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Influenza Vaccine,
Live Attenuated (Human)

NASOVAC-S

Seasonal, Trivalent

2021 Formula Southern Hemisphere

DESCRIPTION

NASOVAC-S, Influenza Vaccine, Live Attenuated (Human), freeze dried is a live trivalent vaccine for
administration by intranasal spray. NASOVAC-S contains three vaccine virus strains of A/H1N1, A/H3N2 and Type
B influenza virus cultivated on embryonated hen eggs. The three strains are antigenically similar to the strains
recommended by the World Health Organization (W.H.O.) for 2021.

Freeze dried

COMPOSITION

[Propagated in Embryonated hen eggs]

Each vial of single dose (0.5 ml) contains:

A(H1N1) Strain- A/17/ Victoria/2019 /276 (HIN1)*
A(H3N2) Strain - A/17/Hong Kong /2019/2573 (H3N2)* Not less than 107 EIDsg

B Strain - B/60/ Washington /2019 /3676* Not less than 106-5 EIDsp

* Antigenic specificity of Hemagglutinin and Neuraminidase identical to wild type virus as recommended by
W.H.O. for influenza vaccine for the year 2021 Southern hemisphere influenza season:

« A/Victoria/2570/2019 (H1N1) pdm09 - like virus

» A/HongKong /2671 /2019 (H3N2) - like virus

« B/Washington / 02 /2019 - like virus (B/Victoria lineage)

Partially hydrolyzed gelatin 2.5%, Sorbitol 5.0%, L-Alanine 0.1%, L-Histidine 0.21%, Tricine 0.3%,
L-Arginine hydrochloride 1.6%, Lactalbumin hydrolysate 0.35%, Phosphate buffer saline Base. Reconstitute with
Sterile Water for Inhalation IP. The vaccine contains no preservatives.

Dose: 0.5 mlintranasal (spray 0.25 ml per nostril). The tip attached to the sprayer is equipped with a nozzle that
produces a fine mist that is primarily deposited in the nose and nasopharynx.

The vaccine complies with the W.H.O. recommendations.

Not less than 107 EID 50

INDICATIONS

NASOVAC-S is indicated in individuals above 2 years of age for the active immunization for the prevention of
influenza disease caused by two influenza A subtype viruses and one influenza Type B virus which are expected to
circulate in the 2021 season. NASOVAC-S should be used in accordance with official guidance.

POSOLOGY AND METHOD OF ADMINISTRATION

Each freeze-dried vaccine vial is reconstituted using the entire contents of sterile water for inhalation that is
supplied along with the vaccine, using the supplied syringe and vial adapter.

A dose of 0.5 ml is administered as 0.25 ml per nostril using a 1.0 ml syringe and a spray device. Withdraw the
entire reconstituted vaccine for administration. The spray device creates a fine spray that primarily deposits
the vaccine in the nose and nasopharynx. A single intranasal dose is recommended for people above 2 years
of age.

For further information, see (Pharmacodynamic properties).

Use immediately after reconstitution. If the vaccine is not used immediately then it should be stored in the dark
at 2-8°C for no longer than 6 hours.

Any opened container remaining at the end of a session (within six hours of reconstitution) should be discarded.
The vaccine vial monitor (see figure), for this type of vaccine is attached to the vial cap and should be discarded
when the vaccine is being reconstituted.

The diluent supplied is specially designed for use with the vaccine. Only this diluent must be used to reconstitute
the vaccine. Do not use diluents from other types of vaccine or from other manufacturers. Using an incorrect
diluent may result in damage to the vaccine and/or serious reactions to those receiving the vaccine. Diluent
must not be frozen, but should be kept cool.

The diluent and reconstituted vaccine should be inspected visually for any foreign particulate matter and / or
variation of physical aspects prior to administration. In the event of either being observed, discard the diluent or
reconstituted vaccine.

CONTRAINDICATIONS

Hypersensitivity

NASOVAC-S is contraindicated in individuals with a history of hypersensitivity, especially anaphylactic reactions
to eggs, egg proteins, gelatin, or Lactalbumin or with other vaccine components.

Concomitant Pediatric and Adolescent Aspirin Therapy and Reye's syndrome

NASOVAC-S is contraindicated in children and adolescents (2-17 years of age) receiving aspirin therapy or
aspirin-containing therapy, because of the association of Reye's syndrome with aspirin and wild-type influenza
infection.

WARNINGS AND PRECAUTIONS

NASOVAC-S should under no circumstances be injected.

As with all vaccines, appropriate medical treatment and supervision should always be readily available in case of
arare anaphylactic event following the administration of the vaccine.

NASOVAC-S should not be administered to any individuals with active wheezing.

If the individual has a history of Guillain-Barré syndrome the decision to give NASOVAC-S should be based on
careful consideration of the potential benefits and potential risks.

Immunization should be postponed in patients with severe febrile illness or acute infection. The vaccine can be
given to people with minor illnesses (e.g., diarrhea or mild upper respiratory tract infection without fever).
However, if nasal congestion is present that might limit delivery of the vaccine to the nasal lining, then delaying
of vaccination until the nasal congestion is reduced should be considered.

People already suffering from cold, cough, fever, bodyache or other flu-like symptoms should be clinically
evaluated and if necessary, appropriate treatment should be given. In such cases, NASOVAC-S vaccination should
be postponed at least till recovery.

Administration of NASOVAC-S, to immune-compromised persons should be based on careful consideration of
potential benefits and risks. There is no clinical data available on the use of this vaccine in immune-
compromised persons. Antibody response in such patients may be insufficient.

The safety of NASOVAC-S in individuals with underlying medical conditions that may predispose them to
complications following wild-type influenza infection has not been established. The decision to give NASOVAC-S
should be based on careful consideration of the potential benefits and potential risks.

Pregnancy and lactation

Adevelopmental and reproductive toxicity study has been performed in female rats administered Nasovac (Live
attenuated pandemic H1N1 vaccine) either once, twice or thrice (during the period of organogenesis), at
approximately 2 human dose equivalents per occasion, by intranasal instillation and has revealed no evidence of
maternal toxicity, fetotoxicity or teratogenicity due to Nasovac. There are however, no studies in pregnant
women. Because animal studies are not always predictive of human response, Nasovac-S should be administered
during pregnancy only if clearly needed.

It is not known whether NASOVAC-S is excreted in human milk. Therefore, as some viruses are excreted in human
milk and additionally, because of the possibility of shedding of vaccine virus and the close proximity of a nursing
infant and mother, caution should be exercised if NASOVAC-S is administered to nursing mothers.

DRUG INTERACTIONS

Do not administer NASOVAC-S to children or adolescents who are receiving aspirin therapy or aspirin-containing
therapy (see Contraindications).

The concurrent use of NASOVAC-S with antiviral agents that are active against influenza A and/or B viruses has
not been evaluated. However, based upon the potential for antiviral agents to reduce the effectiveness of
NASOVAC-S, do not administer this vaccine until 48 hours after the cessation of antiviral therapy and antiviral
agents should not be administered until two weeks after administration of this vaccine unless medically
indicated. If antiviral agents and NASOVAC-S are administered concomitantly, revaccination should be
considered when appropriate.

There are no data on co-administration of NASOVAC-S with other vaccines. However, if co-administration with
another vaccine is indicated, immunisation may be carried. It should be noted that the adverse reactions may be
intensified.

There are no data regarding co-administration of NASOVAC-S with other intranasal preparations.
The immunological response may be diminished if the patient is undergoing immunosuppressant treatment.

The vaccine is unlikely to produce an effect on the ability to drive and use machines.

ADVERSE REACTIONS

In clinical trials a few local and systemic reaction were observed. They were mild to moderate in severity and
resolved without any sequelae.

Local : Nasal discomfort, stuffy nose, sneezing, runny nose, loss of smell, red eyes, chills, facial swelling.
Systemic : Fever, headache, fatigue, myalgia, arthralgia, irritability, loss of appetite, sore throat, cough,
wheezing, nausea.

OVERDOSE
No case of overdose has been reported.

PHARMACOLOGICAL PROPERTIES

Mechanism of Action

Immune mechanisms conferring protection against influenza following receipt of live attenuated influenza
vaccines are not fully understood, though it is well-established that these vaccines provide clinical protection to
the majority of the vaccinees. Serum antibodies, mucosal antibodies, and influenza-specific T cells may play a
role in prevention and recovery from infection. NASOVAC-S contains live attenuated influenza viruses that must
infect and replicate in cells lining the nasopharynx of the recipient to induce immunity. Vaccine viruses capable
of infection and replication can be cultured from nasal secretions obtained from vaccine recipients (shedding)

Pharmacodynamic properties

NASOVAC-S is a live trivalent vaccine for administration by intranasal spray. The influenza virus strain in
NASOVAC-S is (a) cold-adapted (ca) (i.e., it replicates efficiently at 25°C, a temperature that is restrictive for
replication of many wild-type influenza viruses); (b) temperature-sensitive (ts) (i.e., it is restricted in
replication at 39°C, a temperature at which many wild-type influenza viruses grow efficiently); and (c)
attenuated (att). The cumulative effect of the antigenic properties and the ca, ts, and att phenotypes is that the
attenuated vaccine virus replicates in the nasopharynx to induce protective immunity.

Pharmacokinetic properties
Not applicable.

Preclinical safety data

Efficacy study of NASOVAC-S in naive ferrets (which is an established model of influenza) using homologous
influenza viruses as challenge was conducted. Viral load, viral shedding and pathological analysis showed
reduced levels of all three parameters in vaccinated animals after challenge irrespective of the challenge virus
clearly demonstrating high efficacy of NASOVAC-S for all the three strains.

NASOVAC-S has undergone Single-dose and Repeated-dose toxicity studies in mice and rats when administered
intranasally. In single-dose studies, higher than normal doses of the vaccine were given to animals and they were
observed for 14 days for toxic effects. No vaccine-related untoward effects were found in animals receiving
NASOVAC-S.

In repeated-dose toxicity studies, three doses of higher than normal doses of the vaccine were given intranasally
to animals on day 0, 7 and 14 and were subsequently sacrificed. Necropsy was done to assess adverse effects on
any organs. No vaccine-related adverse effects were found in the study animals receiving NASOVAC-S.

INCOMPATIBILITIES
In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

INSTRUCTIONS FOR USE AND HANDLING AND DISPOSAL

The vaccine should be allowed to reach room temperature before use. Shake before use.

Once NASOVAC-S, intranasal has been administered, the used vaccine devices and all its parts should be disposed
off according to the standard procedures for medical waste (e.g., sharps container or biohazard container).

SHELF-LIFE
Do not exceed the expiry date printed on the label and packaging.

STORAGE

NASOVAC-S, Influenza Vaccine, Live Attenuated (Human) Intranasal SHOULD BE STORED IN A REFRIGERATOR AT
2 - 8°C (35-46°F) UPON RECEIPT AND UNTIL USE. THE PRODUCT MUST BE USED BEFORE THE EXPIRATION DATE ON
THE LABEL. The cold chain (2 to 8°C) must be maintained when transporting Influenza Vaccine, Live Attenuated
(Human) Intranasal.

PRESENTATION
NASOVAC-S Influenza Vaccine, Live Attenuated (Human) freeze dried, intranasal is available as:
1 dose vial plus diluent (0.5 ml)

NASOVAC-S is supplied as a vial containing freeze-dried cake in USP type 1 glass vials.
Vial containing sterile water for inhalation as diluent, syringe for administration, vial adapter, intranasal spray
device and dose divider are also supplied along with the vaccine.

THE VACCINE VIAL MONITOR (VVM) (Optional)
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Vaccine Vial Monitors (VVMs) are on the cap of NASOVAC-S, Influenza Vaccine, Live Attenuated (Human),
supplied through Serum Institute of India Pvt. Ltd. This is a time-temperature sensitive dot that provides an
indications of the cumulative heat to which the vial has been exposed. It warns the end user when exposure to
heat is likely to have degraded the vaccine beyond an acceptable level.

The interpretation of the VVM is simple. Focus on the central square. Its colour will change progressively. As long
as the colour of this square is lighter than the colour of the outer circle, then the vaccine can be used. As soon as
the colour of the central square is the same colour as the outer circle or of a darker colour than the outer circle,
then the vial should be discarded.

MOST IMPORTANT WARNING

1. Please ensure that the vaccine is administered by intranasal spray.

2. In rare cases anaphylactic shock may occur in susceptible individual. The mainstay in the
treatment of severe anaphylaxis is the prompt use of adrenaline, which can be lifesaving.
It should be used at the first suspicion of anaphylaxis. As with the use of all vaccines, the
vaccinees should remain under observation for not less than 30 minutes for possibility of
occurrence of rapid allergic reactions. Hydrocortisone and antihistaminics should also be
available in addition to supportive measures such as oxygen inhalation.

CAUTION: PEOPLE WHO SHOULD NOT TAKE THE VACCINE
1. Those who are allergic to eggs
2. Children and adolescents (2-17 years of age) receiving aspirin and aspirin containing therapy.
People already suffering from cold, cough, fever, bodyache or other flu-like symptoms should be
clinically evaluated and if necessary, appropriate treatment should be given. In such cases,
NASOVAC-S vaccination should be postponed at least till recovery.
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Vacina da Influenza
Viva, Atenuada (Humana)

NASOVAC-S

Sazonal, Trivalente
Hemisfério do Sul

=

Formula de 2021 Liofilizada

DESCRICAO

NASOVAC-S, Vacina da Influenza, Viva, Atenuada, (Humana), liofilizada ¢ uma vacina trivalente, viva, para a
administracdo por spray intranasal. NASOVAC-S contém trés estirpes do virus da vacina de A/H1N1, A/H3N2 e o
virus da influenza Tipo B cultivadas nos ovos de galinha embrionados. As trés estirpes sdo antigenicamente
semelhantes as cepas recomendadas pela Organizacdo Mundial de Saide (OMS) para 2021.

COMPOSICAO

[Propagada em ovos de galinha embrionados]

Cada frasco com uma dose Unica de 0,5 ml contém:

Estirpe A(H1N1) -A/17/Victoria/2019 / 276 (HIN1)* N&o inferiora 107 DIE 5o

Estirpe A (H3N2) - A/17/Hong Kong /2019/2573 (H3N2)*  Naoinferiora 107 DIEsg

Estirpe B - B/ 60/ Washington /2019 /3676* Naoinferiora 1065 DIEsq

* A especificidade antigénica da hemaglutinina e neuraminidase € idéntica ao virus do tipo selvagem de acordo
com a recomendacao da OMS para a vacina contra a influenza para a temporada de influenza do hemisfério sul no
ano2021:

« A/Victoria/2570/2019 (H1N1) pdm09 - virus semelhante

« A/HongKong /2671/2019 (H3N2) - virus semelhante

« B/Washington/02/2019 - virus semelhante (linhagem B / Victoria)

Gelatina (parcialmente hidrolisada) 2,5%, Sorbitol 5,0%, L-Alanina 0,1%, L-Histidina 0,21%, Tricina 0,3%,
Cloridrato de L-Arginina 1,6%, Hidrolisado de Lactalbumina 0,35%, Tampao de Fosfato base salina. Reconstituir
com Agua Estéril para Inalacéo IP. Avacina ndo contém conservantes.

Dose: 0,5ml intranasal (aplicar 0,25 ml em cada fossa nasal com spray). Aponta acoplada ao spray esta equipada
com um bico que produz um vapor fino que se deposita principalmente no nariz e na nasofaringe.

Avacina esta em conformidade com as recomendacoes da OMS.

INDICAGCOES

NASOVAC-S esta indicada na imunizacao ativa dos individuos com mais de 2 anos de idade para a prevencao da
doenca da influenza causada por dois virus do subtipo Ae um virus da influenza de tipo B, que segundo as previsdes
circularao na temporada de 2021. NASOVAC-S deve ser utilizada de conformidade com as orientacdes oficias.

POSOLOGIA E METODO DE ADMINISTRACAO
Cada frasco da vacina liofilizada é reconstituido usando o conteudo inteiro de agua estéril para inalacao que é
fornecida junto com a vacina, usando a seringa e o adaptador do frasco fornecidos.

Uma dose 0,5 ml é administrada na forma de 0,25 ml em cada narina usando uma seringa de 1,0 ml e um
dispositivo spray. Retire toda a vacina reconstituida para administracdo. O dispositivo spray cria um vapor fino
que primariamente deposita a vacina no nariz e nasofaringe. Recomenda-se uma dose intranasal para pessoas de
mais de 2 anos.

Para mais informagao (veja Propriedades Farmacodinamicas).

Use imediatamente depois da reconstituicdo. Se a vacina nao for usada imediatamente, deve ser armazenada no
escuro a 2 - 8°C por nao mais de 6 horas.

Qualquer recipiente aberto que permaneca no final de uma sessao (dentro de seis horas apds a reconstituicao)
deve ser descartado. O monitor do frasco da vacina (veja a figura) para este tipo de vacina é colocado na tampa do
frasco e deve ser descartado quando a vacina esta sendo reconstituida.

0 diluente fornecido é especialmente desenvolvido para uso com a vacina. Apenas este diluente deve ser usado
para reconstituir a vacina. Nao use diluentes de outros tipos de vacinas ou de outros fabricantes. O uso de um
diluente incorreto pode resultar em danos a vacina e/ou reagoes graves em pessoas que recebem a vacina. O
diluente nao deve ser congelado, mas deve ser mantido fresco.

O diluente e a vacina reconstituida devem ser inspecionados visualmente para a presenca de particulas estranhas
e/ ou variagdes dos aspetos fisicos antes da administragao. Em caso de observacao, descarte o diluente ou a
vacina reconstituida.

CONTRAINDICAGCOES

Hipersensibilidade

NASOVAC é contraindicada em individuos com uma histéria de hipersensibilidade, especialmente reagoes
anafilaticas a ovos, proteinas de ovo, gelatina ou lactalbumina ou com outros componentes da vacina.

