care Forsonnel.
. Pnlems s requently eceivng biood products.
Personnel and residents of institutions.
ersons at increased risk due 1o their sexual behaviour.
it users of aditive njectable aru
ravellers to areas with a high endemmliy of Hav.
* Infants bor of mothers who are A
* Persons originating fom areas wih a high erdemicity of HBY.
atients with sickle-cell anaemi
« Patients who are candidates for organ ransplantation.
ousao conacs of anyef e ahovsaroupe and fpalfedswith sl orchronle BV Inecion,
 Subject wih chroic v isease (CLD) or a ik o doveloping CLU (e.. Hopalis G vitus camris, persons who abuse alsohol).
 Qhos: Paie personnl. fire bgade personnel, amed forces LIS Iy A A ——
42 Doxage and matiod of dminsalon

le un ﬂnsu vaccine. The 20 g dose (in 1.0 ml suspension) is intended for use in subjects 20 years of age and olde
10 g dose vaceine. The 10 1g dose (in 05 mi suspension) s intended fr use n neonates, nfanis and chiren up toand including the age of 19 years.
Hoveer,the 20 g vaccinecan also be used n subjecs rom 11 years up 1o nd including 15 years of age s a 2-dose schedule in situations when there is a low risk of hepatitis B infection
clring the Vaccndion course and wnen Gomplance il he cormplets vaconalon course oan b sured (566 S6lion 5.1 SPhArMacoAyNaMI propertes).
P;‘I‘r‘nl immunisation schedule
- All subjects
70,5 months schedule give optimal protection at morth 7 and groduces high antibody tres.An accelerated schedule, with immunisaton at . 1 and 2 manths, il confr protection more
auicly and s expected to provide bettr patent comlince. it tis schedule, fourh dose should b adminslered al 12 months s ires afe the thid dose ae ower than those obtaned
the 0, 1, 6 months schedule. In infants this schedule will allow for simultaneous administration of hepatitis B with other childhood vaccines.

- Subjects 20 years of age and above

In exceptional circumstances, where an even more rapid induction of protection is required, e.q. persons travelling to areas of high endemicity and who commence a course of vaccination against
fiepatlis B wiin ane month pir 1o dparture, 3 schedule oftree niramuscular nections given at 0. 7 and 21 days may be sed. Winen (i schedul s appled,  fourtdose s recommended
12 monihsafe e firt dose (s seclion .1 Pharmacodynamic propetes’ fo seroconverson ats).
~Subjects from 11 years up fo and nclcing 15 years f

he 20 g vaceine thay be adminisered in Subects from 11 years 4o incluing 15 years of age accrding to 3 0.6 month schedule, Howeve,in his cas, protection against hepatls 8
infections may not be obtained uniil after the second dose (see section 5.1 “Pharmacodynamic properties"). Therefore, this schedule should be used only when there is a low risk of hepatiis B
infection durihg the vaccinaton Course and wnen Compition o he tio-dose vaGeTaoN Course can be assured I both condtons can ot be assured (for nstance patients undergoing
haemodialysis, travellers to endemic regions and close contacts of infected subjects), the three-dose or the accelerated schedule of the 10 jig vaccine should be used
- Patients with renal insufficiency including patients undergoing haemodialysis 16 years of age and above
The primary immunisation schedule for patients with renal insufficiency including patients undergoing haemodialysis is four double doses (2 x 20 pg) at elected date, 1 month, 2 months and 6
‘rﬂnl“h's ‘Vlcu‘mu/!lm date of the first dose. The immunisation schedule should be adapted in order to ensure that the anti-HBs antibody titre remains equal to or higher than the accepted protective
level o
- Patients with renal insufficiency including patients undergoing haemodialysis up to and including 15 years of age, including neonates

Pallenls w\lh rena\ Insnmcwncy, Includmu Danents undevqomg haemodialysis, have a reduced |mmnne respanse m hepatitis B vaccines. Either the 0, 1, 2 and 12 months or the 0, 1, 6 months

