Prescribing Information for a Registered Medical Practioner

®Hepatitis B Vaccine (rDNA) IP

Revac-B*®

1. NAME AND DESCRIPTION OF THE MEDICINAL PRODUCT

Revac-B™ is a sterile suspension containing purified, non-infectious major surface antigen of Hepatitis-B.
virus and is manufactured by recombinant DNA technology. The antigen is adsorbed onto high affinity
aluminum hydroxide gel molecules and hence the suspension appoces ‘white or almost white, translucent
liquid. Free by

Revac-B"fulfills WHO i Hepatitis-B Vaccir NAtechi

Recombinant Technology

The Hepalitis-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
resutant highly purfied surface anligen assembles sponaneousy into spherical paricls of an average
diameter of 20-24 ina lipid matrix. d rigorous
R&D processes characterised and confirmed that these 20-24nm spherical particles resemble the natural
HBsAg protein in their antigenic properties. The efficacy and safety of the formulated Revac-B " is ensured
through stringent adherence to the-highest standards of bio-process conrol and consistent Qualty

usedin

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
a)Composition: Each pediatric dose of 0.5mL contains

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
Revac-B"* from which one or more doses of vaccine have been removed during an immunization session
ay 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, whitish translucent suspension. Vial
should be visually checked for the presence of any particulate matter or other coloration, if any, prior to its
administration. Ifin doubt, do not use the contents of the vial.

Revac-B' “can be administered at the same time as BCG DTP, OPV and measles vaccines that are
extensively used in the Universal
differenti the eventof ith UP\vamnes

Revac-B"® should not be 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
onset of hepatitis due to hepatitis-b virus.

Revac-B"®will not prevent hepatitis caused by other hepatitis A, hepatitis C itis D
and other agents known toinfect liver.

4 . o

T Revac-B'“anda anti-
HBs that i i

ither with pl de d or

Hepatitis B surface Antigen (HBsAg) 210 pg Revac-B™ can be given concomitantly with Haemophilus influenzae type b, BCG, hepalms A, polio,
measles, mumps rubella, diphtheria, PV)

Aluminum Hydroxide Gel equivalent to Aluminum (AI”™") 0.25mg oi difierent

Thiomersal IP 0.025 mg Revac-B"® may be used to complete a primar

Phosphate Buffered Saline gs.t005mL with other genetically-engineered hepatits B vaccines, o, iftis desired to administer a booster dose, it may

b) Composition: Each adult dose of 1.0 mL contains

be administered to subjects who have previously received a primary immunisation course with plasma-
derived or with other genetically-engineered hepatitis B vaccines

4.6Preg y actation

Hepaitis B surface Antigen (HBsAg) 220 g Routine vaccination of pregnant women with recombinant Hepatitis-B vaccine is not recommended due to
inadequate data on its effects on the fetus. No contraindication was recorded for the use of the vaccine in
Aluminum Hydroxide Gel equivalent to Aluminum (AT™) 0.5mg Jactating mothers. However,the decision to immunize pregnant and lactating mothers may be taken by the
Thiomersal IP 0.05mg physician in the context of case specific high-risk factors.
Phosphate Buffered Saline q.s.to1.0mL 4.7Effects on Ability to Drive and U@;e Machines
Revac-B*onthe abillty

3. PHARMACEUTICAL FORM: Suspension for injection. White or almost white, transparent liquid. Free
from particulate matter by visual observation.

4.CLINICAL PARTICULARS

44 Therapeutic Indications
Revac-B s ndcate for immunizaton of persons against nfecton by Hepatis B virus nd s common
sub type to hepatitis Cand D

infea\on 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. In addition, for various groups of individuals as listed below Revac-B'
immunization s an essential requirement

Healthcare personnel

improperly tested blood
Hemophiliacs and patients on hemodialysis.
Travelers to specified high endemic areas.
Residentsin high endemicarea.
Personsin contact with infected sexual partners.
Drug addicts
Personne\ and residents Omemumiyhomesorhoste\s
chronic HBV infection

\nVanIs bornto HBV carrier mothers.

Organ transplant recipients

Others: Police, armed

4.2Posology,

20pg/mLi adult i ¥ 9
10ug/0.5mL neonates,

A. Primary immunization schedule:

s e s s e s s 00

children:
1.AtBirth
2. At6weeksofage
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  hepaitis B vaccine s provided /accine at6.
10& 14 weeks apart from birth duse
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:
. to
1*dose on selected date
2"dose30 days after the first dose
3"dose60 days after the first dose
One booster 1 yearafter
Hepatitis B i dvice from
«  Topersonsinvoluntarily: exposed by accidentto HBV infection:

cmldren andas adultdose for others.