Terapia concomitante Pediatrica e Adolescente com Aspirina e sindrome de Reye

NASOVAC é contraindicada em criangas e adolescentes (de idade entre 2 - 17 anos) que estéo recebendo a terapia
com aspirina ou a terapia com um medicamento que contenha a aspirina, devido a associacdo da Sindrome de
Reye com aspirina e a infec¢ao por influenza de tipo selvagem.

ADVERTENCIAS E PRECAUCOES

NASOVAC-S néo deve ser injetada em nenhuma circunstancia.

Tal como acontece com todas as vacinas deve estar sempre disponivel o tratamento médico apropriado e
supervisao no caso dum evento anafilatico raro apos a administragéo da vacina.

NASOVAC-S nao deve ser administrado em pessoas com a pieira ativa.

Se a pessoa tiver historico de Sindrome de Guillain-Barré, a decisao de administrar NASOVAC-S deve ser baseada
na avaliacao cuidadosa dos beneficios e riscos potenciais.

Aimunizacao deve ser adiada em pacientes com uma doenca febril grave ou infeccao aguda. A vacina pode ser
administrada em pessoas com doencas leves (por exemplo: diarreia ou infeccao leve do trato respiratorio
superior sem febre). No entanto se houver congestao nasal, isto pode limitar a entrega da vacina ao revestimento
nasal. Neste caso deve ser considerado o adiamento da vacinacao até a congestao nasal seja reduzida.

Pessoas que ja sofrem de resfriado, tosse, febre, dores no corpo ou outros sintomas parecidos aos da gripe devem
ser avaliadas clinicamente e se necessario, deve ser administrado tratamento adequado. Nesses casos a
vacinagao com NASOVAC-S deve ser adiada pelo menos até a recuperagao.

A administracao de NASOVAC-S em pessoas imunocomprometidas deve ser baseada na consideracao cuidadosa
dos beneficios e riscos potenciais. Nao ha dados clinicos disponiveis sobre o uso desta vacina em pessoas
imunocomprometidas. Aresposta de anticorpos em tais pacientes pode ser insuficiente.

A seguranca de NASOVAC-S em individuos com condicoes médicas subjacentes que podem predispor a
complicagbes apos a infeccdo por influenza de tipo selvagem nao foi estabelecida. A decisao de administrar
NASOVAC-S deve ser baseada na consideragao cuidadosa dos beneficios e riscos potenciais.

Gravidez e Lactagao

Foi realizado um estudo de toxicidade reprodutiva e de desenvolvimento em ratas administradas com Nasovac-S
(Vacina viva, atenuada para a pandemia de H1N1) uma, duas ou trés vezes (durante o periodo da organogénese)
equivalentes a aproximadamente 2 doses humanas por ocasiao, por instilacao intranasal e nao foi revelada
nenhuma evidéncia da toxicidade materna, toxicidade fetal ou a teratogenicidade devido a Nasovac-S. No
entanto, nao existem estudos em mulheres gravidas. Como os estudos em animais nem sempre sao preditivos da
resposta humana, Nasovac-S deve ser administrada durante a gravidez apenas se for claramente necessario.

Nao se sabe se NASOVAC-S é excretado no leite humano. Por tanto, dado que alguns virus se excretam no leite
humano e adicionalmente, devido a possibilidade de disseminacéo do virus da vacina e a proximidade do lactante
eamae, deve-se ter cuidado se NASOVAC-S for administrada a maes que amamentam.

INTERAGOES MEDICAMENTOSAS
Nao administrar NASOVAC-S em criancas ou adolescentes que estejam recebendo terapia com aspirina ou terapia
com medicamentos que contém a aspirina. (Veja Contraindicacées)

0 uso simultaneo de NASOVAC-S com agentes antivirais ativos contra o virus da influenza Ae/ou B nao foi avaliado.
No entanto, com base no potencial dos agentes antivirais para reduzir a eficacia de NASOVAC-S, nao administre
esta vacina até 48 horas depois da descontinuacao da terapia antiviral e os agentes antivirais ndo devem ser
administrados até duas semanas apds a administracao desta vacina, a menos que haja indicagao médica. Se
agentes antivirais e NASOVAC-S forem administrados concomitantemente, a revacinacao deve ser considerada
quando for apropriado.

Nao existem dados sobre a administracao concomitante de NASOVAC-S com outras preparacgdes intranasais. No
entanto, se for indicada a co-administracao com outra vacina, a imunizacao pode ser realizada. Deve-se notar
que as reacoes adversas podem ser intensificadas.

Nao ha dados sobre a co-administracdo de NASOVAC-S com outras preparacbes intranasais. A resposta
imunolégica pode ser reduzida se o paciente estiver sob tratamento com imunossupressores. E improvavel que a
vacina tenha efeito sobre a capacidade de conduzir e utilizar maquinas.

REAGCOES ADVERSAS
Nas provas clinicas, foram observadas algumas reacoes locais e sistémicas. Eram de gravidade leve a moderada e




Portuguese

English and Portuguese

resolveram sem quaisquer sequelas.

Locais: Desconforto nasal, nariz congestionada, espirros, coriza, perda de olfato, olhos avermelhados, calafrios,
edema facial.

Sistémicas: Febre, dor da cabeca, fadiga, mialgia, artralgia, irritabilidade, perda de apetite, dor de garganta,
tosse, pieira, nausea.

SOBRE DOSAGEM
Nao foi relatado nenhum caso da sobredosagem.

PROPRIEDADES FARMACOLOGICAS

Mecanismo de Acéo

Os mecanismos imunoldgicos que conferem protecao contra a influenza apés a administragao das vacinas, vivas,
atenuadas contra a influenza ainda nao sao totalmente compreendidos, embora esteja bem estabelecido que
estas vacinas fornecem a protecao clinica para a maioria dos vacinados. Os anticorpos séricos, anticorpos
mucosos e as células-T especificas da influenza podem desempenhar um papel na prevengao e recuperagao da
infec¢ao. NASOVAC-S contém virus vivos atenuados da influenza que devem infectar e se replicar nas células que
revestem a nasofaringe do vacinado para induzir aimunidade. Os virus da vacina capazes de infecgao e replicagao
podem ser cultivados a partir das secrecées nasais obtidas dos vacinados (disseminacao).

Propriedades farmacodinamicas

NASOVAC-S é uma vacina viva trivalente para administracao com spray intranasal. A estirpe do virus da influenza
em NASOVAC-S é (a) adaptada ao frio (ca pela sua abreviatura em inglés) (isto é, replica-se eficientemente a
25°C, uma temperatura que é restritiva para a replicacao de muitos virus da influenza tipo selvagem; (b) sensivel
atemperatura (ts pela sua abreviatura em inglés) (isto é a replicagao é restrita a 39°C, auma temperatura na qual
muitos virus da influenza de tipo selvagem crescem eficientemente; e (c) atenuada (att). O efeito cumulativo das
propriedades antigénicas e dos fenotipos ca, ts e att é que o virus da vacina atenuada se replica na nasofaringe
parainduzir aimunidade protetora.

Propriedades Farmacocinéticas

Nao é aplicavel

Dados de Segurancga Pré-clinica

Foi realizado um estudo de eficacia de NASOVAC-S em furdes sem tratamento prévio (que é um modelo
estabelecido da influenza) usando virus de influenza homologa como desafio. Acarga viral, disseminacao viral e a
analise patologica mostraram niveis reduzidos de todos os trés parametros em animais vacinados apos o desafio,
sem consideracao do fato do que o virus de desafio claramente demostrou a alta eficacia de NASOVAC-S para
todas as trés estirpes.

NASOVAC-S foi submetido a estudos de toxicidade de dose Unica e dose repetida em camundongos e ratas, quando
administrada por via intranasal. Em estudos de dose Unica, foram administradas doses superiores ao normal da
vacina aos animais e foram observados por 14 dias quanto a efeitos toxicos. Nenhum efeito adverso relacionado a
vacina foi observado nos animais de estudo que receberam NASOVAC-S.

Em estudos de toxicidade de dose repetida, trés doses de doses superiores ao normal da vacina foram
administradas por via intranasal em animais nos dias 0, 7 e 14 e eles foram subsequentemente sacrificados. A
necropsia foi realizada para avaliar os efeitos adversos em quaisquer 6rgaos. Nenhum efeito adverso relacionado
avacina foi observado nos animais do estudo que receberam NASOVAC-S.

INCOMPATIBILIDADES

Na auséncia de estudos de compatibilidade, este medicamento nao deve ser misturado com outros produtos
medicamentosos.

INSTRUGOES PARA USO, MANUSEIO E DESCARTE

Avacina deve atingir a temperatura ambiente antes de ser usada. Agite antes de usar.

Uma vez que NASOVAC-S Intranasal tenha sido administrada, os dispositivos da vacina usados e todas as suas
partes devem ser descartados de conformidade com os procedimentos padrao para residuos hospitalares (por
exemplo, recipientes para objetos perfurocortantes/ recipientes que representam risco biolégico)

VALIDADE

Nao exceda a data de validade impressa no rétulo e na embalagem.

CONSERVAGAO

NASOVAC-S - Vacina da Influenza Viva, Atenuada (Humana) Intranasal DEVE SER ARMAZENADANO REFRIGERADOR A
2 - 8°C (35 - 46°F) APOS O RECEBIMENTO E ATE O SEU USO. O PRODUTO DEVE SER USADO ANTES DA DATA DE
VENCIMENTO DECLARADA NO ROTULO. A cadeia de frio (2 a 8°C) deve ser mantida durante o transporte da Vacina
dainfluenza Viva, Atenuada (Humana) Intranasal.

APRESENTAGCAO

NASOVAC-S - Vacina da Influenza Viva, Atenuada (Humana) Intranasal esta disponivel na forma de:

Frasco de 1 dose mais diluente (0,5 ml)

NASOVAC-S é fornecida como frasco contendo um bolo liofilizado em frascos de vidro de USP tipo .

Também sado fornecidos, um frasco contendo agua estéril para inalagao como diluente, uma seringa para
administracdo, adaptador para frasco, dispositivo spray intranasal e um dispositivo dosador junto com a vacina.

MONITOR DE FRASCO DE VACINA (MFV) (Opcional)

Monitor de Frasco de Vacina (MFV)

NAO UTILIZE

A

. A cor do quadrado 0 quadrado é
G é igual a cor do ‘ mais escuro que

circulo exterior o circulo exterior

A .
0 quadrado é
o mais claro que
o circulo exterior
A cor do quadrado interior do MFV
comeca com um tom mais claro que

o circulo exterior e continua a escurecer
com o tempo e/ou com a exposicao ao calor.

Uma vez que a vacina atinja ou exceda o ponto
de eliminagéo, a cor do quadrado interior sera da
mesma cor ou mais escura que o circulo exterior.

PONTO DE
DESCARTE

Informe ao seu supervisor
Exposicédo ao calor acumulado ao longo do tempo

Os monitores de frasco da vacina (MFV) fazem parte da tampa da NASOVAC-S - Vacina da Influenza Viva, Atenuada
(Humana) Intranasal fornecida pelo Serum Institute of India Pvt. Ltd. Este é um ponto sensivel ao tempo e a
temperatura que da uma indicagao do calor acumulado ao qual tem sido exposta a frasco. Isto adverte ao usuario
final quando a exposicao ao calor provavelmente degradou a vacina além de um nivel aceitavel.

A interpretacao do MFV é muito simples. Concentre no quadrado central. A cor do quadrado mudara
progressivamente. Enquanto a cor deste quadrado é mais clara do que a cor do circulo exterior, a vacina pode ser
utilizada. Assim que a cor do quadrado central tiver a mesma coloracao que a do circulo exterior ou também uma
coloracao mais escura do que a cor do circulo exterior, aampola deve ser descartada.

ADVERTENCIA MAIS IMPORTANTE

. Assegure que a vacina seja administrada apenas por atomizador intranasal.

. Em raros casos pode ocorrer o choque anafilatico em individuos susceptiveis. O fator mais importante no
tratamento da anafilaxia severa é o uso imediato de adrenalina, que pode salvar a vida. Deve ser usada ante
a primeira suspeita da anafilaxia. Tal como acontece com todas as vacinas, todos os vacinados devem
permanecer em observacao pelo menos durante 30 minutos para a possibilidade da ocorréncia de reacées
alérgicas rapidas. Também devem estar disponiveis hidrocortisona e anti-histaminicos além de outras
medidas de apoio como a inalagao de oxigeno.

N =

CAUGAO: PESSOAS QUE NAO DEVEM TOMAR A VACINA

. Aqueles que sao alérgicas a ovos.

. Criancas e adolescentes (de idade de entre 2 -17 anos) recebendo aspirina e a terapia contendo aspirina.
Pessoas que ja sofrem de resfriado, tosse, febre, dores no corpo ou outros sintomas semelhantes aos da gripe
devem ser clinicamente avaliadas e se necessario deve ser administrado o tratamento apropriado. Nesses
casos, a vacinacao com NASOVAC-S deve ser adiada pelo menos até a recuperacao.

N =
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RECONSTITUTION OF THE VACCINE

RECONSTITUICAO DA VACINA

I

Vial Adapter g

-

Vaccine

Dose Divider

b4

B3

Diluent

Syringe
(1 mL Luer lock)

Components for administration.
Allow the vaccine and diluent to attain room
temperature.

Componentes para administracao
Deixe a vacina e o diluente atingirem a
temperatura ambiente.

==

Intranasal
spray device

Remove the flip top from the diluent vial.

Remova a tampa tipo flip-top de frasco do diluente.

a

Connect the vial adapter onto the diluent vial by
pushing it downwards until vial adapter is properly
and solidly placed.

Connect the syringe to the vial adapter by completely
screwing in clockwise direction.

b

a

Conecte o adaptador da ampola ao frasco do diluente,
empurrando-o até que o adaptador de frasco esteja
bem encaixado.

Conecte a seringa ao adaptador de frasco girando no
sentido horario até que esteja firme.

b

Draw the entire contents of the diluent vial into the
syringe.

Aspire todo o contelido do frasco de diluente para a
seringa.

W

Remove the entire assembly (syringe connected to the
adapter) from the diluent vial.

Remova o conjunto (seringa acoplada ao adaptador) do
frasco de diluente.

Remove the flip top from the vaccine vial. Attach the
syringe with vial adapter to the vaccine vial and allow the
liquid to be drawn in. Assist by pushing the plunger if
required. Disconnect the syringe from the vial adapter to
break any residual vacuum.

Remova a tampa flip-top do frasco da vacina. Fixe a
seringa com o adaptador do frasco no frasco da vacina e
deixe o liquido ser aspirado. Auxilie empurrando o émbolo
se necessario. Desconecte a seringa do adaptador do
frasco para eliminar qualquer vacuo residual.

Rotate the vial between the palms to dissolve its

contents.
~ Gire o frasco entre as palmas das maos para dissolver seu

conteldo.

ADMINISTRATION OF THE VACCINE

ADMINISTRAGCAO DA VACINA

Reconnect the syringe with the vial adapter and withdraw
the entire reconstituted vaccine into the syringe.
Detach the syringe from the vial adapter.

Volte a conectar a seringa com o adaptador do frasco e
aspire toda a vacina reconstituida para a seringa.
Separe a seringa do adaptador de frasco.

Fix the intranasal spray device on the tip of
the syringe.

Fixe o dispositivo de spray intranasal na
ponta da seringa.

Fix the dose divider on the plunger of the
syringe.

Fixe o dispositivo dosador no émbolo da seringa.

Place the intranasal spray device at the base of
the nostril of the recipient sitting upright with
his/her head slightly thrown back and push the
plunger firmly in a single stroke to deliver the
vaccine. 0.25 ml i.e. half of the dose is
delivered.

Coloque o spray intranasal na base da narina do
receptor, sentado com a cabeca ligeiramente
inclinada para tras e empurre o émbolo
firmemente de uma s6 vez para aplicar a
vacina. 0,25ml, ou seja, a metade da dose é
entregue.

- Draw back the plunger slightly and remove the dose divider.
!g Repeat the above step to deliver the remaining 0.25 ml into
the second nostril.

Puxe o émbolo ligeiramente para tras e remova a
dispositivo dosador. Repita o passo anterior para entregar o
0,25 ml restante na segunda narina.

S
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Influenza Vaccine,
Live Attenuated (Human)

NASOVAC-S

Seasonal, Trivalent

2021 Formula Southern Hemisphere

DESCRIPTION

NASOVAC-S, Influenza Vaccine, Live Attenuated (Human), freeze dried is a live trivalent vaccine for
administration by intranasal spray. NASOVAC-S contains three vaccine virus strains of A/H1N1, A/H3N2 and Type
B influenza virus cultivated on embryonated hen eggs. The three strains are antigenically similar to the strains
recommended by the World Health Organization (W.H.O.) for 2021.

Freeze dried

COMPOSITION

[Propagated in Embryonated hen eggs]

Each vial of single dose (0.5 ml) contains:

A(H1N1) Strain - A/17/ Victoria /2019 / 276 (H1N1)* Not less than 107 EIDso

A(H3N2) Strain - A/17/Hong Kong / 2019/2573 (H3N2)* Not less than 107 EIDso

B Strain - B/60/ Washington /2019 / 3676* Not less than 106-5 EIDsg

* Antigenic specificity of Hemagglutinin and Neuraminidase identical to wild type virus as recommended by
W.H.O. for influenza vaccine for the year 2021 Southern hemisphere influenza season:

« A/Victoria/2570/2019 (H1N1) pdmQ9 - like virus

« A/HongKong/2671/2019 (H3N2) - like virus

o B/Washington /02 /2019 - like virus (B/ Victoria lineage)

Partially hydrolyzed gelatin 2.5%, Sorbitol 5.0%, L-Alanine 0.1%, L-Histidine 0.21%, Tricine 0.3%,
L-Arginine hydrochloride 1.6 %, Lactalbumin hydrolysate 0.35%, Phosphate buffer saline Base. Reconstitute with
Sterile Water for Inhalation |.P. The vaccine contains no preservatives.