X7 sed on adut experince, vacaination with 3 igher dosage of antien may improve the immune résponse.  Gonsideraion should be given to

semmmca\ leslmu ollowing Vacomation Addiiona Goses o vacein may be needed 10 snsure @ protecive ant-Bs ove = 10 U1

; Kaown or presumed exposure fo

In ircumstances uhere exposu 0 HBV has recently occurred (eg needlestick with contaminated needle) the frst dose of Engerix™-B can be administered simultaneously with HBIg which
Roiever must b given at senara(e injection site (see section 4.5 “Interactions with other medicinal products and other forms of interaction”). The 0, 1, 2-12 months immunisation schedule
Shouldbe adised:
- Neonates born of mothers who are HBV carriers
The immunisaton wih Engenia™-5 (10 yg)of these neonates should start a birth, and one o th two immunisaton schedules haveto be fllowed. Eithr the 0, 1,2 and 12 months or the 0, 1
and 6 months schedule can be used: however, the former schedule provides a more rapid immune response. When available, hepatitis 8 immune globulins (HBIg) shouid be given simultangously
with Engerix™-B af a separate injection site s this may increase the protective efficacy.
Iness immunisaon schedules may be adusted to accommodate focal immuniation Dractices with regad to the recommended age of administration of athe chidhaod vaccines.

ooster
Th negd for a boosterdose in heathy individuals 1iho ha recived a fll primary vaccination course has not been established: owever, some offiil vaceination pogrammes curenty include
a recommendation for a booster and these should be
For hacmodialyss and ather mrmunocompromised patents e eSestr doses ar recommanded I order o ensurs an antibody level of 2 10 1U/.
Booster data are avallable. The booster dose is s well olrated a the primary vaceiation Gourse
ethod of adminisiration
Engeri™.8 should pe nected intramusculariy n the deltoid regon I adutsand clren o n the antarolaterltigh n neonates,infants and young chidren. Excepionllythe vacsine may be
administered suboutaneously in patients with thrombocytopenia or bieeding diso
Engeria™-B 00 10t bo Admitistreo i the butock or ntradermally Sincs s may resutin alowe immune response.
Contra-indications
Enuunx“‘ -5 should not be administered to subjects ith known hypersenitiiy to any component of the vaccin, or fo subects having shown signs of hypersensitity after previous
ministration

N ecron s not considered as a contra-indication for hepatitis B vaccination.
4.4 Special warnings and special precautions for use

s i othr vaccines, the adminiiraton o Engerix™-8 should b postponed i subjcts suferngfrom acute sever febrfe ness. Th presence of a minor infecton, however, is notacontra-
indication for immunisation.
Bacause ofthe ong incubation period of hepatis i 5 posibe for nrecogrised nfecton o b presentat the time ofimmunisaton. The vaccng may notprevent hepaiis B nfection in such

5 vaccine will ot prevent infecton caused by athe pathogens known t infec the live such as hepatis A, hepatis G and hepalls E vius,
e immune rspon f hepatf 8 Vaccines i rlateto a umber offactrs nluing older age mal gende,adesty. smokinghabits and raite of administration. In subicts who may respond
less well to the administration of the hepatits B vaccines (e.0. more than 40 Years of age etc.), additional doses may be considere
I patlnts wih ronal nsuficency inclading paions ondargaing haomocialy s, HIV mlected palnts and persons with an mparel immune syster, adequate anti-HBs antibody titres may not
e aptand atte he pimry IMMUNIation Gourse and such paients may terefore requre adminiation of addtonal d0ses of Vaceine. (ses séction 4.2 ~Posalogy” — Paterts with fenal
insuffiency ncludin patents uncergoing hzemodialyss
As with al Injectable vaccines, appropriate medical treatment and supervision should always be readiy available i case of rare anaphylactic reactions following the administration of the vaccine.
Engerix™-B should not be administered in the buttack or intradermally Since this may result in a lower immune response.
Engera™8 snould under o cumstances be aomimsteed ntavascuarh

