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@ This regimen should not be used for immunocompromised individuals (see sub-section "lmmunocompromised
individuals")
®) one injection in each anterolateral thigh (infants and toddlers) or in each arm (children and adults).

Booster doses are determined based on the risk of exposure and on serological tests to detect the
presence of rabies neutralising antibodies (20.5 IlU/mL). A booster dose consists of a 0.5 ml dose
administered by intramuscular injection.

Verorab can be administered as a booster injection after primary vaccination with a cell culture rabies
vaccine (a rabies vaccine prepared in VERO cells or prepared in human diploid cells (HDCV)).

Post-exposure prophylaxis

Post-exposure prophylaxis should be initiated as soon as possible after suspected exposure to rabies.
In all cases, proper wound care (careful washing of all bites and scratches with soap or detergent and
copious amounts of water and/or virucidal agents) must be performed immediately or as soon as
possible after exposure. It must be performed before administration of vaccine or rabies
immunoglobulins, when they are indicated.

Table 2: WHO Guide for post-exposure prophylaxis depending on severity of exposure (to be
adapted according to local official recommendations).

Exposure Type of exposure to a domestic or wild Post-exposure prophylaxis recommended
category | animal, suspected or confirmed to be rabid
or not available for testing

| Touching or feeding of animals. None if reliable case history is available.@®
Licks on intact skin (no exposure)

1| Nibbling of uncovered skin. Administer the rabies vaccine immediately.
Minor scratches or abrasions without bleeding | Discontinue treatment if the animal is in good
(exposure) health after the 10-day observation period® or if

the rabies test performed using appropriate
laboratory methods is negative.

Treat as category Il if bat exposure involved.

1} Single or multiple transdermal bites( or Administer the rabies vaccine immediately and
scratches, licks on broken skin or rabies immunoglobulin, preferably as soon as
contamination of mucous membranes with possible after initiation of post-exposure
saliva (licks), exposure to bats (severe prophylaxis.
exposure).

Rabies immunoglobulins can be injected up to
7 days after the first dose of vaccine is
administered.

Discontinue treatment if the animal is in good
health after the 10-day observation period® or if
the rabies test performed using appropriate
laboratory methods is negative.

@ if the animal is an apparently healthy dog or cat living in a low-risk area and placed under veterinary observation,
treatment may be postponed.

®) This observation period only applies to cats and dogs. With the exception of endangered or threatened species,
domestic animals and wild animals suspected to have rabies should be euthanised and their tissues examined to
detect the presence of the rabies virus using appropriate laboratory methods.

() Bites, particularly to the head, neck, face, hands and genitals are classified as Category Il exposure due to the
extensive innervation of these parts of the body.

Post-exposure prophylaxis of non-immunised subjects

Non-immunised subjects may be vaccinated according to one of the vaccination regimens by
intramuscular use (IM) or by intradermal use (ID) presented in table 3.

Table 3: Post-exposure prophylaxis of non-immunised subjects
| DO l D3 | D7 ]D14!D21|D28

Intramuscular use (0.5 mL per dose)

IM Essen protocol 1 dose 1 dose 1dose | 1dose 1 dose
IM use ~ 0.5 mL/dose
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5. PHARMACOLOGICAL PROPERTIES

5.1. Pharmacodynamic properties

Pharmacotherapeutic group: Rabies vaccines, ATC code: JO7TBGO1.

Mechanism of action

Protection after vaccination is provided by the induction of anti-rabies neutralising antibodies.

Clinical studies have been conducted to assess the immunogenicity of the vaccine in post-exposure and
pre-exposure prophylaxis. Rabies virus neutralising antibody levels of 2 0.5 IU/mL are considered to be
protective by the WHO.

Pre-exposure prophylaxis

In clinical trials assessing a 3-dose vaccine regimen (D0, D7, D28 [or D21]) in both adults and children,
all subjects achieved an adequate immune response, with serum neutralising antibody titres 2 0.5 [U/mL
by D14 after the end of the primary vaccine regimen.