Dose: 0.5 mlintranasal (spray 0.25 ml per nostril). The tip attached to the sprayer is equipped with a nozzle that
produces a fine mist that is primarily deposited in the nose and nasopharynx.

The vaccine complies with the W.H.O. recommendations.

INDICATIONS

NASOVAC-S is indicated in individuals above 2 years of age for the active immunization for the prevention of
influenza disease caused by two influenza A subtype viruses and one influenza Type B virus which are expected to
circulate in the 2021 season. NASOVAC-S should be used in accordance with official guidance.

POSOLOGY AND METHOD OF ADMINISTRATION

Each freeze-dried vaccine vial is reconstituted using the entire contents of sterile water for inhalation that is
supplied along with the vaccine, using the supplied syringe and vial adapter.

A dose of 0.5 ml is administered as 0.25 ml per nostril using a 1.0 ml syringe and a spray device. Withdraw the
entire reconstituted vaccine for administration. The spray device creates a fine spray that primarily deposits
the vaccine in the nose and nasopharynx. A single intranasal dose is recommended for people above 2 years
of age.

For further information, see (Pharmacodynamic properties).

Use immediately after reconstitution. If the vaccine is not used immediately then it should be stored in the dark
at 2-8°C for no longer than 6 hours.

Any opened container remaining at the end of a session (within six hours of reconstitution) should be discarded.
The vaccine vial monitor (see figure), for this type of vaccine is attached to the vial cap and should be discarded
when the vaccine is being reconstituted.

The diluent supplied is specially designed for use with the vaccine. Only this diluent must be used to reconstitute
the vaccine. Do not use diluents from other types of vaccine or from other manufacturers. Using an incorrect
diluent may result in damage to the vaccine and/or serious reactions to those receiving the vaccine. Diluent
must not be frozen, but should be kept cool.

The diluent and reconstituted vaccine should be inspected visually for any foreign particulate matter and / or
variation of physical aspects prior to administration. In the event of either being observed, discard the diluent or
reconstituted vaccine.

CONTRAINDICATIONS

Hypersensitivity

NASOVAC-S is contraindicated in individuals with a history of hypersensitivity, especially anaphylactic reactions
to eggs, egg proteins, gelatin, or Lactalbumin or with other vaccine components.

Concomitant Pediatric and Adolescent Aspirin Therapy and Reye's syndrome

NASOVAC-S is contraindicated in children and adolescents (2-17 years of age) receiving aspirin therapy or
aspirin-containing therapy, because of the association of Reye's syndrome with aspirin and wild-type influenza
infection.

WARNINGS AND PRECAUTIONS

NASOVAC-S should under no circumstances be injected.

As with all vaccines, appropriate medical treatment and supervision should always be readily available in case of
arare anaphylactic event following the administration of the vaccine.

NASOVAC-S should not be administered to any individuals with active wheezing.

If the individual has a history of Guillain-Barré syndrome the decision to give NASOVAC-S should be based on
careful consideration of the potential benefits and potential risks.

Immunization should be postponed in patients with severe febrile illness or acute infection. The vaccine can be
given to people with minor illnesses (e.g., diarrhea or mild upper respiratory tract infection without fever).
However, if nasal congestion is present that might limit delivery of the vaccine to the nasal lining, then delaying
of vaccination until the nasal congestion is reduced should be considered.

People already suffering from cold, cough, fever, bodyache or other flu-like symptoms should be clinically
evaluated and if necessary, appropriate treatment should be given. In such cases, NASOVAC-S vaccination should
be postponed at least till recovery.

Administration of NASOVAC-S, to immune-compromised persons should be based on careful consideration of
potential benefits and risks. There is no clinical data available on the use of this vaccine in immune-
compromised persons. Antibody response in such patients may be insufficient.

The safety of NASOVAC-S in individuals with underlying medical conditions that may predispose them to
complications following wild-type influenza infection has not been established. The decision to give NASOVAC-S
should be based on careful consideration of the potential benefits and potential risks.

Pregnancy and lactation

Adevelopmental and reproductive toxicity study has been performed in female rats administered Nasovac (Live
attenuated pandemic H1N1 vaccine) either once, twice or thrice (during the period of organogenesis), at
approximately 2 human dose equivalents per occasion, by intranasal instillation and has revealed no evidence of
maternal toxicity, fetotoxicity or teratogenicity due to Nasovac. There are however, no studies in pregnant
women. Because animal studies are not always predictive of human response, Nasovac-S should be administered
during pregnancy only if clearly needed.

It is not known whether NASOVAC-S is excreted in human milk. Therefore, as some viruses are excreted in human
milk and additionally, because of the possibility of shedding of vaccine virus and the close proximity of a nursing
infant and mother, caution should be exercised if NASOVAC-S is administered to nursing mothers.

DRUG INTERACTIONS

Do not administer NASOVAC-S to children or adolescents who are receiving aspirin therapy or aspirin-containing
therapy (see Contraindications).

The concurrent use of NASOVAC-S with antiviral agents that are active against influenza A and/or B viruses has
not been evaluated. However, based upon the potential for antiviral agents to reduce the effectiveness of
NASOVAC-S, do not administer this vaccine until 48 hours after the cessation of antiviral therapy and antiviral
agents should not be administered until two weeks after administration of this vaccine unless medically
indicated. If antiviral agents and NASOVAC-S are administered concomitantly, revaccination should be
considered when appropriate.

There are no data on co-administration of NASOVAC-S with other vaccines. However, if co-administration with
another vaccine is indicated, immunisation may be carried. It should be noted that the adverse reactions may be
intensified.

There are no data regarding co-administration of NASOVAC-S with other intranasal preparations.
The immunological response may be diminished if the patient is undergoing immunosuppressant treatment.

The vaccine is unlikely to produce an effect on the ability to drive and use machines.

ADVERSE REACTIONS

In clinical trials a few local and systemic reaction were observed. They were mild to moderate in severity and
resolved without any sequelae.

Local : Nasal discomfort, stuffy nose, sneezing, runny nose, loss of smell, red eyes, chills, facial swelling.
Systemic : Fever, headache, fatigue, myalgia, arthralgia, irritability, loss of appetite, sore throat, cough,
wheezing, nausea.

OVERDOSE
No case of overdose has been reported.

PHARMACOLOGICAL PROPERTIES

Mechanism of Action

Immune mechanisms conferring protection against influenza following receipt of live attenuated influenza
vaccines are not fully understood, though it is well-established that these vaccines provide clinical protection to
the majority of the vaccinees. Serum antibodies, mucosal antibodies, and influenza-specific T cells may play a
role in prevention and recovery from infection. NASOVAC-S contains live attenuated influenza viruses that must
infect and replicate in cells lining the nasopharynx of the recipient to induce immunity. Vaccine viruses capable
of infection and replication can be cultured from nasal secretions obtained from vaccine recipients (shedding)

Pharmacodynamic properties

NASOVAC-S is a live trivalent vaccine for administration by intranasal spray. The influenza virus strain in
NASOVAC-S is (a) cold-adapted (ca) (i.e., it replicates efficiently at 25°C, a temperature that is restrictive for
replication of many wild-type influenza viruses); (b) temperature-sensitive (ts) (i.e., it is restricted in
replication at 39°C, a temperature at which many wild-type influenza viruses grow efficiently); and (c)
attenuated (att). The cumulative effect of the antigenic properties and the ca, ts, and att phenotypes is that the
attenuated vaccine virus replicates in the nasopharynx to induce protective immunity.

Pharmacokinetic properties
Not applicable.

Preclinical safety data

Efficacy study of NASOVAC-S in naive ferrets (which is an established model of influenza) using homologous
influenza viruses as challenge was conducted. Viral load, viral shedding and pathological analysis showed
reduced levels of all three parameters in vaccinated animals after challenge irrespective of the challenge virus
clearly demonstrating high efficacy of NASOVAC-S for all the three strains.

NASOVAC-S has undergone Single-dose and Repeated-dose toxicity studies in mice and rats when administered
intranasally. In single-dose studies, higher than normal doses of the vaccine were given to animals and they were
observed for 14 days for toxic effects. No vaccine-related untoward effects were found in animals receiving
NASOVAC-S.

In repeated-dose toxicity studies, three doses of higher than normal doses of the vaccine were given intranasally
to animals on day 0, 7 and 14 and were subsequently sacrificed. Necropsy was done to assess adverse effects on
any organs. No vaccine-related adverse effects were found in the study animals receiving NASOVAC-S.

INCOMPATIBILITIES
In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

INSTRUCTIONS FOR USE AND HANDLING AND DISPOSAL

The vaccine should be allowed to reach room temperature before use. Shake before use.

Once NASOVAC-S, intranasal has been administered, the used vaccine devices and all its parts should be disposed
off according to the standard procedures for medical waste (e.g., sharps container or biohazard container).

SHELF-LIFE
Do not exceed the expiry date printed on the label and packaging.

STORAGE

NASOVAC-S, Influenza Vaccine, Live Attenuated (Human) Intranasal SHOULD BE STORED IN A REFRIGERATOR AT
2 - 8°C (35-46°F) UPON RECEIPT AND UNTIL USE. THE PRODUCT MUST BE USED BEFORE THE EXPIRATION DATE ON
THE LABEL. The cold chain (2 to 8°C) must be maintained when transporting Influenza Vaccine, Live Attenuated
(Human) Intranasal.

PRESENTATION
NASOVAC-S Influenza Vaccine, Live Attenuated (Human) freeze dried, intranasal is available as:
1 dose vial plus diluent (0.5 ml)

NASOVAC-S is supplied as a vial containing freeze-dried cake in USP type 1 glass vials.
Vial containing sterile water for inhalation as diluent, syringe for administration, vial adapter, intranasal spray
device and dose divider are also supplied along with the vaccine.

THE VACCINE VIAL MONITOR (VVM) (Optional)

Vaccine Vial Monitors (VVM)

DO NOT USE

A . A s
Square is Square Square is
o lighter than matches . darker than
outer circle outer circle outer circle
The colour of the inner square of the VVM
starts with a shade that is lighter than the

outer circle and continues to darken with
time and/or exposure to heat.

Once a vaccine has reached or exceeded the discard point,
DIEGORIIIM the colour of the inner square will be the same colour
or darker than the outer circle.

Inform your supervisor

Cumulative heat exposure over time

\ J

Vaccine Vial Monitors (VVMs) are on the cap of NASOVAC-S, Influenza Vaccine, Live Attenuated (Human),
supplied through Serum Institute of India Pvt. Ltd. This is a time-temperature sensitive dot that provides an
indications of the cumulative heat to which the vial has been exposed. It warns the end user when exposure to
heat is likely to have degraded the vaccine beyond an acceptable level.

The interpretation of the VVM is simple. Focus on the central square. Its colour will change progressively. As long
as the colour of this square is lighter than the colour of the outer circle, then the vaccine can be used. As soon as
the colour of the central square is the same colour as the outer circle or of a darker colour than the outer circle,
then the vial should be discarded.

MOST IMPORTANT WARNING

1. Please ensure that the vaccine is administered by intranasal spray.

2. In rare cases anaphylactic shock may occur in susceptible individual. The mainstay in the
treatment of severe anaphylaxis is the prompt use of adrenaline, which can be lifesaving.
It should be used at the first suspicion of anaphylaxis. As with the use of all vaccines, the
vaccinees should remain under observation for not less than 30 minutes for possibility of
occurrence of rapid allergic reactions. Hydrocortisone and antihistaminics should also be
available in addition to supportive measures such as oxygen inhalation.

CAUTION: PEOPLE WHO SHOULD NOT TAKE THE VACCINE
1. Those who are allergic to eggs
2. Children and adolescents (2-17 years of age) receiving aspirin and aspirin containing therapy.
People already suffering from cold, cough, fever, bodyache or other flu-like symptoms should be
clinically evaluated and if necessary, appropriate treatment should be given. In such cases,
NASOVAC-S vaccination should be postponed at least till recovery.
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BaKLI,VIHa NnpoTUB rpumnna, xXKmBad
aTTeéHyunpoBaHHaA (qenosequKaﬂ)

NASOVAC-S

NPOTUB CE30HHOI0 rpunna, TpexeBaJIeHTHaA

cocCTaB A/1A anMaeMMyYecKoro cesoHa rpunna 2021 r.,
Ana ctpaH HxHoro nonywapus

NIMODUINZMPOBAHHAS

OMUCAHUE

NASOVAC-S, BaKuuMHa MpOTMB rpumna, uBasd aTTeHyMpoBaHHaA (4esoBeyeckas), AMOPUIM3MPOBaHHaSA,
AB/IAETCA YXMBOM TPEXBA/IEHTHOM BaKLMHOM [/18 MHTPaHa3asibHOro BBeZeHus. BakuyHa NASOVAC-S coaepskuT Tpu
BaKLMHHbIX WTaMma Bupyca A/HIN1T, A/H3N2 1 Bupyca rpunna B, BbipalleHHbIX B Ky/IbTYpe KAeTOK KypUHbIX
3MGPHOHOB. Bce TP LTaMMa aHTUIeHHO MAEHTMYHbI LUTaMMaM, PEKOMEH/0BaHHbIM BcemMpHoit opraHusaumen
3paBooxpaHeHms (BO3) Ha annaemM1yeckuil cesoH rpunna 2021 r.

COCTAB

[WTammbl, BbIpaLLEHHbIE B KY/IbTYPe KNETOK KyPUHbIX SM6PMOHOB]

Kaxzpli pnakoH (0AHOKpaTHas 4033, 0,5 M) COAEPKUT:

Bupyc rpunnaA(H1N1) wrammA/17/Buktopusi/2019/276 (HIN1)* He meree 107 3N/ 5o

Bupyc rpunnaA(H3N2) wramm A/ 17/ToHKoHr /2019/2573 (H3N2)* He metee 107 S/ 50

BUpycC rpunna B wramm B/60/BawnHrTon/2019/3676* He MeHee 106:5 I/l 59

* AHTMreHHas CneumMdUYHOCTb TeMarrloTMHMHA M HelpammMHMAA3bl MAEHTMYHA BUPYCY [AMKOTO TWMa, COracHo
pekomeHAaumam BO3 AN1A BaKLMH NPOTMB rpunna AN SnMAemMmuyeckoro cesoHa 2021 1. ans cTpaH K0xHoro nonywapusa:

«  BMPYC, NOAO6HbIN WTammy A/Buktopusa/2570/2019 (HIN1) pdm09

«  BUPYC, NOA06HbIM wTammy A/ToHKOHT/2671/2019 (H3N2)

«  BUPYC, NOAOGHbIM WTammy B/BawmHrton/02/2019 (B/BUKTOpPHAHCKas MHMA)

JKeNaTUH YaCTUYHO MMAPOM30BaHHbIN 2,5%, copbuTon 5,0%, L-anaHuH 0,1%, L-ructuamu 0,21%, TpuumH 0,3%, L-apruHuHa
rugpoxsiopug  1,6%, rugponmsar naktanbbymuHa 0,35%, ocdatHbI 3abydepeHHbiit  (U3MONOrMYECKUI  pacTBop.
BoccTaHaB/IMBaKOT CTEPU/IbHBIM PACTBOPOM NS MHranAuMM ®apm. UHAMM. BakUMHa He COAEPMT KOHCEPBAHTOB.

Cnoco6 BBeaeHs: 0,5 M MHTPaHa3anbHO (Mo 0,25 MA B KaAblid HOCOBOM X04). PacnblinTeb OCHALLEH CbeMHOM HacaaKowM
ANA CO3JaHMA MEIKOAMCTIEPCHOM B3BECH, KOTOPas 0CeAaeT NPenMyLIeCTBEHHO Ha C/IM3MCTOM 060/104Ke HOCOBOM NOMIOCTH M
HOCOT/IOTKM.

BakujHa cooTBETCTBYET pekomeHaaumam BO3.

MOKA3AHUA K MPUMEHEHUIO

BakumHa NASOVAC-S nokasaHa /sMuam ctapwe 2 fieT ANA aKTUBHOM MMMyHM3aumMu C Lesblo NPOodUNaKTMKM rpunna,
BbI3bIBAEMOr0 ByMS LITaMMamM BUpYCa rpunna A 1 OAHUM LITAMMOM BMpYca rpunna B, UMpKynaums KOTOpbIX OXUAaeTcs B
ce3soHe 2021 r. BakumHy NASOVAC-S cneayeT NpMMEHATbL B COOTBETCTBUM C 0DULMaIbHBIMUA MHCTPYKLMAMM NO MEAMLMHCKOMY
NPUMEHEHMI0 IeKapCTBEHHOT 0 Npenapara.

CMocCob MPUMEHEHMA U 403bl

Kaxablit nakoH ¢ 1ModuaM3MpoBaHHOM BaKLMHOM BOCCTaHaB/IMBAIOT C MCMO/Ib30BaHMEM BCETO COZEPXKMMOro (akoHa co
CTEpU/IbHbIM PacTBOPOM A/ MHFaNALMM, KOTOPbIN MOCTABASAETCA BMECTE C BaKLUMHOM, C MCMO/b30BAHMEM MPUIAraeMoro
wnpuua 1M aaantepa Ana drakoHa.

[Jlosy 0,5 mn BBOAAT no 0,25 MN1 B KaxkAbl HOCOBOM XOZ C MCMO/Ib30BaHUEM LUMPULIA BMECTMMOCTbIO 1,0 M1 M pacibiuTens.
Ana BBEJIEHMA MUCMOMb3YIOT BeCb O06bEM BOCCTAHOB/IEHHOW BaKLMHbI. PacrbiiMTenb npejHasHayeH AnA Co3haHMA
Me/IKOAMCIEPCHON B3BECH, KOTOpas OCe/aeT MPeUMyLECTBEHHO Ha C/IM3MCTONM 060/104KE HOCOBOM MOJIOCTU MU HOCOTIOTKM.
OAHOKpaTHOe BBe/eHMe [103bl BaKLMHbI MHTPaHa3a/IbHO PEKOMEH/YETCA IMLaM CTaplLue 2 neT.