. patients will requi p
1“dose of40 pg (2mL), onthe first day
2dose of 40 g (2mL), 30 days after the first dose
3“dose 0f 40 ug (2mL), 60 days after the first dose:
4"dose of 40 pg (2mL), 180 days after the first dose

C.Method Of Administration

Revac-B’
aspectofthighin neunates infants and young children.

Revac-B™ should not NOT be injected into the gluteal muscle. This route of administration may result in
loweri . Under R B should b i

i region in aduits and in the Antero-lateral

4.3 Contraindications
Revac-B™ is generally well tolerated. However, the vaccine should not be administered or repeated to

Avoid immunization during severe febrileness.
4.4Special Warning/Precautions

e Do or

o Likeallother vaccines, i i lablg

o Epinephrine injection (1:1000) must be immediately available in case of an acute anaphylactic
reaction or of the vaccine.

o Th i i isi atleast. /accination.

Front

4.8 Adverse Reactions

Revac-B*“iswelltolerated.

Inflammation at the site of injection or a febril ction may be obs d i of
post-vaccinal hypersensitviy, the common symptoms that are quickly recognized by (he physician are
dizziness, headache, nausea, abdominal pain, rash, prurits, urticaria, arthralgia, myalgias and similar
associated symptoms and side effects.

4.9 Pre-Clinical &Clinical Trial Experience

A 60-day repeat dose non-clinical toxicity study in mice and guinea pigs were conducted is to obtain
information on the chronic toxicity of hepalms E vacone inmice and guinea pig afer acmiistraion ofthe
vaccine by 4" day. F body weight, biochermica,
hematology p No detectable signs of pain, edema or
the resu\is‘ Revac-B” was safe at the doses used

in chronic toxicity study in mice and guinea pigs.

A phase 3 clinical trial was conducted to study the reactogenicity and \mmunogemcny of yeast derived

Hepa(ms Bvaccine in 196 hea\lhx adu\ls
Day30,

Amult post to establish the safety of Revac-B* produced in
Pichia pastoris in 1185 sumecls aged from less than 1 month to about 70 years. The adverse events
commonly seen were minor local reactions, such as pain at the site of injection. Pruritus and systemic
reactions like fever (3.2%) within levels observed in similar studies earlier. This study thus conclusively
establishes that the recombinan Hepaiis B vaccine, Revac-B"* produced in Pichia pasiori i safe all age
g the study.

A post-marketing study was conducted to evaluate safety and boosting effect in children receiving one

booster dose of Revac-B" in subjects aged between 5 and 6 years. Serum samples were subjected to

ELISAtests (AUSAB) and the JimL.An

than 1.0 mlU/mL to a value >1mIU /mL was considered to be seroconverted. Afour-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 post-marketing study was conducted to evaluate safety and immunogenicity in nfants receiving

their first two doses of Revac-B* on day 1 and day 30 in 282 subjects, aged between 3 and 6 months
‘e mean fiter: from 0.47 mIU t0 155.24 miU/mL.

The phase 4 study i nfants proved the \mmunogemclty of Revac-B as high as 99% seroconverslon 2%

He atitis B (Revac-B") pmduoed n et Biotoen & afoan

childrenand adu\ls

5.PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamlc Pmpemes NotApplicable
5.2 i P
6.PHARMACEUTICAL PARTICULARS

6.1 List of 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.
6.3 ShelfLife: isindi labeland carton of the product.
6.4 Storage: Store at +2°Cto +8°C.Shake well before use. Do not freeze. Discard if frozen. Keep out of
reach of children.

7. PRESENTATION: Revac-B' i presented in USP type 1 glass il The conent upon stoage may

paq

Pediatric Single dose: 0.5mL

Pediatric Multi dose: 2.5mL
Pediatric Multi dose: . SmL
Adult Single dose:

AdultMulti dose:
SAFETV STABILITY AND POTENCY: Revac-B™® contains highly purified HbsAg in a formulation that

Expemmema\ data both at the producuen 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 immunogencty.

Last revision date: July 2023
Manufactured & Marketed by:
Bharat Biotech International Limited,
o2cC Sy. No. 230, 231 & 235, Genome Valley, Turkapally, Shamirpet Mandal,
BHARAT el - akeigriDisiit - 500 078, Tlangna Stte, India.
For complaints and suggestions about the product, and any adverse event,
BIOTECH Plase emal eechack @arabnech.cam or
102 2245

callon Tol fee number 1800
Lead Ghnovadions yybharatbitech.com
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