A ten-year follow-up in 49 patients who received a 3-dose regimen (DO, D7 and D28) followed by a
booster dose at 1 year demonstrated a persistent immune response, with neutralising antibody titres
maintained for 10 years in 96.9% of vaccinated subjects.

The 1-week pre-exposure schedule by IM use (one 0.5 mL dose at DO and one 0.5 mL dose at D7) was
assessed in one study (VAJO00O01) in 75 subjects (including 35 children aged 2 to 17 years).

At D21, 98.6% vaccinated subjects reached a serum antibody titre 2 0.5 IU/mL.

One year later, following a simulated post-exposure prophylaxis (PEP) with two 0.5 mL doses injected
3 days apart (at DO and D3) by IM use, a high and rapid anamnestic response was demonstrated in all
subjects from D7 (7 days after the 1st PEP dose).

In 5 other additional studies conducted with Verorab in a total of 392 subjects assessing the conventional
three-dose regimen (at DO, D7, D21 or D28) by IM use, all subjects reached a serum antibody titre = 0.5
IU/mL. After the two doses (at DO and D7), just before the third dose at D21 or D28.

The 1-week pre-exposure schedule by intradermal use (two 0.1 mL doses at DO and two 0.1 mL doses
at D7) was assessed in one study in 75 subjects (including 36 children aged 2 to 17 years).

At D21, 97.2% subjects reached a serum antibody titre =2 0.5 IU/mL.

One year later, following a simulated PEP with two 0.1 mL doses injected 3 days apart (at DO and D3)
by ID use, a high and rapid anamnestic response was demonstrated in all subjects from D7. Except one
subject who remained seronegative at every time points despite completing all study vaccinations.

In another additional study conducted in 430 subjects who received one 0.1 mL dose of Verorab at D0
and one 0.1 mL dose at D7 by ID use, 99.1% subjects reached a serum antibody titre = 0.5 IU/mL at
D21.

Post-exposure prophylaxis

In clinical trials assessing the 5-dose Essen intramuscular regimen (DO, D3, D7, D14 and D28) and the
4-dose Zagreb intramuscular regimen (2 doses on DO, then 1 dose on D7 and 1 dose on D21) in both
children and adults, Verorab elicited neutralising antibody titres = 0.5 IU/mL in almost all vaccinated
subjects by D14 and in all subjects by D28.

During a phase-3 study including 600 exposed subjects aged from 11 months to 50 years, 2 intradermal
PEP regimens were tested: 1 regimen in 4 sites in 1 week (4 doses on DO, 4 doses on D3 and 4 doses
on D7) with or without equine rabies immunoglobulins (ERIG) on DO, and the new Thailand Red Cross
regimen (2 doses on DO, 2 doses on D3, 2 doses on D7 and 2 doses on D28) with equine rabies
immunoglobulins (ERIG) on DO. The Institute Pasteur of Cambodia (IPC) regimen (2 doses on DO, D3
and D7) was also included in the Thailand Red Cross regimen up to D28. Almost all vaccinated subjects
(98.8%) reached rabies neutralising antibody ievels 2 0.5 [U/mL by D14. No direct comparison was done
on the immunogenicity following the use of iD injection versus the use of IM injection. Five years later
and before the simulated PPE was received, the protective level of rabies neutralising antibodies was
maintained in more than 84% of subjects who received a 4-site 1-week regimen with or without ERIG,
and in 64.1% (95% CI: 55.1; 72.3) of subjects who received the new Thailand Red Cross regimen with
ERIG. Eleven days after the simulated PPE with a 4-dose ID regimen performed in one visit, all the
vaccinated subjects reached rabies neutralising antibody levels 2 0.5 IU/mL on D14 (geometric mean
antibody titre [GMT] between 138 and 193 1U/mL).
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