JlononHuTeNbHas MHOpMaLMA NpuBeaeHa B pasaesie «dapmaKojMHaMMyeckme CBOMCTBa .

Mcnonb3yloT HeMeANeHHO Noc/ie BOCCTaHOBNEHWA. EC/M BaKUMHY He MCMo/b3oBaAM Cpasy, ee CnefyeT XpaHuTb B TEMHOM
MmecTe npu Temnepartype 2-8°C He 6oniee 6 YacoB.

OTKpbITbIE (PN1AKOHBI, OCTaBLIMECH B KOHLIE CeaHCa BaKLMHaLMM (B TeYEHMe LECTH YacoB NMOC/1e BOCCTaHOBIEHNA) HEOGXOAMMO
YTUM3UPOBaTh. [1A JaHHOTO TMNa BaKLMHbI MCMO/Ib3YETCA KOHTPO/Ib (h/1aKoHa C BaKLMHOM (CM. PUCYHOK), MPUKPENEHHDIN K
KonnauKy chnakoHa, ero cieayeT yanuTb Npu BOCCTaHOBIEHWUM BaKLMHbI.

MocTaBnAemblit pacTBOpUTENb CMeLManbHO pa3paboTaH ANA MUCMO/Mb30BaHMA C BAaKUMHOM. /NS BOCCTAHOB/IEHMA BaKLMHbI
MCNONb3YIOT TO/bKO MOCTABNAEMbIN pacTBOpUTE/b. He peKomeHAyeTcA MCMosb3oBaTb PacTBOPUTENM ANA APYTMX TUMOB
BaKUMH WM APYTyX NpoM3BoAMTENei. Ucnonb3oBaHe HECOOTBETCTBYIOLIErO PACTBOPUTESIA MOXKET NPUBECTU K HEFrOAHOCTM
BaKUMHbI /MM TAXENbIM PEAKUMAM Y BaKLMHMPOBAHHOrO. PacTBOpUTENb He C/lejyeT 3aMOpaxmMBaTb, HO HEOGXOAMMO
XPaHWTb B OXN1aXAE€HHOM B1AE.

lNepey BBE/IEHMEM PaCTBOPUTE/Ib M BOCCTAHOB/IEHHYIO BaKLMHY CNe/lyeT BU3yaslbHO NPOBEPUTbL Ha HaJM4YMe MOCTOPOHHMX
YacTUL U/ UM U3MEHEHMUI BHELLHEro BMAA. EC/n Gblin 0GHApYKeHbI KaKMe-IMGO OTK/IOHEHWSA OT HOPMbI, PaCTBOPUTE b MM
BOCCTaHOB/IEHHYHO BaKLIMHY YTUAU3UPYIOT.

MPOTUBOMNOKA3AHUA

MnepyyBCTBUTEILHOCTD

BeeaeHue BakumHbl NASOVAC-S NpoTMBOMOKAa3aHO Y ML, C FMMNepUYyBCTBMTENIBHOCTbIO B aHaMHe3€e, 0COGEHHO MpU HaMumn
aHahMNaKTUUECKOM PeaKLMM Ha AlLa, AMUHBINA GEeJOK, KeNaT1H, NaKTaNbGyMUH M/ APYrie KOMMOHEHTbI BaKLMHbI.

ConyTcTByloLan Tepanm1a acCMpUMHOM U CMHAPOM PeA y NaLMeHTOB AETCKOro M MOAPOCTKOBOro BO3pacTa
NASOVAC-S npoTuBoOroKasaH AeTAM 1 NOAPOCTKaM (2-17 neT), Noy4aroLmMm Tepanmio aclMpUHOM MM aClIMPUH COZepXaLLyio
Tepanuio, 13-3a accoumaLmmu CHApPOMa Pest C aCMPUHOM M BUPYCa rpynna AMKOro Tuna.

OCOBbIE YKA3AHWA U MEPbI MPEAOCTOPOXXHOCTHU

HW Npu Kakux 06CTOATENBCTBAX HE C/IeAYET UCMO/b30BaTb MHBEKLMOHHBIN COCO6 BBEAeHMA BaKLmHbI NASOVAC-S.

Kak u B ciiyyae Apyrux BaKLMH, BaKLMHWMPOBaHHbIE AOJIKHbI HAXOAWUTBCA NOJ MEAMLMHCKMM HaGIOAEHUEM, NMPU 3TOM B
Ha/M4MM  [JOMKHbI BbiTb BCE CPEACTBA ANA OKa3aHMA MEAMLUMHCKOW MOMOWM B PeAKMX C/y4asX BO3HMKHOBEHWA
aHa(MNAKTUYECKOM peaKLmm Noc/e BBeAHNA BaKLMHbI.

NASOVAC-S He cnieayeT NpUMEHATb Y MaLUMeHTOB C CUHAPOMOM 6POHXMaIbHOM 06CTPYKLMU.

IMpu HaMuMK B aHamHe3e cuHApoma lMmiteHa — bappe, pelueHne o npuMeHeHMM BakuMHbI NASOVAC-S f0/KHO 6bITb OCHOBAHO
Ha TL|aTe/IbHOM PaCCMOTPEHMM NOTEHLMATbHBIX MPEUMYLLECTB U PUCKOB.

BaKuMHaLIO CieslyeT OT/IOKMTb Y JIL, B OCTPbIM Nepuos 3a6oneBaHMsA, COMPOBOXAAILIErOCA 3HAYMTE/IbHBIM MOBbILLEHUEM
TemnepaTtypbl. He3HauuTe/ibHble paccTpoiCTBa (AMapes MM Nerkas (opma pecnvpaTopHOM MHMEKUMM C HanuuMem
HE3HAYUTE/IbHOrO MOBbILIEHMA TeMNepaTypbl MM €ro OTCYTCTBMEM) KaK MpaBu/IO0, He ABNAIOTCA MPOTMBOMOKA3aHMAMM K
BaKUMHaUMKU. OZjHaKO, €C/IU 3a/10KEHHOCTb HOCa MOXET OrPaHUYMTb JOCTaBKY BaKLMHbI K CIM3MUCTOM 06O/IOUKe Hoca, cieayeT
PaccMOTPeTh BO3MOXKHOCTb OTCPOYKM BaKLIMHALIMM /10 TEX MOP, NOKa 3a/10KEHHOCTb HOCa He YMEHbLIMTCA.

Y ML C CUMNTOMaMM NPOCTY/bl (Kallenb, MoBbileHWe TemnepaTypbl, 60/b B MblllLax) WAM APYrUX CUMNTOMOB rpunna,
c/ieflyeT NpoBeCTM K/IMHUYECKoe 06C/ieloBaHMe U, NPU HEOGXOAMMOCTH, Ha3HaYMTb COOTBETCTBYIOLLEE leyeHHe. B ykazaHHbIX
cnyyanx BBeAieHue BakLMHbl NASOVAC-S cneslyeT oTI0XMUTb KaKk MUHUMYM A0 BbI3J0POB/IEHUA.

PelweHne o npumeHeHun BakumHbl NASOVAC-S A0/KHO 6biTb OCHOBAHO Ha TLATEbHOM PAaCcCCMOTPEHWM MOTEHLMAbHbIX
NPEUMYLLECTB M PUCKOB. OTCYTCTBYIOT AOCTYMHbIE KAMHUYECKME faHHble O MPUMEHEHWM AAHHOM BaKUMHbI Y /UL C
ocnab. YHUTETOM. MIMMYHHbIM OTBET y TaKMX NaLMEHTOB MOXKET BbITb HEJOCTATOUHbIM.

BesonacHocTb BakUMHbl NASOVAC-S y /MLy C COMyTCTBYIOLWMMM 3a601€BaHMAMM, NPEAPACNONAraiolMMm K BOSHUKHOBEHMIO
OC/IOKHEHMIA NoC/e MHEKLUMM FpUnna AMKOro TMNa, He yCTaHoB/eHa. PelueHue o npumeHeHmn BakLyHbl NASOVAC-S AosKHO
6bITb OCHOBAHO Ha TLLATE/IbHOM PaCCMOTPEHMM NOTEHLMA/IbHBIX MPEMMYLLECTB U PUCKOB.

Mp1MeHeHKe Np1 6€peMEHHOCTU U KOPMIEHUM TPY/ibio

MccnepoBaH1e SMG6PUOTOKCUMYHOCTM M PEMPOAYKTUBHON TOKCUYHOCTHM Gbl/I0 MPOBEAEHO Ha CaMKax KpbIC, KOTOPbIM BBOAW/IM
npenapat Nasovac (BakumHa NpoTMB nNaHAemuyeckoro rpunna HINT xmBas aTTeHyuMpoBaHHas) OAWH, ABa MM Tpu pasa (B
nep1o/ opraHoreHesa), B 403aX NPMMEPHO 2-KPaTHO MPEBbILLAIOLMX AOMYCTMMbIE J03bl ANA YeOBEKa 3a OAHO BBEJEHME,
NyTEM WHTpaHa3a/lbHOM MHCTUANAUMM. He 6Gblo OBHapYKEHO TOKCMUECKOTO BO3AEMCTBMA HAa MATEPUHCKMIA OpraHM3Mm,
SMBGPMOTOKCMYHOCTM WA TEPaTOTEHHOCTM, CBA3AHHBIX C MPUMEHEHWMeM BaKuMHbl Nasovac. OfHaKo, MccnefoBaHMA Y
6epeMeHHbIX KEHILMH He MPoBOAMM. TMOCKO/IbKY pe3y/ibTaTbl MCCeoBaHMM BaKLyHbl NASOVAC-S Ha XMBOTHBIX He BCerja
No3BONAIT Npe/cKasaTh BAMAHME Ha PENpOAKTMBHYIO (YHKUMIO Y YenoBeka, mpenapat ciefyeT MpUMEHATb BO BpPEMA
6epeMeHHOCTM TO/IbKO B C/ly4ae KpaitHei HE06X0AMMOCTH.

JlaHHble OTHOCWUTENIbHO BO3MOXHOrO BbiaeneHua npenapata NASOVAC-S c rpysHbIM MOJIOKOM OTCYTCTBYIOT. [lo3Tomy,
NOCKOJIbKY HEKOTOPbIE BUPYChI BbIAENAIOTCA C FPY/AHbIM MOJIOKOM U, KDOME TOrO, M3-3a BO3MOXHOCTU Bbli€/IEHMA BaKLIMHHOTO
BMpYCa M HENocpeaCTBEHHOM 6M30CTU rPpyAHOro pebeHKa 1 mMatepu, npu nMpuMeHeHnu BakumHbl NASOVAC-S y KopMALLmX
Matepeit cieslyeT NPoABAATL OCTOPOXKHOCTb.

B3AMMOZENCTBME C IPYI MU JIEKAPCTBEHHbBIMM MPEMAPATAMM

NASOVAC-S npoTu1BOMnoKasaH AeTAM U NOAPOCTKaM, MOJyHatoLLMM Tepanmio acClMpUHOM M/IM aCMMPUH COAEPXKaLLYI0 Tepanuio
(cMm. pasgen «[poTMBONOKa3aHMUA» ).

OpHoBpeMeHHoe npumereHne npenapata NASOVAC-S ¢ NpoTMBOBMPYCHbIMM JIeKapCTBEHHbIMU CPeACTBamMM, aKTMBHbIMMU
NpoTMB BMPYCOB rpunna A u/unm B, He 6bino McciepoBaHo. OAHAKO, Ha OCHOBAHMKM CMOCOGHOCTM MPOTMBOBMPYCHBIX
NeKapCTBEHHbIX CPEACTB CHUXaTb 3PheKTUBHOCTL npenapaTta NASOVAC-S, He peKOMEH/0BaHO NPUMEHATb aHHYH0 BaKLMHY 3a
MeHee YeM 48 4acoB noc/e NpeKpaLeHns NPOTUBOBUPYCHOM Tepamnuu, TakkKe He CnefyeT NMPUMEHATb NPOTUBOBMUPYCHbIE
NleKapcTBeHHble CPEeACTBA B TeUeHMe [BYX Hejeslb Noc/ie BBEAEHWA AaHHOW BaKLMHbI, €C/IM OTCYTCTBYIOT MEeAMLMHCKME
nokasaHuA. Mpu HeOBXOAMMOCTH, B C/lyYae OZHOBPEMEHHOTO MPUMEHEHMA NPOTUBOBMPYCHbIX JIEKAPCTBEHHbIX CPEACTB M
npenapata NASOVAC-S, cneayeT pacCMOTPETb BOMPOC O peBaKLMHaLMK.

OTCYTCTBYIOT AaHHble 06 OAHOBPEMEHHOM NpUMeHEeHMM BaKLMHbl NASOVAC-S 1 apyrux BakumH. OAHaKo, ecau nokasaHo
O[IHOBPEMEHHOE NPUMEHEHWE C APYrol BaKLUMHOM, BaKLMHaLMA Aonyckaetca. CnesyeT OTMETWUTb, YTO B Takom Ciyyae
Hexenare/bHble peaKLMm MOTyT GbiTb 60/1ee TAKE/bIMM.

OTCYTCTBYIOT flaHHble 06 OZHOBPEMEHHOM npuMeHeHWM BakuuHbl NASOVAC-S M Apyrux neKapcTBEeHHbIX npenapaTtoB Ans
MHTpaHa3aibHOro BBeAEHMA. MMMYHHbIA OTBET MOXET O6biTb CHMXEH, eC/M MayueHT mnosyyaeT Tepanuio
MMMyHOZiENpeccaHTamm.
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English and Russian

Masi0BEPOATHO, YTO MPUMEHEHHE BaKLMHbI OBAMAET Ha CMOCOBHOCTb K YNPaB/IEHMIO TPAHCTIOPTHBIMM CPEACTBaMM M paboTe ¢
MeXaH13Mamu.

HEXXE/JIATE/IbHbIE PEAKLIMN

B X0/ K/IMHMYECKMX MCCNe0BaHMI 6blIM OGHAPY)KEHbI HEKOTOPbIE MECTHBIE M CUCTEMHbIE HEXenaTe lbHble peaKLuu. Bee oHu
6b1/1M IETKOM MM CPEeAHEN CTEMEHM TAKECTU U PaspellMIMCh 6e3 KaK1X-M60 NoCeACTBUIMA.

MecTHble peakumm: AMCKOMOPT B 061aCTH HOCA, 3a/10KEHHOCTb HOCa, YMXaHWe, HACMOPK, NOTePA 06OHAHKSA, NOKPacCHEeHUe
rnas, 03Ho6, oTek nmua. CUCTeMHble peaKuUMM: MOBbIIEHWe TemnepaTypbl, rofoBHas 60/b, YTOM/IAEMOCTb, MManrus,
apTpanrua, paspaxmTeNbHOCTb, NOTepsA anneTuTa, 60/1b B rop/e, Kallesib, Xp1ribl, TOWHOTa.

MEPEAO3UPOBKA
0O cyyasx nepefo3npOBKM He CO06LANOC.

®APMAKO/IOMMYECKME CBOMCTBA

MexaHu3M fercTeua

MIMMYHHble MexaHW3Mbl, obecrneuyuBaiouiMe 3alMTy OT rpunna Mocie NPUMEHEHUA 3KMBbIX aTTeHYMPOBaHHbIX
NPOTMBOrPUNMO3HbIX BAaKLMH, /10 KOHLA HE U3Y4eHbI, XOTA LIMPOKO M3BECTHO, YTO OHM 0GECMEYMBAIOT 3aLLMTY OT KIMHUYECKUX
cny4aeB y GO/bIIMHCTBA BaKLUMHMPOBAHHbLIX. [YMOpaNbHble aHTUTeNa, aHTUTeNa C/AM3UCTbIX 06O/MIoYeK M T-KNeTku,
cneumdmryHble ANA rPUNNa, BEPOATHO UrPatoT Posib B NPOMUIAKTUKE U BOCCTAHOB/IEHWUM Noc/ie MHdeKLmU. BakupHa NASOVAC-
S COZIEPXMT XMBbIE aTTEHYMPOBaHHbIE (0CN1a6/IEHHbIE) LITaMMbI BUPYCa FpUMMa, KOTopble J0/IXHbI 061a4aTb MHDULMPYHOLMMM
CBOWCTBAaMW M Pa3MHOXATbCA B K/ETKAX, BbICTUNAILWMX HOCOr/IOTKY PEeLMNIMeHTa, YTO6bl Bbi3BaTb MMMYHHbIA OTBET.
BaKLWHHble BMPYCbl, CMOCOGHbIE K MHOMLMPOBAHMIO M PenamMKaLuu, MOMHO Ky/JbTMBMPOBaTb M3 HOCOBOrO CeKpeTa,
NO/ly4EeHHOr 0 OT PELIUNMEHTOB BaKLUMHbI (BblAENEHME BUPYCa).

dapmaKoaMHaMMUUYECKME CBOMCTBA

Mpenapat NASOVAC-S ABNAETCA MBOW TPeXBa/leHTHOM BaKUMHOM ANA MHTPaHa3anbHOro BBeAeHMsA. Bxogswme B coctas
BaKLMHbl NASOVAC-S wWwTammbl BMpyca rpunna ABAAKOTCA (@) X0/J0/0a4anTMPOBaHHbIMK (ca), T. €. OHWU 3(DDEKTUBHO
penauumpytotcs npu 25°C, TemnepaType, KoTopas OrpaHMuMBaeT pernMKaLmi MHOMMX BUMPYCOB rpumnna Aukoro tuna; (b)
YyBCTBMTE/IbHBIMU K Temnepatype (ts), T. . UX penMKaumsa orpaHuyeHa npu 39°C, Temnepatype, npu KOTOPOM JjoKasaHa
aKTMBHaA peniMKkauma 60/1bLIMHCTBA BUPYCOB rpUMna AMKOro TUMA; M (C) aTTeHyMpOBaHHbIMM (att). KymynaTuBHbIiA adbdekT
aHTUreHHbIX CBOMCTB M (heHOTMMNOB (Ca, ts 1 att) 3aKk/04aeTca B TOM, YTO 0CN1abeHHbI BaKLUMHHDBIM BUPYC peninuMpyeTcs B
HOCOT/IOTKE, Bbi3bIBas 3aLLMTHYI0 MMMYHHYIO PeaKLmio.

dapMaKOKMHETUYECKHe CBOMCTBA
He npumermmo.

