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Influenza Vaccine,
Live Attenuated (Human)

NASOVAC-S

Seasonal, Trivalent

2020-21 Formula Northern 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 2020-21.

Freeze dried

COMPOSITION

[Propagated in Embryonated hen eggs]

Each vial of single dose (0.5 ml) contains:

A(H1N1) Strain- A/17/Guangdong-Maonan/2019/211 (H1N1)* Notlessthan 107 EIDsp

A(H3N2) Strain-A/17/Hong Kong/2019/2573 (H3N2)* Not less than 10 7 EID 50

B Strain - B/60/ Washington /2019 /3676* Not less than 10 65 EID 59

* Antigenic specificity of Hemagglutinin and Neuraminidase identical to wild type virus as recommended by
W.H.O. for influenza vaccine for the year 2020-21 Northern hemisphere influenza season:

« A/Guangdong-Maonan/SWL1536/2019 (H1N1) pdmQ9 - 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.

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 2020-21 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.

Adose 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)
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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,
DISZGDN[I I 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
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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
. 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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Vacuna de la Influenza,
Viva Atenuada (Humana)

NASOVAC-S

Estacional, Trivalente
Hemisferio Norte

=

Formula 2020-21 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 2020-21.

COMPOSICION

[Propagada en los Huevos Embrionados de Gallina]

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

CepaA(H1NI) - A/17/Guangdong-Maonan/2019/211 (H1N1)*
Cepa A(H3N2) - A/17/Hong Kong/2019/2573 (H3N2)* No menos que 107 DIE5q

Cepa B - B/ 60 / Washington /2019 /3676* No menos que 1065 DIE 59

* La especificidad antigénica de la hemaglutinina y la neuraminidasa es idéntica al virus del tipo salvaje, segiin
recomendado por la Organizacion Mundial de Salud (OMS) para la vacuna de la influenza en la temporada de
influenza en el hemisferio norte en 2020-2021 :

« Virus tipoA/Guangdong-Maonan/SWL 1536/2019 (H1N1) pdm09

« Virus tipoA/Hong Kong/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%, Tampdn 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 la 0.M.S.

INDICACIONES

NASOVAC-S esta indicada en la inmunizacion activa de los individuos con mas de 2 afos 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 2020-21. 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. El 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 afos.

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
a latapa del vial y debe desecharse cuando se esta reconstituyendo la vacuna.

El diluente suministrado ha sido especialmente disefado para usar con la vacuna. Se debe usar (inicamente 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 dafio 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 lactalbimina o con otros componentes de la vacuna.

No menos que 107 DIEsg

Terapia concomitante Pediatrica y Adolescente con Aspirinay el Sindrome de Reyes

NASOVAC-S esta contraindicado en nifos y adolescentes (de edad entre 2 - 17 anos) 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 ninguin 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
revelo 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 niflos 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/o 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 algin 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: Dolor de cabeza, fatiga, mialgia, artralgia, irritabilidad, pérdida del apetito, faringitis, tos, diarrhea.

SOBREDOSIFICACION
No se ha comunicado ninguin caso de la sobredosificacion.

PROPIEDADES FARMACOLOGICAS

Mecanismo de Accién

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 realizé 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 LAELIMINACION

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 bioldgicos).

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 HASTASU 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, Viva Atenuada (Humana) Intranasal.

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

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 Vial de Vacuna (MVV)

NO USAR

A

El cuadrado es del ‘ El cuadrado es

A El cuadrado es
o mas claro que el mismo color que mas obscuro que el
circulo exterior el circulo exterior circulo exterior
El color del cuadrado interior del MVV
empieza con un tono mas claro que el circulo
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.

PUNTO DE
DESCARTE

Informe a su supervisor
Exposicién 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. Niflos y adolescentes (entre 2-17 afos) 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.
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V Vaccin Antigrippal,
Vivant Atténué (Humain)

NASOVAC-S

Saisonnier, Trivalent

Formule 2020-21

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 (O.M.S.) pour 2020-21.

COMPOSITION

[Propagé sur ceufs embryonnés de poulet]

Chaque flacon de dose unique (0,5 ml) contient:

Souche A(H1N1) - A/17/Guangdong-Maonan/2019/211 (H1N1)* Pas moins de 107 EIDsg

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 EIDs0

* La spécificité antigénique de 'lHémagglutinine et de la Neuraminidase identique au virus de type sauvage, comme
recommandé par '0.M.S. pour le vaccin antigrippal pour 'année 2020-21 saison de la grippe de 'hémisphere du
nord:

« A/Guangdong-Maonan/SWL1536/2019 (HIN1) pdmQ9 - comme le virus

« A/HongKong/2671/2019 (H3N2) - comme le virus

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

Gélatine (partiellement hydrolysée) 2,5%, Sorbitol 5%, L-Alanine 0,1%, L-Histidine 0,21%, Tricine 0,3%,
L-Arginine Chlorhydrate 1,6% Lactalbumine hydrolysat 0,35% une 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 exigences de ’0.M.S.

