Prescribing Information for a Registered Medical Practitioner

R
Hepatitis B VVaccine (rDNA) IP

+®
Revac-B

1.NAME 'TION OF PRODUCT

Revac-B" i a sterile suspension containing purified, non-infectious major surface antigen of Hepatits-B

virus and is manufactured by recombinant DNA technology. The antigen is adsorbed onto high affinity
translucent.

Revac-B"fulflls WHO Requi Hepatitis-B

Recombinant Technology

The Hepatitis-B surface Antigen (HBsAg) is produced in genetically engineered yeast cells of Pichia
pastoris which carry the gene that codes for the major surface antigen protein of the Hepatitis-B virus.
HBsAg expressed in yeast cells is purified by complex physical, chemical and biochemical processes. The
resuifant highy purfied surface anigen assembles spontaneously no sphercal paricles of an average
diameter of 20-24 in a lipid matrix. An extensive and rigorous

Revac-B*® from which one or more doses of vaccine have been removed during an immunization session
may be used in subsequent immunization sessions for up to maximum of 4 weeks, provided that all the
following conditions are met

« Theexpiry date has not passed

.
Before use, Revac-B"® should be well shaken to obtain a uniform, whiish translucent suspension. Vial
should be visually checked for the presence of any particulate matter or other coloration, if any, prior to ts

Ifin doubt, do not the vial
Revac-B’ “can be admmls(ered at the same time as BCG, DTP.OPV and measles vaccines that are
extensively gram (UPI). Revac-B**should always administered ata
differenting i (hee entof UPIvaccines.

Revac-B"® should notbe mixed with other vaccines.

NOTE: Because of the long incubation for hepatitis-B virus to manifest the symptoms, some subjects may
receive the vaccine while infection stays unrecognized. In such cases, the vaccine may not prevent the
onsetof hepatitis due to hepatitis-b virus.

Revac-B"®willnot prevent hepatits caused by otherviruses such as hepatits A, hepaiits C and hepatitis D
and other agents known toinfect iver,

R&D processes characterised and confirmed that these 20-24nm spherical particles resemble the natural 4,
HBsAg protein n their antigenic properties. The efficacy and safety of the formulated Revac-B"*is ensured o8 .
ihrough stringent adherence {0 the highest standards of bio-process conlrol and consistent Qualty Lhesim, ; Revach ande notresultnloverant
2 QUALITATIVEANDQUANTITATIVE COMPOSITION ;‘;;;f; m;;g:fugg;" dﬁg;‘&';’nf,”‘lyﬂ"" Haemophilus influenzae type b, BCG, "e"a‘,‘:‘SVA polic,
Each .5 mL contains D i
Hepaiis B surface Aniigen (HBSAG) 210 g Revac-B"® may be used to complete a primar ither with plasma-derived or
gel equivalent to Aluminum (AI”) 0.25mg with other genetically-engineered hepatits B vaccines, o, fitis desired to administer a booster dose, it may
Thiomersal IP 0.025 mg be administered to subjects who have previously received a primary immunisation course with plasma-
— derived or with other genefically-engineered hepalitis B vaccines
Phosphate buffered saline qst005mL s Lot
ra— - regnancy and Lactation
b) Composition: Each adult dose of 1.0 mL contains Roinevacanatonof pregnant uoren i ccombian Hegats B vacine s recommended due o
Hepalitis B surface Antigen (HBsAg) >20 g dat cts on the foetus. N forthe use of the vaccine in
“Aluminumhydroxide gel equivalent to Aluminum (A1) 05mg \actaung mothers. However the decision to |mm\'1n|ze pregnamand lactating mothers may be taken by the
Thiomersal IP 0.05mg °
4.7 Effect;
Phosphate bufiered saline qsto1.0mL ROveC.B™
3.PHARMACEUTICAL FORM: 4.8 Adverse Reactions
Suspension or Injection Revac-B"iswell olerated.
4.CLINICAL PARTICULARS Inflammation at the site of injection or a febrile reaction may be observed in some subjects. In rare cases of

4.1 Therapeuuclndlcatlons
Revac-B™ is indicated for immunization of persons against infection by Hepalits B virus and its common
to hepatitis C and D

post-vaccinal hypersensitiviy, the common symptoms that are quickly recognized by the physician are
dizziness, headache, nausea, abdominal pain fash, prurits, urticaria, arthralgia, myalgias and similar
associated symptoms and side effects.

types.
infection with hepatitis B virus.
Revac-B"® is recommended primarily for neonates, infants and young adults not only for the prevention of
the disease but also to protect them from probable hepatitis B, virus-induced carrier state, cirrhosis and
hepatocellular carcinoma. Inaddition, for various groups of individuals as listed below Revac-| B
immunizationis an essential requirement:

Healthcare personnel

improperly tested blood
Hemophiliacs and patients on hemodialysis.
Travelers to specified high endemic areas.
Residentsin high endemic area.
Persons in contactwith infected sexual partners
Drugaddicts
Personneland residents olwmmunuyhomesorhosle\s
hronic HBV infection