JloKNMHMYECKMe AaHHble Mo 6e30MacHOCTH

Bbl/1o npoBeAeHo nccneoBaHue ahheKTMBHOCTM BakLMHbI NASOVAC-S Ha HeBaKLMHMPOBaHHbIX XOPbKax (KOTopble ABAATCA
YCTaHOB/IEHHOM MOAE/bIO ANIA BUPYCA FPUNMMA) C MCMO/Ib30BAHMEM FOMOJIOTMYHbIX BMPYCOB FPUMMa B Ka4eCTBE KOHTPO/ILHOrO
3apaxeHua. PesynbTaTbl OMpefeNeHua BMPYCHOM Harpysku, BblA€NEHMA BMPYCa M TMCTONOMMYECKOrO WMCCNe/oBaHMA
NOATBEPAUIM CHIKEHME BCEX TPeX MoKasaTesiell Y BaKUMHMPOBAHHBIX MBOTHBIX MOC/E 3apaXeHWs HEe3aBMCMMO OT Tuna
MHbULMPYIOLLEro BUpYCa, YTO JOCTOBEPHO MOATBEPKAAET BbICOKYIO 3PpPeKTUBHOCTL BaKLMHbI NASOVAC-S npoTus BCex Tpex
LITaMMOB BMpYCa.

BakuwuHa NASOVAC-S ycneLuHo npoLuna uccaesoBaHna TOKCUYHOCTM NPY OAHOKPAaTHOM M MHOMOKPaTHOM BBEAEHWMM Ha MbiLLaXx 1
Kpbicax NPy MHTpaHa3a/lbHOM BBEZIeHMM. B MCCne0BaHMAX NPU OZHOKPATHOM BBE/JEHMM BaKLMHbI XXMBOTHBIM BBOAM/IN A103bl
npenapara, npesbillalolMe PeKOMEHAOBaHHbIE, U B TeyeHWe 14 JHelt M3yyanu TOKCUYECKOe BO3ZEeMCTBME. Y MBOTHBIX,
nosyyasLumx npenapat NASOVAC-S, He 6b1710 06HapYKEHO HeXXeaTe IbHbIX PeaKLif, CBA3aHHbIX C MPUMEHEHUEM BaKLMHbI.

B vccnejoBaHMAX TOKCUUYHOCTM NPK MHOTOKPATHOM BBEAEHWM TPU [103bl BaKLMHbI, MPEBbILIAKLME PEKOMEH/0BAHHYIO 03y,
BBO/IM/IU XMBOTHBIM MHTPaHa3a/ibHo Ha 0, 7 1 14 leHb 1 3aTeM BbIBOAMM U3 SKCNIEPUMEHTA. [MCTONOrMYEeCKoe UcCejoBaHe
NPOBOAMNM /A OLEHKM HEBNaronpuATHBIX BO3/JEMCTBMI Ha Kakue-nMGo opraHbl. B Xode MccnesjoBaHMA Y KMBOTHbIX,
nonyyaslwmx npenapat NASOVAC-S, He 6bil0 06HApYKEHO HeGIaronpUATHBIX BO3AEMCTBMM, CBA3AHHBIX C NPUMEHEHUEM
BaKLMHbI.

HECOBMECTUMOCTb
B ycn0BMAX OTCYTCTBUA UCCIEJ0BAHMI COBMECTUMOCTM, JaHHbIN 1eKapCTBEHHDIM Npenapar 3anpelleHo CMeLWMBaTh C APYrMMU
NeKapCcTBEHHbIMM NpenapaTamu.

WHCTPYKLMU MO NPUMEHEHMIO, OBPALLEEHWUIO U Y TUIU3ALMMK

MepeA Mcnonb3oBaHMeM BaKLMHY HarpeBaloT 40 KOMHATHOW TemnepaTtypbl. [lepes MCnosib3oBaHMEM BaKLMHY HEOGXOAMMO
BCTPAXHYTb.

Mocne uHTpaHasanbHOro BBeAeHMA BakLMHb NASOVAC-S 1cronib3oBaHHble U3enna ANA BBEAEHUA BaKLUMHbI M BCE MUX YaCTW
JIO/KHBI 6bITb YTUNM3MPOBaHbI B COOTBETCTBMM CO CTaHAAPTHbIMM Npouesypamu ANA MeMUMHCKMX OTXOAOB (Hampumep
KOHTEVHep /N1 OCTPbIX NPEAMETOB MM KOHTEMHEP N1 6MOOTMYECKHM OMACHbIX OTXOA0B).

CPOKTOAHOCTH
He ucnonb3yiiTe 3T0T Npenapar Noc/ie MCTeYeHKA CPOKa FOAHOCTH, KOTOPbIN YKa3aH Ha STUKETKE U yNaKoBKe.

XPAHEHME

MOC/E NOAYYEHMA U NEPEA NMPUMEHEHMEM npenapat NASOVAC-S (BakuuHa NpoTMB rpunna, uBas aTTeHyMpoBaHHas
(4enoseyeckas) ANA MHTPaHasasbHOro BeedeHus) HEOBXOAMMO XPAHWUTL B XO/I0AM/IbHOM KAMEPE MPU TEMMEPATYPE
2-8°C (35-46°F). HE WCMOJ/Ib3YATE 3TOT MPEMAPAT MOC/E UCTEYEHMA CPOKA FOAHOCTM, KOTOPbIM YKA3AH HA
3TUKETKE. Mpu TpaHCMOPTUPOBKE BaKLyHbI NPOTMB MPUMMA, XKMBOM aTTEHYMPOBAHHOM (He/I0BEUYECKOM) ANA MHTPaHa3a/IbHOro
BBE/IEHMA HEOGX0AMMO NOAAEPKMBATBL XO/I0J0BYIO Lienb (Npu Temnepatype 2-8°C).

®OPMA BbIMYCKA

®opma Bbinycka npenapata NASOVAC-S, BakuMHa MpOTMB TpMMNa, XMBas aTTEHyMpOBaHHasA (YesoBevyeckasn)
MoHUNM3MPOBaHHaA, 1A MHTPaHa3a/IbHOro BBeAeHWA: (AaKoH ¢ 1 4030/ 1 pacTBopuTensb (0,5 mn).

NASOVAC-S nocTaBnsetcs B CTEKNAHHbIX (nakoHax M3 npospayHoro ctekna Knacca 1 ®apm. CLUA, copepalmx
MOUNM3MPOBAHHBIN OCAZOK.

®dnakoH, coaepKalLmii CTEPUAbHbIM PacTBOP ANA MHIANALMIA B Ka4eCTBe PacTBOPUTENA, WNPUL, AN1A BBEAEHWS, ajanTep Ans
nakoHa, MHTPaHa3asibHbI PaCcrbIIMTE b M Pa3feuTE b A03bl TaKXKE NOCTAB/IAITCA BMECTE C BaKLMHOM.

®JIAKOHHbIN TEPMOMHANUKATOP (®TH) (BononH1TeNbHO)

Toukun KoHTponA cnakoHa ¢ BakUWUH

NCIMOJIb3OBATb HE VCIOJIb3OBATb

A
Ksagpar csetnee,
YeM HapyHbli Kpyr
LiseT BHyTpeHHero Ksaapata, KOHTPO/IMpyemoro
n1aKoHa C BaKUMHOM, M3Haua/IbHO UMeeT Gonee
CBET/IblV OTTEHOK, YeM HapyHbIi Kpyr. OfHaKo

CO BPEMEHeM W/Unu NPy BO3AEHCTBUM Tenna ero
ugeT 6ysieT TeMHETb.

A
LigeT kBagpaTa cosnagaet Ksagpat TemHee,
C uBeToM Kpyra Yem Kpyr

KaK T0/1bKO BaKLMHa AOCTMI/Ia MM NPEBBICUA TOUKY
OTMeHbI, LIBET BHYTPEHHErO KBajpaTa 6y/leT TakuM xe
KaK MM TEMHee, YeM LIBET HapyXHOro Kpyra.

TOYKA
OTMEHbI

CoobwuTe BaleMy pyKOBOAUTESIO

KONneHHOoe CO BpeMeHeM Tennosoe BO3A€ENCTBUE

Ha konnauke ¢nakoHa npenapata NASOVAC-S, BaKuuHa NpOTMB FpuMMnna, XMBas aTTeHyMpoBaHHas (YesoBeveckasn),
NnocTaBNsieMoro Komnanuen «Cepym MHcTutbior Od Unaus MeT. JiTg.», HaxoauTtcs haakoHHbIM TepMmonHamKatop (OTH).
370 TOuKa, YyBCTBMTE/IbHAA K JEMCTBMIO TEMNepaTypbl U BPEMEHM, KOTOpPas MoKasbiBaeT COBOKYMHOE Tensio, MosyyYeHHoe
bnakoHom. OTU npeaynpexzaeT KOHEYHOro Mosib3oBaTtess, KOrha BO3AEMCTBUE TENNa MOXET MPUBECTU K YXYALWEHMIO
KayecTBa BaKLMHbI CBEPX J0NYCTUMOrO YPOBHS.

MHTepnpeTauya nokasanuii ®TU npoctas. MocMoTpuTe Ha KBagpaT B LeHTpe. Ero LBeT M3MeHAeTCA C TeYeHUEM BPEMEHM.
lMoka LBeT 3TOro KBaJpaTa CBeT/iee LiBeTa BHELHEro Kpyra, MCnosib3oBaH1e BaKLMHbI AonyckaeTca. Ecam upeT kBagpata u
BHELUHEro Kpyra OAMHAKOBbIA WM/M LBET KBaJpaTa TEMHee LiBeTa BHELHEro Kpyra, BaKUMHY MCrO/b30BaTb He/b3A U ee
HEo6X0MMO YTUM3MPOBaTD.

OCOBbIE YKA3AHUA

. EAMHCTBEHHBIM JONYCTMMBIM NyTEM BBE/JEHUA ABNACTCA MHTPaHa3a/lbHoe BBEZleHMe.

. B peakux cnyyasx y miofei, CKOHHbIX K aHatMNaKCuW, MOXET pasBMTbCA aHahMNaKTUUECKMI WOK. OCHOBHbIM
HarpaB/ieHUEM B JIEYEHWUN TAXENOM aHaMNAKTUYECKOM peaKLun ABNAETCA HeMeANEHHOe BBeIEHME aZlpeHasiHa, YTo
MOXET BbITb KM3HEHHO HEOGXOAMMBIM. AZIpeHantH CiesyeT BBOAWTL NpU ManeHlleM NoZJ03PEHNM Ha BOSHMKHOBEHWE
aHaunaKTU4eCKOM peakumn. Kak M B Ciyyae /Jpyrux BaKUMH, BaKLUMHMPOBAHHbIE JO/KHbI HaXOAWTbCA MOJ
MeIULMHCKMM Hab/IloleHMEM B TeYeHHe He MeHee Yem 30 MUHYT Ha C/ly4ail BO3MOKHOTO BO3HUKHOBEHUA HEME//IEHHbIX
MM PaHHMX aNIEPTUYECKMX PEaKLMIA. MTOMMMO BCOMOraTeIbHbIX Mep, TaKMX KaK, MHransaLma KUC/IOPOAa, TaKke Bceraa
JI0/KHBI BbITb B HA/IMYMU TMPOKOPTU3OH U aHTUIMCTaMMHHbIE Cpe/CTBa.

[N

BHMMAHMUE: MPOTUBOMNOKA3AHMA A1 NPUMEHEHMA BAKLIUHbI
. Annepruyeckas peakums Ha anua
. AleTm 1 noapoctku (2-17 neT), nonyvawlpme Tepanuio aClMpUMHOM MM aclMpUH COAepallylo Tepanmio. Y nuL ¢
CMMNTOMaMM NPOCTYAbI (Kalle/b, MOBbILIEHWE TeMNEePaTypbl, 60/Ib B MbILILAX) MM APYTHMX CUMITOMOB rpuMna, cieayet
NPOBECTU K/IMHUYECKOE 06CNIe/j0BaHME U, NMPU HEOGXOAMMOCTH, Ha3HaUMTb COOTBETCTBYIOLIEE leyeHMe. B yKasaHHbIX
cnyyasx BeegeHue BakLuHbl NASOVAC-S cieyeT 0TNI0XKMTb Kak MUHUMYM 0 BbI3J0POBJIEHMS .

[N
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RECONSTITUTION OF THE VACCINE

BOCCTAHOBJIEHUE BAKLIMHbI

- Syringe
Dose Divider (1 mL Luer lock)

Components for administration.
Allow the vaccine and diluent to attain
room temperature.

Vial Adapter g g
S .

Intranasal

Vaccine Diluent spray device

KOMMNOHEHTbI 4151 BBEAEHWA BaKLMHbI.
MNepea MCronb3oBaHWEM BaKLMHY U
pacTBOpMUTE/Ib HAarpeBatoT 0 KOMHATHOM
Temneparypsl.

= =

Remove the flip top from the diluent vial.

CHUMMTE KONMAYOK C (hlakoHa C pacTBOPUTENIEM.

< a) Connect the vial adapter onto the diluent vial by pushing
it downwards until vial adapter is properly and solidly
3 }& placed.
a) ycTaHoBMTe ajanTep (lakoHa Ha (aKoH C

\ pacTBopuTeNieM, Ha4aBMB Ha HEro BHKU3, MOKa aganTtep

|
W dnakoHa He GyZeT NPaBM/IbHO M HAZEXKHO 3aKperieH.
-
2
»

b) Connect the syringe to the vial adapter by completely
screwing in clockwise direction.

NoACOeAMHUTE WNPUL, K afantepy dhaakoHa, NOSHOCTbIO
3aKpYTHB €ro Mo YacoBOM CTPesiKe.

b

Draw the entire contents of the diluent vial into
the syringe.

Ha6epute Bce coaepkumoe dakoHa ¢
pacTBOpuTENEM B WMPHL.

Remove the entire assembly (syringe connected to the
adapter) from the diluent vial.

OTcoeanHuTe aganTep (akoHa M MPUKPENIEHHbIN
WNpuL, OT (1akoHa C pacTBOPUTENEM.

Remove the flip top from the vaccine vial.

the liquid to be drawn in. Assist by pushing the plunger if
required.

vacuum.

CHUMMTE KO/IMAYoK C (hlakoHa C BaKLMHOM.
MNoacoeauH1Te WNpKL C afanTepom (akoHa K hiakoHy ¢

OTcoeauHuTe WNpUL, OT aganTtepa (iakoHa, YTobbl
YPaBHOBECUTb [aBsieHne C aTMOCd)eprIM.

Attach the syringe with vial adapter to the vaccine vial and allow

Disconnect the syringe from the vial adapter to break any residual

BaKLIMHOﬁ 1 BBEAUTE PACTBOPUTE/Ib. AJ’IR 3TOro HaXXMUTE Ha NMopLlleHb.

its contents.

5%;\ Rotate the vial between the palms to dissolve

MepekatbiBaiiTe (h1aKOH MEXAY NafOHAMU 40
MOJIHOrO PacTBOPEHMUSA COAEPHKMMOTO.

ADMINISTRATION OF THE VACCINE

BBEAEHUE BAKLIUHbI

Reconnect the syringe with the vial adapter and withdraw the
entire reconstituted vaccine into the syringe. Detach the
syringe from the vial adapter.

MoBTOPHO NoAcoeAuHUTE WNpUL, K agantepy (iakoHa u
Ha6epl4Te B LWINpML, BCHO BOCCTAHOBJ/IEHHYO BaKUMHY.
OTcoeAnHUTE WNPUL, OT aaanTtepa diakoHa.

Fix the intranasal spray device on the tip of
the syringe.

3aKkpenuTe MHTpaHasasbHbIM pacrnbiIMTe b Ha
HaKOHEeYHMKe Wnpuua.

Fix the dose divider on the plunger of the
syringe.

3aKpenuTe pasgennTenb 4o3bl Ha
MopLUHE WNpMLua.

nostril of the recipient sitting upright with his/her

half of the dose is delivered.

K HOCOBOMY X0Ay BakUMHUpyemoro, KOTOprFI cmaut
BE€pPTMKa/IbHO, CO C/ierkKa 3anpom4HyTou71 I'OI'IOBOI‘;i, n
OAHMM [ABUXEHUEM CUJIbHO HaXXMUTE Ha NOpLIEHb,

T. €. MOJIOBMHY A03bl.

Place the intranasal spray device at the base of the

head slightly thrown back and push the plunger firmly
in a single stroke to deliver the vaccine. 0.25 mli.e.

MogHecute MHTPaHa3a}'IbeIl:1 pacnblnTeNb BNIOTHYHO

4TO6bI BBECTH BaKLMHY. BBeaute 0,25 Mn pacTsopa,

! Draw back the plunger slightly and remove the dose divider.
Il Repeat the above step to deliver the remaining 0.25 ml into
the second nostril.

Cnerka oTBeAuTE Ha3aj NopLieHb U CHUMWUTE pasjenmTenb
[,03bl. [OBTOPUTE OMMCAHHbIM BbILLE LWar, YTO6bI BBECTH
ocTtaslwmeca 0,25 M1 BaKLyHbI BO BTOPOM HOCOBOM X04.