Hémisphére Nord Lyophilisé

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 2020-21. 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 entier de Ueau 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 apreés la reconstitution. Si le vaccin n'est pas utilisé immédiatement il doit étre
conservé alabri a2-8°Cpour 6 heures maximum.

Sily reste un récipient ouvert a la fin d'une session (en moins de six heures de reconstitution), jeter-le.

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 congu pour ce vaccin. Il ne faut utiliser que ce diluant pour reconstituer
le vaccin. Ne pas utiliser les diluants congus 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 étrangeres
et/ou pour la variation des aspects physiques avant I’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 l'infection 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 du cornage actif.

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 le transfert du vaccin a la
paroi nasale, considérer de retarder la vaccination jusqu’a ce que la congestion nasale soit réduite.

Ceux souffrant de rhume, de toux, de fiévre, de courbatures ou d’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 apres 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. NASOVAC-S
ne doit étre injecté que si les bénéfices potentiels l’emportent sur les risques éventuels.

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
’organogenese), 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 ’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 méres allaitantes.

INTERACTIONS MEDICAMENTEUSES

Ne pas administrer NASOVAC-S aux enfants ou aux adolescents qui recoivent la thérapie a ’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. Portant, les agents antiviraux pourraient réduire Uefficacité de NASOVAC-S. Il est donc
recommandé d’administrer le vaccin seulement apres 48 heures de la cessation de la thérapie antivirale, et les
agents antiviraux ne doivent étre administrés que 2 semaines aprés l’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, l’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 apreés la réception d’un vivant
atténué 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 maniére 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 qu'elle est limitée dans la réplication 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 'épreuve
quel que soit le virus de défi, démontrant clairement lefficacité élevée de NASOVAC -S pour toutes les trois
souches.

NASOVAC-S a fait l'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 LAMANIPULATION 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 LA DATE 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 I’eau 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):

Pastille de Contréle du Vaccin (PCV)
NE PAS UTILISER
A A

Le carré est de Le carré est
G méme couleur que . plus sombre que
le cercle extérieur le cercle extérieur
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.

A .
Le carré est
o plus clair que le
cercle extérieur

Au début la couleur du carré intérieur

de la PCV est dune teinte plus claire que

celle du cercle extérieur. Avec le temps

et /ou l'exposition a la chaleur, elle s'assombrit.

POINT DE
REJET

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

Les pastilles de contrdle 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.

Linterprétation 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 plus foncé que le cercle
extérieur, on doit jeter le flacon.

EXTREMEMENT IMPORTANT

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

2. Dans de rares cas, le choc anaphylactique peut survenir chez les patients sensibles. Lutilisation
immédiate d'Adrénaline est d'une importance vitale en cas d'anaphylaxie aigué. Il faut Uutiliser dés 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 ladministration 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, fiévre, courbatures ou autres symptoémes 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.

N o=

Date de révision : 02/2021
Fabriqué par :
3l SERUM INSTITUTE OF INDIA PVT. LTD.
5/ 212/2, Hadapsar, Pune 411028, INDIA

Protection dés la naissance

RECONSTITUTION OF THE VACCINE

RECONSTITUCION DE LA VACUNA
RECONSTITUTION DU VACCIN

A

Vial Adapter H B

Syringe
Dose Divider

£3 &S

Vaccine  Diluent

(1 mL Luer lock)

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.

Intranasal
spray device

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

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

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

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

b) Connectez la seringue a l'adaptateur de flacon en vissant
complétement 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 entiére du flacon de diluant dans la
seringue.

WG

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
l'adaptateur) du flacon de diluant.

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.

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.

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.

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
J 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.

|
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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 mli.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 légérement inclinée vers larriére 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
0,25 ml restante en la segunda fosa.

Retirez le piston un tout petit peu et enlever le diviseur de

7 dose. Répétez l'étape précédente pour livrer la quantité
| /4 restante soit 0,25 ml dans l'autre narine.
(S =Y

Manufactured by/ Fabricada por/Fabriqué par:

SERUM INSTITUTE OF INDIA PVT. LTD.
212/2, Hadapsar, Pune 411028, INDIA
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Influenza Vaccine,
Live Attenuated (Human)

NASOVAC-S

Seasonal, Trivalent

2020-21 Formula Northern 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 2020-21.