\nlants bornto HBV carriermothers.
Organ transplant recipients
Others:Police, armed forces and such other regimented personnel.
4.2 Posology, Schedule and Method of Administration
igimL adult and children above 10

s e e s s e s s

10pg/0.5mLi neonates, inf d
A. Primary immunization schedule:

for children:
1. AtBirth
2.At6 weeks of age
3.At6 months: The final (3° or 4" ) dose administered no earlier than age 24 weeks and at least 16 weeks
afterthefirstdose.
As per Universal Inmunisation Program, hepatitis B
10&14 weeks apart from birth dose.
Adults: Aninterval of 30 days given between the administration of the FIRST and SECOND doses, followed
bythe THIRD dose 180 days after the first dose.
B. Special recommendations:
o T toHB!
1*dose on selected date
2"dose30 days after the firstdose
3"dose60 days after the first dose
One booster 1 yearafter
Hepatitis B
«  Topersonsinvoluntarily exposed by accidentto HBV infection:

pentavalent vaccine at 6.

children and as adult dose for others.
I

P
1*dose of 40pig(2mL), on the first day

2"dose of 40pig(2mL), 30 days afterthe first dose

3"ose of40ug(2mL), 60 days after the firstdose

4'dose of 40g(2mL), 180 daysafier he irstdose

C. Method Of Administration

Revac-B should be ni i id region i inth Jateral
aspectof thi

Revac-B should not NOT he |mecled into the g\u(ea\ musdle. Ths fout of adrinistaton may resul in
Toweri

43 Con(ralndlcallons

Revac-B"® is generally well tolerated. However, the vaccine should not be administered or repeated to
e vaccine.

Avoid immunization during severe febrile \Hness
4.4 Special Warning/Precautions

Do o

Like al other vaccines, sup d ways be availabl

y
«  Epinephrine injection (1:1000) must be immediately available in case of an acute anaphylactic
reaction or y i
o T accination.
While using the multi-dose vial, care must be taken to use separate sterile syringe and needle for the
administration of every dose. Used multi-dose vial that contains remaining vaccine must be stored at the
recommended storage temperature and reexamined carefully prior to reuse. A multi-dose vial of

4.9Pre-Clinical &Clinical Trial Exp
A 60-day repeatdose non-clinical toxicity study in mice and guinea pigs were conducted is to obtain
information on the chranic toxiiy of hepatis 8 vaceine in mice and guinea pigs ater adminisiraton of the
vaccine b ntramuscular routedosing on 0, 7" and 14”cay. Food consumption, by weight, biochemical
hematology parameters were and all parameters normal. igns of pain, edema or
theresults, Revac-B™ was safe at the doses used

in chronictoxicity study in mice and guinea pigs.

A phase 3 clinical trial was conducted to study the reactogenicity and immunogenicity of yeast derived
Hepatitis B vaccine in 19
Day 30, Revac—B fe

It post to establish the safety of Revac-B* produced in
Plchla pasmns in 1185 subjects aged from less than 1 month to about 70 years. The adverse events
only seen were minor local reactions, such as pain at the site of injection. pruritus and systemic
reaclmns like fever (3.2%) within levels observed in similar stud\es earlier. This study thus conclusively
establishes that the recombinant Hepaitis B vaccine, Revac-| B"* produced in Pichia pastoris is safe all age
g the study.
A postr marke!mg study was conducted to evaluate safety and boosting effect in children receiving one
ster dose of Revac-B"® in subjects aged between 5 and 6 years Serum samples wee subjected o
ELISAlests (AUSAB) and th miUjmL. An increase in the antibod
than 1.0 mlU/mL to a value >1m\U ImLwas considered to be seroconverted. A four-fold increase in the titer
‘was considered significant. Atiter of greater than 10 mIU/mL is considered seroprotective. No unexpected
or untoward reactions have been reported.

Another posi-markefing study was conducted {0 evaluate salety and immunogenicity in nfants receiving

their first two doses of Revac-B"® on day 1 and day 30 in 282 subfect, aged betven 3 and € manlhs

Vaccine administration: . The mean ter 4 155,24 miU/mi.

Thephase 4 ludy i nfants proved e mmunogeny of Rsvac-B’“ ashighas 8% serocomerson 2
of

‘commerial vaccine.

Hepaits B vaccine (Revac-B') produced in b pasions by BharatBiotseh s sfe andimmunogenic n
childrenand adlts.

5.PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic Properties: NotApplicable
5: inetic Properties:
6.PHARMACEUTICAL PARTICULARS:
6.1Listof Excipients

required for vaccines.

. )
* Thiomersal IP

« Phosphate buffered saline
6.2 Incompatibilities: In the absence of compatibility studies, this medicinal product must not be mixed
with other medicinal products.
6.3ShelfLife: i the product.
6.4 Storage: Store a‘ +2°Cto +8°C.Shake well before use.Do not freeze. Discard if frozen. Keep out of
reach of children.
7. PRESENTATION: Revac-B" *is presented in USP P type 1 glas vial. The content upon storage may
presenta paq

AdultMulti dose:
8. SAFETY, STABILITY AND POTENCY Revac-B"® contains highly purified HbsAg in a formulation that

Experimental data both at the production and R&D laboratories, have shown the formulation to be stable
and potent for 36 months at +2°Cto +8°C

Exposure of vaccine to higher temperature at 37°C for 1 month & 45°C for 1 week did not resultin the loss of
its immunogenicty.
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Bharat Biotech Interational Ltd.,
(Genome Valley, Shameerpet Mandal, Medchal District - 500 078, Telangana, India.
v bharatbiotech.com, For complaints and suggestions,
For complaints and suggestions about the product, and any adverse event,
please email feedback@bharatbiotech.com or call on Toll free number 1800 102 2245
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