Manufactured by/ Mpou3sodumeib:

s/ 212/2, Hadapsar, Pune 411028, INDIA
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Influenza Vaccine,
Live Attenuated (Human)

NASOVAC-S

Seasonal, Trivalent

2021 Formula Southern Hemisphere

DESCRIPTION

NASOVAC-S, Influenza Vaccine, Live Attenuated (Human), freeze dried is a live trivalent vaccine for
administration by intranasal spray. NASOVAC-S contains three vaccine virus strains of A/H1N1, A/H3N2 and Type
B influenza virus cultivated on embryonated hen eggs. The three strains are antigenically similar to the strains
recommended by the World Health Organization (W.H.O.) for 2021.

Freeze dried

COMPOSITION

[Propagated in Embryonated hen eggs]

Each vial of single dose (0.5 ml) contains:

A(H1N1) Strain-A/17/ Victoria /2019 /276 (HIN1)*
A(H3N2) Strain - A/17/Hong Kong /2019/2573 (H3N2)* Not less than 107 EIDsg

B Strain - B/60/ Washington /2019 /3676* Not less than 1065 EIDsg

* Antigenic specificity of Hemagglutinin and Neuraminidase identical to wild type virus as recommended by
W.H.O. for influenza vaccine for the year 2021 Southern hemisphere influenza season:

« A/Victoria/2570/2019 (H1N1) pdm09 - like virus

« A/HongKong/2671/2019 (H3N2) - like virus

« B/Washington /02 /2019 - like virus (B/Victoria lineage)

Partially hydrolyzed gelatin 2.5%, Sorbitol 5.0%, L-Alanine 0.1%, L-Histidine 0.21%, Tricine 0.3%,
L-Arginine hydrochloride 1.6 %, Lactalbumin hydrolysate 0.35%, Phosphate buffer saline Base. Reconstitute with
Sterile Water for Inhalation IP. The vaccine contains no preservatives.

Dose: 0.5 mlintranasal (spray 0.25 ml per nostril). The tip attached to the sprayer is equipped with a nozzle that
produces a fine mist that is primarily deposited in the nose and nasopharynx.

The vaccine complies with the W.H.O. recommendations.

Not lessthan 107 EID 5o

INDICATIONS

NASOVAC-S is indicated in individuals above 2 years of age for the active immunization for the prevention of
influenza disease caused by two influenza A subtype viruses and one influenza Type B virus which are expected to
circulate in the 2021 season. NASOVAC-S should be used in accordance with official guidance.

POSOLOGY AND METHOD OF ADMINISTRATION

Each freeze-dried vaccine vial is reconstituted using the entire contents of sterile water for inhalation that is
supplied along with the vaccine, using the supplied syringe and vial adapter.

A dose of 0.5 ml is administered as 0.25 ml per nostril using a 1.0 ml syringe and a spray device. Withdraw the
entire reconstituted vaccine for administration. The spray device creates a fine spray that primarily deposits
the vaccine in the nose and nasopharynx. A single intranasal dose is recommended for people above 2 years
of age.

For further information, see (Pharmacodynamic properties).

Use immediately after reconstitution. If the vaccine is not used immediately then it should be stored in the dark
at 2-8°C for no longer than 6 hours.

Any opened container remaining at the end of a session (within six hours of reconstitution) should be discarded.
The vaccine vial monitor (see figure), for this type of vaccine is attached to the vial cap and should be discarded
when the vaccine is being reconstituted.

The diluent supplied is specially designed for use with the vaccine. Only this diluent must be used to reconstitute
the vaccine. Do not use diluents from other types of vaccine or from other manufacturers. Using an incorrect
diluent may result in damage to the vaccine and/or serious reactions to those receiving the vaccine. Diluent
must not be frozen, but should be kept cool.

The diluent and reconstituted vaccine should be inspected visually for any foreign particulate matter and / or
variation of physical aspects prior to administration. In the event of either being observed, discard the diluent or
reconstituted vaccine.

CONTRAINDICATIONS

Hypersensitivity

NASOVAC-S is contraindicated in individuals with a history of hypersensitivity, especially anaphylactic reactions
to eggs, egg proteins, gelatin, or Lactalbumin or with other vaccine components.

Concomitant Pediatric and Adolescent Aspirin Therapy and Reye's syndrome

NASOVAC-S is contraindicated in children and adolescents (2-17 years of age) receiving aspirin therapy or
aspirin-containing therapy, because of the association of Reye's syndrome with aspirin and wild-type influenza
infection.

WARNINGS AND PRECAUTIONS

NASOVAC-S should under no circumstances be injected.

As with all vaccines, appropriate medical treatment and supervision should always be readily available in case of
arare anaphylactic event following the administration of the vaccine.

NASOVAC-S should not be administered to any individuals with active wheezing.

If the individual has a history of Guillain-Barré syndrome the decision to give NASOVAC-S should be based on
careful consideration of the potential benefits and potential risks.

Immunization should be postponed in patients with severe febrile illness or acute infection. The vaccine can be
given to people with minor illnesses (e.g., diarrhea or mild upper respiratory tract infection without fever).
However, if nasal congestion is present that might limit delivery of the vaccine to the nasal lining, then delaying
of vaccination until the nasal congestion is reduced should be considered.

People already suffering from cold, cough, fever, bodyache or other flu-like symptoms should be clinically
evaluated and if necessary, appropriate treatment should be given. In such cases, NASOVAC-S vaccination should
be postponed at least till recovery.

Administration of NASOVAC-S, to immune-compromised persons should be based on careful consideration of
potential benefits and risks. There is no clinical data available on the use of this vaccine in immune-
compromised persons. Antibody response in such patients may be insufficient.

The safety of NASOVAC-S in individuals with underlying medical conditions that may predispose them to
complications following wild-type influenza infection has not been established. The decision to give NASOVAC-S
should be based on careful consideration of the potential benefits and potential risks.

Pregnancy and lactation

Adevelopmental and reproductive toxicity study has been performed in female rats administered Nasovac (Live
attenuated pandemic H1N1 vaccine) either once, twice or thrice (during the period of organogenesis), at
approximately 2 human dose equivalents per occasion, by intranasal instillation and has revealed no evidence of
maternal toxicity, fetotoxicity or teratogenicity due to Nasovac. There are however, no studies in pregnant
women. Because animal studies are not always predictive of human response, Nasovac-S should be administered
during pregnancy only if clearly needed.

It is not known whether NASOVAC-S is excreted in human milk. Therefore, as some viruses are excreted in human
milk and additionally, because of the possibility of shedding of vaccine virus and the close proximity of a nursing
infant and mother, caution should be exercised if NASOVAC-S is administered to nursing mothers.

DRUG INTERACTIONS

Do not administer NASOVAC-S to children or adolescents who are receiving aspirin therapy or aspirin-containing
therapy (see Contraindications).

The concurrent use of NASOVAC-S with antiviral agents that are active against influenza A and/or B viruses has
not been evaluated. However, based upon the potential for antiviral agents to reduce the effectiveness of
NASOVAC-S, do not administer this vaccine until 48 hours after the cessation of antiviral therapy and antiviral
agents should not be administered until two weeks after administration of this vaccine unless medically
indicated. If antiviral agents and NASOVAC-S are administered concomitantly, revaccination should be
considered when appropriate.

There are no data on co-administration of NASOVAC-S with other vaccines. However, if co-administration with
another vaccine is indicated, immunisation may be carried. It should be noted that the adverse reactions may be
intensified.

There are no data regarding co-administration of NASOVAC-S with other intranasal preparations.
The immunological response may be diminished if the patient is undergoing immunosuppressant treatment.

The vaccine is unlikely to produce an effect on the ability to drive and use machines.

ADVERSE REACTIONS

In clinical trials a few local and systemic reaction were observed. They were mild to moderate in severity and
resolved without any sequelae.

Local : Nasal discomfort, stuffy nose, sneezing, runny nose, loss of smell, red eyes, chills, facial swelling.
Systemic : Fever, headache, fatigue, myalgia, arthralgia, irritability, loss of appetite, sore throat, cough,
wheezing, nausea.

OVERDOSE
No case of overdose has been reported.

PHARMACOLOGICAL PROPERTIES

Mechanism of Action

Immune mechanisms conferring protection against influenza following receipt of live attenuated influenza
vaccines are not fully understood, though it is well-established that these vaccines provide clinical protection to
the majority of the vaccinees. Serum antibodies, mucosal antibodies, and influenza-specific T cells may play a
role in prevention and recovery from infection. NASOVAC-S contains live attenuated influenza viruses that must
infect and replicate in cells lining the nasopharynx of the recipient to induce immunity. Vaccine viruses capable
of infection and replication can be cultured from nasal secretions obtained from vaccine recipients (shedding)

Pharmacodynamic properties

NASOVAC-S is a live trivalent vaccine for administration by intranasal spray. The influenza virus strain in
NASOVAC-S is (a) cold-adapted (ca) (i.e., it replicates efficiently at 25°C, a temperature that is restrictive for
replication of many wild-type influenza viruses); (b) temperature-sensitive (ts) (i.e., it is restricted in
replication at 39°C, a temperature at which many wild-type influenza viruses grow efficiently); and (c)
attenuated (att). The cumulative effect of the antigenic properties and the ca, ts, and att phenotypes is that the
attenuated vaccine virus replicates in the nasopharynx to induce protective immunity.

Pharmacokinetic properties
Not applicable.

Preclinical safety data

Efficacy study of NASOVAC-S in naive ferrets (which is an established model of influenza) using homologous
influenza viruses as challenge was conducted. Viral load, viral shedding and pathological analysis showed
reduced levels of all three parameters in vaccinated animals after challenge irrespective of the challenge virus
clearly demonstrating high efficacy of NASOVAC-S for all the three strains.

NASOVAC-S has undergone Single-dose and Repeated-dose toxicity studies in mice and rats when administered
intranasally. In single-dose studies, higher than normal doses of the vaccine were given to animals and they were
observed for 14 days for toxic effects. No vaccine-related untoward effects were found in animals receiving
NASOVAC-S.

In repeated-dose toxicity studies, three doses of higher than normal doses of the vaccine were given intranasally
to animals on day 0, 7 and 14 and were subsequently sacrificed. Necropsy was done to assess adverse effects on
any organs. No vaccine-related adverse effects were found in the study animals receiving NASOVAC-S.

INCOMPATIBILITIES
In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

INSTRUCTIONS FOR USE AND HANDLING AND DISPOSAL

The vaccine should be allowed to reach room temperature before use. Shake before use.

Once NASOVAC-S, intranasal has been administered, the used vaccine devices and all its parts should be disposed
off according to the standard procedures for medical waste (e.g., sharps container or biohazard container).

SHELF-LIFE
Do not exceed the expiry date printed on the label and packaging.

STORAGE

NASOVAC-S, Influenza Vaccine, Live Attenuated (Human) Intranasal SHOULD BE STORED IN A REFRIGERATOR AT
2 - 8°C (35-46°F) UPON RECEIPT AND UNTIL USE. THE PRODUCT MUST BE USED BEFORE THE EXPIRATION DATE ON
THE LABEL. The cold chain (2 to 8°C) must be maintained when transporting Influenza Vaccine, Live Attenuated
(Human) Intranasal.

PRESENTATION
NASOVAC-S Influenza Vaccine, Live Attenuated (Human) freeze dried, intranasal is available as:
1 dose vial plus diluent (0.5 ml)

NASOVAC-S is supplied as a vial containing freeze-dried cake in USP type 1 glass vials.
Vial containing sterile water for inhalation as diluent, syringe for administration, vial adapter, intranasal spray
device and dose divider are also supplied along with the vaccine.

THE VACCINE VIAL MONITOR (VVM) (Optional)

A X A .
Square is Square Square is
° lighter than matches . darker than

outer circle outer circle outer circle

The colour of the inner square of the VVM
starts with a shade that is lighter than the
outer circle and continues to darken with
time and/or exposure to heat.

Once a vaccine has reached or exceeded the discard point,
DELUORJONIE the colour of the inner square will be the same colour
or darker than the outer circle.

Inform your supervisor

Cumulative heat exposure over time

\ J

Vaccine Vial Monitors (VVMs) are on the cap of NASOVAC-S, Influenza Vaccine, Live Attenuated (Human),
supplied through Serum Institute of India Pvt. Ltd. This is a time-temperature sensitive dot that provides an
indications of the cumulative heat to which the vial has been exposed. It warns the end user when exposure to
heat is likely to have degraded the vaccine beyond an acceptable level.

The interpretation of the VVM is simple. Focus on the central square. Its colour will change progressively. As long
as the colour of this square is lighter than the colour of the outer circle, then the vaccine can be used. As soon as
the colour of the central square is the same colour as the outer circle or of a darker colour than the outer circle,
then the vial should be discarded.

MOST IMPORTANT WARNING

1. Please ensure that the vaccine is administered by intranasal spray.

2. In rare cases anaphylactic shock may occur in susceptible individual. The mainstay in the
treatment of severe anaphylaxis is the prompt use of adrenaline, which can be lifesaving.
It should be used at the first suspicion of anaphylaxis. As with the use of all vaccines, the
vaccinees should remain under observation for not less than 30 minutes for possibility of
occurrence of rapid allergic reactions. Hydrocortisone and antihistaminics should also be
available in addition to supportive measures such as oxygen inhalation.

CAUTION: PEOPLE WHO SHOULD NOT TAKE THE VACCINE
1. Those who are allergic to eggs
. Children and adolescents (2-17 years of age) receiving aspirin and aspirin containing therapy.
People already suffering from cold, cough, fever, bodyache or other flu-like symptoms should be
clinically evaluated and if necessary, appropriate treatment should be given. In such cases,
NASOVAC-S vaccination should be postponed at least till recovery.

N
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Vacuna de la Influenza,
Viva Atenuada (Humana)

NASOVAC-S

Estacional, Trivalente
Hemisferio Sur

=

Formula 2021 Liofilizada

DESCRIPCION

NASOVAC-S (Vacuna de la Influenza, Viva Atenuada (Humana)), liofilizada es una vacuna trivalente, viva para la
administracion con atomizador nasal. NASOVAC-S contiene tres cepas del virus de la vacuna de A/H1N1, A/H3N2 y
el virus de la influenza Tipo B que se cultiva en los huevos embrionados de gallina. Las tres cepas son
antigénicamente similares a las cepas recomendadas por la Organizacion Mundial de Salud (0.M.S.) para 2021.

COMPOSICION

[Propagada en los Huevos Embrionados de Gallina]

Cada frasco de dosis Unica (0,5 ml) contiene:

CepaA(H1IN1) -A/17/ Victoria /2019 /276 (HIN1)* No menos que 107 DIEs0

Cepa A(H3N2) - A/17/Hong Kong/2019/2573 (H3N2)*  No menos que 107 DIE 5o

Cepa B - B/60/Washington/2019/3676* No menos que 1065 DIE 50

* La especificidad antigénica de la hemaglutinina y la neuraminidasa es idéntica al virus del tipo salvaje,
seg(in recomendado por la Organizacion Mundial de Salud (OMS) para la vacuna de la influenza en la temporada
de influenza en el hemisferio sur en 2021.

« VirustipoA/Victoria/2570/2019 (HIN1) pdm09

« VirustipoA/HongKong /2671/2019 (H3N2)

« Virus tipo B/Washington/02/2019 (Linaje B/Victoria)

Gelatina (parcialmente hidrolizada) 2,5%, Sorbitol 5%, L-Alanina 0,1%, L-Histidina 0,21%, Tricina 0,3%,
L-Arginina Clorhidrato 1,6%, Hidrolizado de Lactoalbumina 0,35%, Tampon de Fosfato Base Salina. Reconstituir
conAgua Estéril para Inhalacion IP. La vacuna no contiene conservantes.

Dosis: 0,5 ml intranasal (aplicar 0,25 ml por cada fosa nasal con atomizador) La punta colocada en el atomizador
viene equipada con una boquilla que produce un rocio fino que se deposita en la nariz y la nasofaringe.

La vacuna cumple con las recomendaciones de la0.M.S.

INDICACIONES

NASOVAC-S esta indicada en la inmunizacion activa de los individuos con mas de 2 anos para la prevencion de la
enfermedad de la influenza causada por dos virus del sub-tipo Ay un virus de Influenza tipo B, que se espera
circularan en la temporada de 2021. Se debe utilizar NASOVAC-S de conformidad con las directivas oficiales.

POSOLOGIAY METODOS DE ADMINISTRACION

Cada frasco de la vacuna liofilizada se reconstituye usando el contenido entero de agua estéril para inhalacion
que se suministra con la vacuna, usando la jeringa y adaptador de vial.

Una dosis de 0,5 ml se administra en la forma de 0,25 ml en cada fosa nasal usando una jeringa de 1,0 mly un
dispositivo atomizador. Retirar la vacuna reconstituida completa para su administracion. ELl dispositivo
atomizador crea un vapor fino que primariamente deposita la vacuna en la nariz y en la nasofaringe.
Se recomienda una dosis intranasal para personas de mas de 2 afnos.

Para mas informacion (ver Propiedades Farmacodinamicas).

Usar inmediatamente después de la reconstitucion. Si no se utiliza la vacuna inmediatamente se la debe guardar
en la oscuridad a 2-8°C por no mas de 6 horas.

Cualquier frasco que quede abierto al final de la sesion (dentro de seis horas de la reconstitucion) debe ser
descartado. El monitor de control de vial de la vacuna para este tipo de vacuna (ver figura) se encuentra adherido
alatapa del vial y debe desecharse cuando se esta reconstituyendo la vacuna.

El diluente suministrado ha sido especialmente disefiado para usar con la vacuna. Se debe usar Unicamente este
diluente para reconstituir la vacuna. No usar diluentes de otros tipos de vacunas o de otros fabricantes. Usar un
diluente incorrecto puede resultar en el dano a la vacuna y/o reacciones serias en personas que reciben la
vacuna. El diluente no debe congelarse pero se debe mantenerlo frio.