vaccing, aprotective immune response may not be efcited in all vaccinges (see section 5.1 *Pharmacodynamic propertes”).
55 teraalon it olhy el roducieand ina ors of maracion
o simlansous sminsralon o Enjri™.8 v  tandard doss o 810 doss not esult in ower anti-HBs antiboy tires providd tha hey ars adminstered ot separats njction ses
Engerix™-8 can b gven concomtanty wih DTP. DT andor polo vaccines. i 15 it comenierly i an immunisation schems recommended by he county Heaith ALthory
ENJarix™-B can ais0 bo adminstered ogeiher wih Mmezsles-numps-rubel vacaines. Haemopius milinzae b vaceine, nepaits A vaccine and BCG,
Different injectabie vaccines should always be administered at different injection sites.
Inerchangeabilty of nepatis B vacines
Engerix™- s o complei  rmary imunsaton surse tated ither it s drvedorwith ot qenetl-enginered epais B vacies, o 25 booser dos in sulets
VT vty \Tceived a primary vith pl with o hepatits B vaccines.
4.6 Pregnancy and Laclation

Adequate human data on use during pregnancy and adequate animal reprodustion studies are not available.
However, as with all inactivated viral vaccines one does not expect harm for the foetus. Engerix™-B shotid be used during pregnancy only when clearly needed, and the possible advantages
Qutveigh the possil ks for the foeus
ac
‘Adequate human data on use during lactation and adequate animal reproduction studies are not available
No contra-nlcaton has been esiabsned.
4.7 Effects on ability to drive and use machi
The acoine s unlely o produce anefec on the abilly to drive and use machines.
Engerix™-B is generallg well tolerated.
The following undesirable effects, usually mild and transient have been reported following the widespread use of the vaccine. AS with other hepatitis B vaccines, in many instances, the causal
lationship with the vaceine has o been estalisred
Frequencles are repun

Very common: S
Common: 10, <1
{noommor: 111,000, <1/ 0

>1/m 000, <1/1,000)
1710000 incuiing isolated reports
pghuaugn site L‘ammu/v redness, pain, sweling at injection site
: Rare: fatigue, fever, malaise, influenza-like symptoms / Very rare: anaphylaxis, allergic reactions, including anaphylactoid reactions and mimicking serum sickness
oy e Very are: Syncope. nypntenso
ral ripheral nerve e: dizziness, headache, paresthesia / Very rare: parlaysis, neuropathy, neuritis (including Guillain-Barré syndrome, optic neuritis and multiple sclerosis),
El\cevhalms sncepha\cpamy, memnqms CDl\vulsmn
ﬁas\j_mm_a_uamﬂ nausea, vomiting, diarrhoea, abdominal pain
Very rare: thrombocytopenia
u_vg_aud_tumm_mmﬁare abnormal Iwermnctmnt sts
e artragia, yalgia | Very rar: arthits
Hsaieas R, ve/y Tare: ronchospasm ke symptoms
‘Skin and appendages: Rare ash, prunus, urtcaria Ve rare: angoedema, erythema muliforme
Vascular extracardiac: ulis
A AN ‘Sistem: Very rare ymphadenopath ¥
In 8 Comparatie Uil n SUDes from 11 ears Upto and inclucng 15 years ofage, the ncdence oflcaland general solced symptoms reported ater a two-dose regimen of Engera™-B 20
49,vas similr overal o that reporte afe the standard three-dose regimen of Engerix™-8 10 4g

tio appucam
5 - Pharmacological propert
&5 Pharmacoinamte pr v
Engera™§ iduces specic| humurzl antibodies against HBsAg (anti-HBs antibodies). An anti-HBs antibody titre above 10 1L/l correlates with protection to HBV infection.
+ Protective efficacy in risk groups
I el studies,  protective efiacy between 95% and 100% was demanstrated in neonates, chldren and adults at isk.
A95% pmmmwe effcacy was demonstrated in neonates of HBeAg positive mothers, immunised according to the 0, 1 and 2 or 0, 1 and 6 schedules without the concomitant administration of
il at B, Howeer, mufanaots sdminsrto o HE and vaoain st Dt nisas e protectie oficacy o 8%
<Setoconversion fae in healhy s
When the 0. and & month schedule i followed. > 96% of vaceinees have seroprotectiv Jvels of antbody 7 months afer th firstdos
When i 0, 1 nd 2 month primary schedue pus # fourth dose at Mo 1215 olowed. 15% A 89% of vaconees have seroposiiv lvel of antibody fespectivly one an three months after