El diluente y la vacuna reconstituida deben ser observados visualmente para la presencia de materia particulada
extrana y/o variaciones en los aspectos fisicos antes de la administracion. En el evento de que se las observen,
descartar el diluente o la vacuna reconstituida.

CONTRAINDICACIONES

Hipersensibilidad

NASOVAC-S esta contraindicada en individuos con una historia de hipersensibilidad, especialmente reacciones
anafilacticas a huevos, proteinas de huevos, gelatina o lactalbumina o con otros componentes de la vacuna.

Terapia concomitante Pediatrica y Adolescente con Aspirinay el Sindrome de Reyes

NASOVAC-S esta contraindicado en nifios y adolescentes (de edad entre 2 - 17 afios) recibiendo la terapia con
aspirina o terapia con un medicamento que contenga la aspirina, debido a la asociacion del Sindrome de Reyes
con aspirinay la infeccion de influenza de tipo-salvaje.

ADVERTENCIAS Y PRECAUCIONES

NASOVAC-S no debe ser inyectado bajo ninglin concepto.

Como en el caso de todas las vacunas, siempre debe estar disponible el tratamiento médico y la supervision en el
caso de un evento raro anafilactico después de la administracion de la vacuna.

NASOVAC-S no debe ser administrado en personas con la sibilancia activa.

Si la persona tiene una historia del sindrome de Gullain-Barré, la decision de administrar NASOVAC-S debe basarse
en la consideracion cuidadosa de los beneficios potenciales y los riesgos potenciales.

La inmunizacion debe ser postergada en pacientes con una enfermedad febril severa o la infeccion aguda.
La vacuna puede administrarse en personas con enfermedades menores (p.ej. la diarrea o la infeccion leve del
tracto respiratorio superior con o sin la fiebre). Sin embargo si esta presente la congestion nasal, ésta puede
limitar la entrega de la vacuna en el revestimiento nasal y en este caso se debe considerar demorar la vacunacion
hasta que se reduzca la congestion nasal.

Las personas que ya sufren de la constipacion, tos, fiebre, dolor corporal, o otros sintomas parecidos a la gripe
deben ser clinicamente evaluadas y si fuera necesario se debe administrar el tratamiento apropiado. En tales
casos la vacunacion con NASOVAC-S debe ser postergada por lo menos hasta la recuperacion.

La administracion de NASOVAC-S en personas inmunocomprometidas debe ser basada en la consideracion
cuidadosa de los beneficios y riesgos potenciales. No hay dados clinicos disponibles sobre el uso de esta vacuna en
personas inmunocomprometidas. La respuesta de anticuerpos en tales pacientes puede ser insuficiente.

No ha sido establecida la seguridad de NASOVAC-S en individuos con condiciones médicas subyacentes que tal vez
les hagan mas susceptibles a complicaciones siguientes a la infeccion tipo salvaje de la influenza. La decision de
administrar NASOVAC-S debe basarse en la evaluacion detenida de los beneficios y riesgos potenciales.

Gravidezy Lactancia

Se ha realizado un estudio de desarrollo y de la toxicidad reproductiva en ratas que fueron administradas Nasovac
(la Vacuna viva, atenuada para la pandemia de H1N1) una, dos o tres veces (durante el periodo de la
organogénesis), equivalente a aproximadamente 2 dosis humanas por ocasion, por la instilacion intranasal y no se
reveld evidencia de la toxicidad materna, toxicidad fetal o teratogenecidad debido a Nasovac. No hay, de todos
modos, estudios realizados sobre mujeres embarazadas. Debido al hecho de que los estudios animales no siempre
pueden predecir la respuesta humana, Nasovac-S debe ser administrado durante el embarazo sélo si se necesita
claramente.

No se sabe si NASOVAC-S se excreta en la leche humana. Por lo tanto, ya que algunos virus se excretan en la leche
humana y adicionalmente debido a la posibilidad del desprendimiento del virus de la vacuna y la proximidad del
bebé lactante con la madre, se debe ejercer la caucion si NASOVAC-S se administra en madres lactantes.

INTERACCIONES MEDICAMENTOSAS

No administrar NASOVAC-S en nifios o adolescentes que estan recibiendo la terapia con aspirina o con
medicamentos que contienen la aspirina. (Ver Contraindicaciones)

El uso concurrente de NASOVAC-S con agentes antivirales que estan activos contra los virus de la influenzaAy/0 B
no ha sido evaluado. Sin embargo basado en el potencial de los agentes antivirales para reducir la eficacia de
NASOVAC-S, no administrar esta vacuna hasta 48 horas después de la descontinuacion de la terapia antiviral y los
agentes antivirales no deben ser administrados hasta dos semanas después de la administracion de esta vacuna a
no ser que sea indicada médicamente. Si los agentes antivirales y NASOVAC-S se administran concomitantemente,
se debe considerar la revacunacion cuando sea apropiado.

No hay dados sobre la administracion concomitante de NASOVAC-S con otras preparaciones intranasales. La
respuesta inmunoldgica puede ser disminuida si el paciente esta recibiendo el tratamiento con
inmunosupresores. No es probable que la vacuna produzca algiin efecto sobre la capacidad de conducir y utilizar
maquinas.

REACCIONES ADVERSAS
En las pruebas clinicas se observaron unas pocas reacciones locales y sistémicas. Eran leves a moderadas en su
severidad y se resolvieron sin secuelas.

Locales: Incomodidad nasal, nariz congestionada, rinorrea, pérdida de olfato, ojos enrojecidos, lagrimacion,
inflamacion facial.

Sistémicas: Fiebre, dolor de cabeza, fatiga, mialgia, artralgia, irritabilidad, pérdida del apetito, faringitis,
tos, sibilancia, nausea.

SOBREDOSIFICACION
No se ha comunicado ninguin caso de la sobredosificacion.

PROPIEDADES FARMACOLOGICAS

Mecanismo de Accion

Los mecanismos inmunes que confieren la proteccion contra la influenza después de la administracion de vacunas
vivas, atenuadas contra la influenza todavia no se entienden completamente, aunque esta bien establecido que
estas vacunas brindan la proteccion clinica en la mayoria de los vacunados. Los anticuerpos séricos y mucosales y
las células-T especificas para la influenza pueden jugar un papel en la prevencion y la recuperacion de la
infeccion. NASOVAC-S contiene los virus vivos atenuados de influenza que deben infectar y replicar-se en las
células que revisten la nasofaringe del vacunado para inducir la inmunidad. Los virus de la vacuna capaces de la
infeccion y replicacion pueden ser cultivados de las secreciones nasales obtenidas de los vacunados (excrecion
viral).

Propiedades farmaco-dinamicas

NASOVAC-S es una vacuna viva trivalente para administracion usando un atomizador intranasal. La cepa del virus
de la influenza en NASOVAC-S es (a) adaptada al frio (ca por sus siglas en inglés) (es decir se replica
eficientemente a 25°C, una temperatura que limita la replicacion en muchos virus de influenza de tipo salvaje);
(b) sensible a la temperatura (ts por sus siglas en inglés) (es decir se restringe la replicacion a 39°C, a una
temperatura en la cual muchos virus de la influenza de tipo salvaje crecen eficientemente) ; y (c) atenuada (att).
El efecto acumulativo de las propiedades antigénicas y los fenotipos ca, ts y att es que el virus de la vacuna
atenuada se replica en la nasofaringe para inducir lainmunidad protectora.

Propiedades Farmacocinéticas
No se aplica.

Datos de Seguridad Pre-clinica

Se realizo un estudio de eficacia de NASOVAC-S en hurones sin tratamiento previo (lo cual es un modelo
establecido de la influenza) usando los virus homologo de influenza como desafio. La carga viral, excrecion viral
y el analisis patologico mostraron niveles reducidos de todos los tres parametros en los animales vacunados
después del desafio sin consideracion del hecho de que el virus de desafio claramente demostro la elevada
eficacia de NASOVAC-S para todas las tres cepas.

NASOVAC-S ha sido sometido a estudios de toxicidad con dosis Unica y dosis repetidas en ratones y ratas,
administrado por via intranasal. En los estudios con dosis Unica, dosis mas elevadas de la vacuna de lo normal
fueron administradas en animales y se los observaron durante 14 dias para los efectos toxicos. No se notaron
efectos inesperados relacionados a la vacuna en los animales que recibieron NASOVAC-S.

En los estudios de toxicidad con dosis repetidas, tres dosis de dosis mas elevadas de lo normal de la vacuna fueron
administradas intranasalmente en los animales el dia 0,7 y 14 y ellos fueron sacrificados subsecuentemente.
Se realizo la necropsia para evaluar los efectos adversos en cualquier 6rgano. No se encontraron efectos adversos
relacionados a la vacuna en los animales del estudio que recibieron NASOVAC-S.

INCOMPATIBILIDADES
Dada la ausencia de los estudios de compatibilidad, este producto medicamentoso no debe ser mezclado con
otros productos medicamentosos.

INSTRUCCIONES PARAEL USO, MANIPULACION Y LA ELIMINACION

La vacuna debe alcanzar la temperatura ambiental antes de ser usada. Agitar antes de usar.

Una vez que NASOVAC-S Intranasal haya sido administrada, los accesorios de la vacuna usada y todas sus partes
deben ser descartados conforme los procesos estandares para los residuos bio-sanitarios (por ejemplo
contenedor para objetos punzocortantes/ contenedores que representan peligros biologicos).

VALIDEZ
No exceder la fecha de vencimiento impresa en la caja externa.

CONSERVACION

NASOVAC-S (Vacuna de la Influenza, Viva Atenuada (Humana)) Intranasal DEBE GUARDARSE EN UN REFRIGERADOR
A 2-8°C (35 - 46°F) CUANDO SE LARECIBE Y HASTA SU UTILIZACION. EL PRODUCTO DEBE SER USADO ANTES DE LA
FECHA DE VENCIMIENTO DECLARADA EN LA ETIQUETA. La cadena en frio (2 a 8°C) debe mantenerse durante el
transporte de la Vacuna de la Influenza, VivaAtenuada (Humana) Intranasal.

PRESENTACION
NASOVAC-S (Vacuna de la Influenza, Viva Atenuada (Humana)) Intranasal esta disponible en la forma de:
Frascode 1 dosis mas diluente (0,5ml)

NASOVAC-S se suministra en la forma de un vial que contiene una torta liofilizada en frascos de vidrio de USP tipo .
Se suministra también un vial que contiene agua estéril para inhalacion como diluente, jeringa para
administracion, adaptador vial, dispositivo atomizador intranasal y separador de dosis junto con la vacuna.

MONITOR DE VIAL DE VACUNA (MVV) (Opcional):

Monitor de | de Vacuna (MVV)

NO USAR

A A
El cuadrado es del El cuadrado es
mismo color que . mas obscuro que el
el circulo exterior circulo exterior

A
El cuadrado es

o mas claro que el
circulo exterior

El color del cuadrado interior del MVV PUNTO DE
empieza con un tono mas claro que el circulo DESCARTE
exterior y continua oscurenciendo con el

paso del tiempo y/o la exposicion al calor.

Una vez que la vacuna ha alcanzado o excedido el punto
de descarte, el color del cuadrado interior sera del
mismo color o mas obscuro que el circulo exterior.

Informe a su supervisor
Exposiciéon acumulada al calor con el tiempo

Los monitores de control de vial de vacuna (MVV) forman en la tapa de la NASOVAC-S (Vacuna de la Influenza, Viva
Atenuada (Humana)), suministrada por el Serum Institute of India Pvt. Ltd. Es un punto sensible al tiempo y la
temperatura que indica el calor acumulado al cual haya sido expuesto el vial. Avisa al consumidor final cuando la
exposicion al calor ha podido degradar la vacuna fuera del nivel de aceptacion.

La interpretacion del MVV es facil. Concentrarse en el cuadrado interno. Su color se cambiara progresivamente.
Mientras el color de este cuadrado interior es mas claro que el color del circulo exterior, se puede usar la vacuna.
Tan pronto como el color del cuadrado interno se cambia al color del circulo exterior o un color mas oscuro,
desechar el vial.

ADVERTENCIA MAS IMPORTANTE

1. Por favor asegure que la vacuna se administre por via intranasal.

2. En raros casos puede ocurrir el choque anafilactico en individuos susceptibles .El sostén en el
tratamiento de la anafilaxia severa es el uso inmediato de adrenalina, que puede ser salvavidas.
Debe ser usada ante la primera sospecha de la anafilaxia. Como con el uso de todas las vacunas, los
vacunados deben estar bajo la observacion por no menos de 30 minutos para la posibilidad de la
ocurrencia de reacciones alérgicas rapidas. Hidrocortisona y anti-histaminicos también deben
estar disponibles ademas de medidas de apoyo como la inhalacion de oxigeno.

CAUCION: PERSONAS QUE NO DEBEN TOMAR LA VACUNA
1. Aquellas personas que son alérgicas a los huevos.
2. Nifos y adolescentes (entre 2-17 anos) que reciben la aspirina y la terapia con aspirina.
Las personas que ya sufren de la constipacion, tos, fiebre, dolor corporal u otros sintomas parecidos
a la gripe deben ser clinicamente evaluadas y si es necesario, se debe administrar el tratamiento
apropiado. En tales casos la vacunacion con NASOVAC-S debe ser postergada al menos hasta
larecuperacion.

Fecha de revision: 03/2021

Fabricada por:

SERUM INSTITUTE OF INDIA PVT. LTD.
s/ 212/2, Hadapsar, Pune 411028, INDIA
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Saisonnier, Trivalent
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DESCRIPTION

NASOVAC-S (Vaccin Antigrippal, Vivant Atténué (Humain)), lyophilisé est un vaccin trivalent vivant pour
administration par pulvérisation intra-nasale. NASOVAC-S contient trois souches de virus de A/H1N1, A/H3N2 et le
virus de la grippe de type B cultivé sur les ceufs embryonnés. Ces trois souches sont antigéniquement analogues aux
souches recommandées par |’Organisation Mondiale de la Santé (0.M.S.) pour 2021.

Hémisphere Sud Lyophilisé

COMPOSITION

[Propagé sur ceufs embryonnés de poulet]

Chaque flacon de dose unique (0,5 ml) contient:
Souche A(HIN1) - A/17/ Victoria/2019/276 (HIN1)*
Souche A(H3N2) - A/17/Hong Kong /2019/2573 (H3N2)* Pas moins de 107 EIDs0

Souche B - B/60/Washington /2019 /3676* Pas moins de 106,5 EID50

* La spécificité antigénique de 'Hémagglutinine et de la Neuraminidase identique au virus de type sauvage, comme
recommandé par '0.M.S. pour le vaccin antigrippal pour l'année 2021 saison de la grippe de 'hémisphere du sud :

« Virusanalogue aA/Victoria/2570/2019 (H1N1) pdm09

« Virusanalogue aA/ Hong Kong/2671/2019 (H3N2)

« Virusanalogue a B/Washington/02/2019 (Lignée de B/Victoria)

Gélatine (partiellement hydrolysée) 2,5%, Sorbitol 5%, L-Alanine 0,1%, L-Histidine 0,21%, Tricine 0,3%, L-Arginine
Chlorhydrate 1,6%, Hydrolysat de Lactalbumine 0,35%, base physiologique tamponné par les phosphates.
Areconstituer avec Eau Stérile pour Inhalation IP. Le vaccin ne contient pas d’agent de conservation.

Dose : 0,5 mlintranasale (pulvériser 0,25 ml dans chaque narine). La pointe attachée au pulvérisateur est équipée
d’une canule qui produit une fine brume qui se dépose principalement dans le nez et le nasopharynx. Le vaccin est
conforme aux recommandations de ’0.M.S.

Pas moins de 107 EIDsq

INDICATIONS

NASOVAC-S est indiqué pour I’immunisation active des personnes de plus de 2 ans pour la prévention de la maladie
de la grippe causée par deux virus de la grippe de sous-type A et un virus de la grippe de type B dont on prévoit la
circulation en 2021. NASOVAC-S doit étre utilisé en conformité avec les directives officielles.

POSOLOGIE ET MODE D’ ADMINISTRATION

Chaque flacon de vaccin lyophilisé est reconstitué par la teneur entiere de ’eau stérile pour inhalation
qui est fournie avec le vaccin, utilisant la seringue et adaptateur pour flacon.

Une dose de 0,5ml est administrée comme 0,25 ml dans chaque narine en utilisant une seringue de 1,0 ml
et un appareil pulvérisateur. Retirer tout le vaccin reconstitué pour administration. L’appareil pulvérisateur crée
une fine brume qui dépose le vaccin principalement dans le nez et le nasopharynx. Une dose intranasale unique est
recommandée aux personnes ayant plus de 2 ans.

Pour plus d’information, voir (Propriétés Pharmacodynamiques).

Utilisez le vaccin immédiatement apres la reconstitution. Si le vaccin n'est pas utilisé immédiatement il doit étre
conservé a l'abri de la lumiére a 2-8° C pour 6 heures au maximum.

S'ily reste un récipient ouvert a la fin d'une session (en moins de six heures de reconstitution), il faut le jeter.

La pastille de contréle du vaccin (voir l'image), pour ce type de vaccin est attaché au bouchon du flacon et doit étre
jetée lorsque le vaccin est en cours de reconstitution.

Le diluant fourni est spécialement concu pour ce vaccin. Il ne faut utiliser que ce diluant pour reconstituer
le vaccin. Ne pas utiliser les diluants concus pour d’autres types de vaccins ou ceux fournis par d’autres fabricants.
L’utilisation d’un diluant incorrect pourrait entrainer des dommages au vaccin et/ou des réactions graves chez
ceux qui le recoivent. Le diluant ne doit pas étre congelé, mais doit étre gardé au frais.

Le diluant et le vaccin reconstitué doivent étre visuellement inspectés pour la présence des particules étrangéres
et/ou pour la variation des aspects physiques avant [’administration. Le cas échéant, jeter le diluant ou le vaccin
reconstitué.

CONTRE-INDICATIONS

Hypersensibilité

NASOVAC-S est contre-indiqué chez les individus avec un antécédent d’hypersensibilité, surtout les réactions
anaphylactiques aux ceufs, aux protéines d’ceufs, a la gélatine, ou a la lactalbumine ou aux autres composants du
vaccin.

Thérapie a I’Aspirine concomitante chez les Enfants et les Adolescents et Syndrome de Reye

NASOVAC-S est contre-indiqué chez les enfants et les adolescents (2-17 ans) recevant une thérapie a [’aspirine ou
une thérapie contenant ’aspirine a cause de |’association du syndrome de Reye avec |’aspirine et Uinfection de la
grippe de type sauvage.

AVERTISSEMENTS ET PRECAUTIONS

NASOVAC-S ne doit en aucun cas étre injecté.

Comme pour tous les vaccins injectables, il est recommandé de toujours disposer d’un traitement médical
approprié et de surveiller le sujet en cas d’une réaction anaphylactique rare suivant l’administration du vaccin.
ILne faut pas administrer NASOVAC-S aux individus souffrant de respiration sifflante active.

Si cas d’un antécédent du syndrome de Guillian-Barré, la décision d’administrer NASOVAC-S a cette personne doit
étre basée sur la considération prudente des bénéfices et des risques potentiels.

L’'immunisation doit étre retardée chez les personnes souffrant des maladies fébriles séveres ou d’une infection
aigue.

Le vaccin pourrait étre administré aux gens souffrant des maladies bénignes (par ex. Diarrhée ou infection des voies
respiratoires supérieures sans fievre). Cependant, en cas de congestion nasale qui limite l'application du vaccina la
paroi nasale, considérer de retarder la vaccination jusqu’a ce que la congestion nasale soit réduite.

Ceux souffrant du rhume, de la toux, de la fiévre, des courbatures ou des autres symptomes semblables a ceux de la
grippe doivent étre cliniquement évalués et le cas échéant, un traitement approprié doit étre donné.
La vaccination avec NASOVAC-S doit étre retardée au moins jusqu’au rétablissement.

L’administration de NASOVAC-S, aux personnes immunvulnérables doit étre effectuée aprés la considération
prudente du rapport bénéfices-risques. Il n’y a pas de données cliniques disponibles sur |’'usage de ce vaccin chez
les personnes immunodéprimées. La réponse d’anticorps chez de telles personnes pourrait étre insuffisante.

La sureté de NASOVAC-S chez les personnes avec des conditions médicales sous-jacentes qui pourraient les
prédisposer aux complications apres l’infection de la grippe de type sauvage, n’est pas encore établie. La décision
d'administrer NASOVAC-S doit étre basée sur la considération prudente des bénéfices et des risques potentiels.

Grossesse Et Allaitement

Une étude de toxicité reproductive et développementale a été effectuée chez les rats femelles qui ont recu le
Nasovac (Vaccin H1N1 pandémique Vivant atténué) soit une, deux ou trois fois (pendant la période de
'organogenése), a environ 2 fois la dose humaine a chaque fois, par instillation intranasale. Cette étude n’a
présenté aucun signe de toxicité maternelle, de foetotoxicité ou de tératogénicité dues au Nasovac. Cependant,
aucune étude n’a été effectuée chez une femme enceinte. Puisque les études sur les animaux ne permettent pas
toujours de prédire la réaction chez I’humain, Nasovac-S ne doit étre administré pendant la grossesse que si
absolument nécessaire.

Il n’est pas connu si NASOVAC-S est excrété dans le lait humain. Puisque quelques virus sont excrétés dans le lait
humain et de plus, en raison de la possibilité d’excrétion du virus de vaccin, et la proximité du nouveau-né et la
mére, il faut agir avec prudence si NASOVAC-S est administré aux meres allaitantes.

INTERACTIONS MEDICAMENTEUSES

Ne pas administrer NASOVAC-S aux enfants ou aux adolescents qui regoivent la thérapie a l’aspirine ou une thérapie
contenant |’aspirine (voir contre-indications)

L’usage concurrent de NASOVAC-S avec des agents antiviraux qui sont actifs contre le virus de la grippe A et/ou B
n’est pas encore évalué. Pourtant, les agents antiviraux ont le potentiel de réduire Uefficacité de NASOVAC-S. Il est
donc recommandé d’administrer le vaccin seulement aprés 48 heures de la cessation de la thérapie antivirale, et les
agents antiviraux ne doivent étre administrés que 2 semaines apres |’administration de ce vaccin, sauf si
médicalement indiqué. Si NASOVAC-S et les agents antiviraux sont administrés de facon concomitante, il faut
considérer la revaccination lors qu’on le juge approprié.

Il n’y a pas de données sur la co-administration de NASOVAC-S avec d’autres vaccins. Pourtant, si la co-
administration avec un autre vaccin est indiquée, ’immunisation pourrait étre effectuée. Il faut noter que les
effets indésirables pourraient s’intensifier.

Il N’y a pas de données sur la co-administration de NASOVAC-S avec d’autres préparations intranasales.
La réponse immunitaire pourrait diminuer si le patient subit un traitement immunodépresseur.

ILest peu probable que le vaccin produise un effet sur la capacité de conduite et d’utilisation des machines.

EFFETS INDESIRABLES

Pendant les essais cliniques, quelques réactions locales et systémiques ont été observées. Elles étaient bénignes ou
modérées et se sont résolues sans séquelles.

Locales : malaise nasale, congestion nasale, éternuements, goutte au nez, perte d’odorat, rougeur des yeux,
frissons, gonflement du visage.

Systémique: Fiévre, maux de téte, fatigue, myalgies, arthralgies, irritabilité, perte d'appétit, maux de gorge, toux,
respiration sifflante, nausée.

SURDOSAGE
Aucun cas de surdosage n’est rapporté.

PROPRIETES PHARMACOLOGIQUES

Mécanisme d’Action

Bien que les mécanismes immunitaires qui conférent une protection contre la grippe apres la réception des vaccins
vivants atténués contre la grippe ne soient pas totalement élucidées, il est bien établi que ces vaccins offrent une
protection clinique a la majorité des vaccinés. Les anticorps sériques, les anticorps muqueux et les cellules
T spécifiques a la grippe peuvent jouer un réle dans la prévention et la récupération de linfection. NASOVAC -S
contient des virus vivants atténués de la grippe qui doit infecter et se répliquer dans les cellules qui tapissent le
nasopharynx du destinataire pour induire une immunité. Les virus des vaccins capables d'infection et de réplication
peuvent étre cultivés a partir des sécrétions nasales obtenues aupres de sujets vaccinés (excrétion).

Propriétés Pharmacodynamiques

NASOVAC-S est un vaccin trivalent vivant pour administration par pulvérisation nasale. La souche du virus de la
grippe dans NASOVAC-S est (a) adapté au froid (ca) (c.-a-d, il se réplique de maniere efficace a 25 ° C, une
température qui est restrictive pour la réplication de nombreux virus de la grippe de type sauvage); (b) sensible a la
température (ts) (C'est a dire que la réplication est limitée a 39 ° C, une température a laquelle de nombreux virus
grippaux de type sauvage se développent efficacement) et (c) atténué (att). L'effet cumulatif des propriétés
antigéniques et les phénotypes ca, ts, et att est que le virus vaccinal atténué se réplique dans le nasopharynx pour
induire une immunité protectrice.

Propriétés Pharmacocinétiques
Sans objet.

Données de sureté préclinique

Des études sur l'efficacité de NASOVAC -S ont été menées chez les furets naifs (qui sont un modéle établi pour la
grippe) en utilisant des virus de grippe homologues comme défi. La charge virale, l'excrétion virale et l'analyse
pathologique ont montré des niveaux réduits de tous les trois parametres chez les animaux vaccinés apres l'épreuve
quel que soit le virus de défi, démontrant clairement lefficacité élevée de NASOVAC -S pour toutes les trois
souches.

NASOVAC-S a fait 'objet des études de toxicité a dose unique et a doses répétées chez les souris et les rats lorsqu'il
est administré par voie intranasale. Dans les études a dose unique, des doses supérieures aux doses normales du
vaccin ont été administrées aux animaux et ils ont été observés pendant 14 jours pour les effets toxiques. Aucun
effet indésirable lié au vaccin n’a été trouvé chez les animaux recevant NASOVAC-S.

Lors des études de toxicité a doses répétées, trois doses supérieures aux doses normales du vaccin ont été
administrées par voie intranasale aux animaux au jour 0, 7 et 14 et ont ensuite été sacrifiés. L'autopsie a été
effectuée pour évaluer les effets indésirables sur les

organes. Aucun effet indésirable lié au vaccin n’a été trouvé chez les animaux recevant NASOVAC-S.

INCOMPATIBILITES
En l'absence des études de compatibilité, ce médicament ne doit pas étre mélangé avec d'autres médicaments.

INSTRUCTIONS POUR LA MANIPULATION ET L'ELIMINATION

Il faut laisser le vaccin atteindre la température ambiante avant son utilisation. Agiter bien avant de ' utiliser.

Une fois NASOVAC-S, intranasal est administré, les appareils vaccinaux utilisés doivent étre éliminés conformément
aux procédures normales pour les déchets médicaux (par exemple, conteneur pour instruments tranchants ou des
conteneurs pour les produits qui sont nocifs a l’organisme).

DUREE DE CONSERVATION
Ne pas dépasser la date de péremption imprimée sur la boite extérieure.

CONSERVATION

NASOVAC-S (Vaccin Antigrippal, Vivant Atténué (Humain)) Intranasal DOIT ETRE CONSERVE DANS UN REFRIGERATEUR
A 2-8°C (35-46°F) DEPUIS SARECEPTION JUSQU’A SON UTILISATION. LE PRODUIT DOIT ETRE UTILISE AVANT LADATE DE
SA PEREMPTION SUR L’ETIQUETTTE. La chaine du froid (2-8°C) doit étre maintenue lors du transport du Vaccin
Antigrippal, Vivant Atténué (Humain) Intranasal.

PRESENTATION
NASOVAC-S (Vaccin Antigrippal, Vivant Atténué (Humain)) lyophilisé, Intranasal est disponible comme suit:
Flacon de 1 dose plus diluant (0,5 ml)

NASOVAC-S est fourni dans des flacons en verre type | USP, contenant une pastille lyophilisée. Une flacon contenant
de Ueau stérile pour inhalation en tant que diluant, une seringue pour administration, adaptateur pour flacon, un
dispositif de pulvérisation intranasale et diviseur de dose sont également fournis avec le vaccin.

PASTILLE DE CONTROLE DU VACCIN (PCV) (Optionnel):
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Une fois qu’un vaccin atteint ou dépasse le point
de rejet, le carré intérieur prend la méme couleur
ou devient plus sombre que le cercle extérieur.

POINT DE
REJET

Avertir votre superviseur
Exposition cumulative a la chaleur au fil du temps

Les pastilles de contréle du vaccin (PCV) sont sur le bouchon de NASOVAC-S (Vaccin Antigrippal, Vivant
Atténué (Humain)), fourni par Serum Institute of India Pvt. Ltd. Il s'agit d'un point sensible au temps écoulé
et a la température et indique la chaleur cumulative a laquelle le flacon a été exposé. Cela avertit
l'utilisateur final au cas ol l'exposition a la chaleur aurait dégradé le vaccin au dela d'un niveau acceptable.

L'interprétation de la PCV est facile. Il ne faut que se concentrer sur le carré intérieur. Sa couleur changera
progressivement. Tant que la couleur de carré est plus claire que celle du cercle extérieur, on peut utiliser le
vaccin. Lorsque le carré central est de la méme couleur que le cercle extérieur ou devient plus foncé que le
cercle extérieur, on doit jeter le flacon.

EXTREMEMENT IMPORTANT

1. ILfaut s'assurer que le vaccin est administré uniquement par intranasale.

2. Dans de rares cas, le choc anaphylactique peut survenir chez les patients sensibles. L'utilisation
immeédiate d'Adrénaline est d'une importance vitale en cas d'anaphylaxie aigué. Il faut utiliser des les
premiers signes de l'anaphylaxie. Comme pour tous les vaccins, les personnes vaccinées doivent étre
mises sous observation pendant au moins 30 minutes au cas ou certaines réactions allergiques se
produisent suite a l'administration du vaccin. L’Hydrocortisone et les anti-histaminiques doivent étre
également disponibles avec des mesures supplémentaires de soutien telles que l'inhalation d'oxygéne.

ATTENTION : PERSONNES QUI NE DOIVENT PAS RECEVOIR LE VACCIN
. Ceux qui sont allergiques aux ceufs
. Enfants et adolescents (2-17 ans) recevant de l'aspirine ou une thérapie contenant de l’aspirine.
Ceux qui souffrent déja de toux, fievre, courbatures ou autres symptomes semblables a ceux de la
grippe doivent étre cliniquement évalués et le cas échéant, ils doivent recevoir un traitement
approprié. Dans ces cas, la vaccination avec NASOVAC-S doit étre reportée jusqu’a la récupération.
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Syringe

Dose Divider (1 mL Luer lock)

Vial Adapter g g
S .
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Vaccine  Diluent

= =

Intranasal

wo.  spraydevice

Components for administration.
Allow the vaccine and diluent to attain room
temperature.

Componentes para la administracion.
Permitir que la vacuna y el diluyente atinjan la
temperatura ambiente.

Composants pour l'administration.
Laissez le vaccin et le diluant atteindre la
température ambiante.

Remove the flip top from the diluent vial.
Quitar la tapa flip-top del frasco del diluyente.

Enlevez la capsule amovible du flacon de diluant.

a)

b

a)

b

Connect the vial adapter onto the diluent vial by pushing

it downwards until vial adapter is properly and solidly placed.
Connect the syringe to the vial adapter by completely
screwing in clockwise direction.

Conectar el adaptador de ampolla en el frasco del diluyente
empujandolo hacia abajo, hasta que el adaptador de ampolla
esté bien colocado.

Conectar la jeringa al adaptador de ampolla, girandola en
sentido horario hasta que esté bien sujeta.

Connectez l'adaptateur de flacon au flacon de diluant en le
poussant vers le bas jusqu'a ce que l'adaptateur soit
correctement et bien placé.

Connectez la seringue a l'adaptateur de flacon en vissant
compléetement dans le sens des aiguilles d'une montre.

Draw the entire contents of the diluent vial into the
syringe.

Aspirar el contenido entero del frasco del diluyente
dentro de la jeringa.

Retirez la teneur entiéere du flacon de diluant dans la
seringue.

Remove the entire assembly (syringe connected to the
adapter) from the diluent vial.

Retirar el conjunto entero (jeringa conectada al
adaptador) del frasco del diluyente.

Enlevez l'assemblage entier (seringue connectée a
5 l'adaptateur) du flacon de diluant.

i Remove the flip top from the vaccine vial. Attach the syringe
with vial adapter to the vaccine vial and allow the liquid to be

drawn in. Assist by pushing the plunger if required. Disconnect

the syringe from the vial adapter to break any residual vacuum.

Enlevez le capuchon du flacon de vaccin. Attachez la seringue
avec l'adaptateur au flacon de vaccin et laissez le liquide entrer.
Poussez le piston si nécessaire. Déconnectez la seringue de
l'adaptateur de flacon pour casser tout vide résiduel.

Quitar la tapa tipo flip-off del vial de la vacuna. Colocar la jeringa
en el adaptador del frasco y permitir la aspiracion del liquido.
Ayudar empujando el embolo si fuera necesario. Desconectar la
del adaptador del frasco para romper el vacio residual.

Rotate the vial between the palms to dissolve its contents.

Girar el frasco entre las palmas de la mano para disolver el
contenido.

Tournez le flacon entre les mains pour dissoudre le contenu.

ADMINISTRATION OF THE VACCINE

ADMINISTRACION DE LA VACUNA
ADMINISTRATION DU VACCIN

Reconnect the syringe with the vial adapter and withdraw
the entire reconstituted vaccine into the syringe.
Detach the syringe from the vial adapter.

Volver a conectar la jeringa con el adaptador del frasco y
retirar todo la vacuna reconstituida en la jeringa.
Separe la jeringa del adaptador del frasco.

Reconnectez la seringue avec l'adaptateur de flacon et
retirez tout le vaccin reconstitué dans la seringue.
Détachez la seringue de l'adaptateur de flacon.

Fix the intranasal spray device on the tip of
the syringe.

Colocar el dispositivo atomizador intranasal
en el punto de la jeringa.

Fixez le dispositif de pulvérisation
intranasale au bout de la seringue. .

Fix the dose divider on the plunger of the
syringe.

Colocar el separador de dosis en el émbolo de la
jeringa.

Fixez le diviseur de dose sur le piston de la
seringue.

Place the intranasal spray device at the base of
the nostril of the recipient sitting upright with
his/her head slightly thrown back and push the
plunger firmly in a single stroke to deliver the
vaccine. 0.25 ml i.e. half of the dose is delivered.

Colocar el dispositivo atomizador intranasal en la
apertura de la fosa nasal, con el recipiente
sentado recto con la cabeza ligeramente inclinada
y empujar el émbolo firmemente de una sola vez
para entregar 0,25 ml de la vacuna, es decir se
entrega la mitad de la dosis.

Placez le dispositif de pulvérisation a la base

d'une narine du récipient qui est assis droit avec

la téte légerement inclinée vers larriere et

poussez bien le piston d'un seul coup pour livrer le
vaccin. 0,25 ml soit la moitié de la dose est

administrée.

Draw back the plunger slightly and remove the dose divider.
Repeat the above step to deliver the remaining 0.25 ml into
the second nostril.

Tirar el émbolo un poco hacia atras y quitar el separador de
dosis. Repetir el paso arriba mencionado para entregar el
0,25ml restante en la segunda fosa.

Retirez le piston un tout petit peu et enlevez le diviseur de
dose. Répétez l'étape précédente pour livrer la quantité
restante soit 0,25 ml dans l'autre narine. 5
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