he first dose,
One month after the fourth dose 96.8% of vaccinees achieved seroprotective levels of antibody.
For use in exceptional circumstances, the immunisation schedule of 0, 7 and 21 day vrlmary schedu\e plus a fourth at month 12 results in 65.2% and 76% of vaccinees having seroprotective
levels of antibody within 1 and 5 weeks VesFEclwely Qa\lewm? completion of the primary le. One month after the fourth dose 98.6% of vaccinees achieved seroprotective levels of antibody.
» Seroconversion rate in patients with renal insufficiency including patients unuemom% haemomalysls T8years of age and above

rimary immunisation of four aaume ﬂasss 12 X 20 yg) a slcted date, 1 month, 2 months and 6 months after the date of first dose results in 55.4 % and 87.1 % of vaccinees having
sempmlec(lvve levels of antibody d 7 months after tf

ative

kol g oroproamton s 15Phoh(amed e R— and schedules lgensed in subjectsfrom 11 years yp 1o and incuding 16 years of age:
vamnwaurs (%) P (%) - SP (%)
Engerix™-B 104g (0. 1, 6 months schedule) "G T3
Engerix™-B 204 (0, 6 months schedule) 113 264 9.7

« Reduction in the incidence of hepatocellular carcinoma in children

A sinicant educton i the inidence of heptogelular carinoma s been observed nchidren aged -14 years fllowinga atonwide heptits B vacainationin Taiwan, There was a significant
ecline in the prevlence of hepatits B antigen, the persistence of which is an essential factor in the development of hepatocellular carcinom:

3 Phamacakineti properties

ot applic

3 preclinical safty da

ptacals oy s e been performed.

4b

fominium hyaoxide, sodium chioride, sodium phosphate dinyrate, sodium dinydrogen phospriae, Poysorbate 20, wate fo necions.
yiose presetaions contain 2+ phenoxyethanol as preservativ

.2 Incompatibilities

gorc™. a' should not be mixed with other vaccines.

fis gupty date of th vaingisndcaed on the lbeland packaging
4 Special procautions for
o nd parflly used vias St e sloredat42°G 10 48°C.
atall sed vl mustbe used the same Gy
0 NOT FREEZE; dscard  vaccine has been ozen
dditional information on the stability
h follying expermenta data give an ndiaton ofth sty of the vaccines and arenot rscommendetions for storage (sse unde specia precautos for torage)
ngerix-8 as ben Kept n & 61igealor & 5°C (0 onths without significant loss of poter
TOET™B has bee kept i S7eC for  month i 957 o1 ot onthout 0o of o {mmunogenichy n man
.5 Nature and contents of cont
DErB 1 ELERIS) i plss il or glassprfiled syringes
T vilsand prefiled syringes are made ofneuta las ype | whih conforms t Eurapean Pharmacopoea Requiements
pon storage may preset a ne whie eposi with a clear colourless supernatant. Once shaken the vaccine is Slightly opaque.
1% rrocions o wsahanaling and ispoeal (oo
e vaccine shoult bs inspected wisual ot any 1reign paricuiate atter and/or coloration prorto adrminstrtion. Bfore use of Engerix™-B, the vacine shouldbe il shaken to btain a
slightly opaque, white suspension. Discard if the content appears othervi
nulidoss vl each dose should be taken wih a steile needie and syringe. As it other vaceines,  dose of vaceine should be withdrawn under trictasepti conditons and
recautions taken to avoid contamination of the contents.
n using a vial, use different needles to pierce the rubber stopper and to inject the vaccine.
For additional information please refer to the manufacturer

Engerix-B is a trademark