Freeze dried

COMPOSITION

[Propagated in Embryonated hen eggs]

Each vial of single dose (0.5 ml) contains:

A(H1N1) Strain- A/17/Guangdong-Maonan/2019/211 (HIN1)* Not lessthan 107 EIDsg

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 2020-21 Northern hemisphere influenza season:

« A/Guangdong-Maonan/SWL1536/2019 (H1N1) pdm09 - 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 I.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 2020-21 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 Vi

A . A :
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,
DITZGON I 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.

Revision date: 02/2021

Manufactured by:
SERUM INSTITUTE OF INDIA PVT. LTD.

Protection from birth onwards 20017672/0

V Vacina da Influenza
Viva, Atenuada (Humana)

NASOVAC-S

Sazonal , Trivalente

Formula de 2020-2021

DESCRICAO

NASOVAC-S, Vacina da Influenza, Viva, Atenuada, (Humana), liofilizada é uma vacina trivalente, viva, para a
administracao 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 sao antigenicamente semelhantes as
cepas recomendadas pela Organizacao Mundial de Satide (OMS) para 2020-2021.

COMPOSICAO

[Propagada em ovos de galinha embrionados]

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

Estirpe A (H1N1) - A/17/Guangdong-Maonan/2019/211 (HIN1)*
Estirpe A (H3N2) - A/17/Hong Kong/2019/2573 (H3N2)*

Estirpe B - B/60/Washington/2019/3676*

* Aespecificidade antigénica da hemaglutinina e neuraminidase é idéntica ao virus do tipo selvagem de acordo com a
recomendagao da OMS para a vacina contra a influenza para a temporada de influenza do hemisfério norte no ano
2020-2021:

« VirustipoA/ Guangdong-Maonan/ SWL1536/2019 (H1N1) pdm09

« VirustipoA/ Hong Kong/2671/2019 (H3N2)

« Virus tipo B / Washington / 02/2019 - (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
Inalagao IP. Avacina nao contém conservantes.

Dose: 0,5 mlintranasal (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 recomendacdes da OMS.

INDICAGOES

NASOVAC-S esta indicada na imunizacéo ativa dos individuos com mais de 2 anos de idade para a prevencao da doenca
da influenza causada por dois virus do subtipo A e um virus da influenza de tipo B, que segundo as previsdes circularao
na temporada de 2020-2021. NASOVAC-S deve ser utilizada de conformidade com as orientagdes oficias.

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

Hemisfério Norte Liofilizada

Nao inferior a 107DIE 50
Nao inferiora 107 DIE5q
Nao inferiora 106.5DIE 5o

Uma dose de 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 administracao. 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 informacéo (veja Propriedades Farmacodinamicas).
Use imediatamente depois da reconstituicéo. Se a vacina nao for usada imediatamente, deve ser armazenada no
escuro a2 - 8°C por nao mais de 6 horas.

Qualquer recipiente aberto que permaneca no final de uma sessao (dentro de seis horas apos 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
variacoes dos aspetos fisicos antes da administracdo. Se for observada a presenca de qualquer delas, descarte o
diluente ou a vacina reconstituida.

CONTRAINDICAGOES

Hipersensibilidade

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

Terapia concomitante Pediatrica e Adolescente com Aspirina e a Sindrome de Reye

NASOVAC-S é contraindicada em criancas e adolescentes (de idade entre 2 - 17 anos) que estao recebendo a terapia
com aspirina ou a terapia com um medicamento que contenha a aspirina, devido a associacao da Sindrome de Reye com
aaspirina e ainfec¢ao por influenza de tipo selvagem.

ADVERTENCIAS E PRECAUCOES

NASOVAC-S nao 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 administracao da vacina.

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

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

A imunizacao 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 for necessario, deve ser administrado o tratamento adequado. Nesses casos a vacinacao
com NASOVAC-S deve ser adiada pelo menos até a recuperacao.

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 condicdes médicas subjacentes que podem predispor a complicacdes
apos a infeccao por influenza de tipo selvagem nao foi estabelecida. A decisao de administrar NASOVAC-S deve ser
baseada na consideracao cuidadosa dos beneficios e riscos potenciais.

Gravidez e Lactagao

Foi realizado um estudo de toxicidade reprodutiva e de desenvolvimento em ratas administradas com Nasovac (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 instilacdo 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.

Na&o 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 da excrecao do virus da vacina e a proximidade do lactante e a mae, deve-se
ter cuidado se NASOVAC-S for administrada a maes que amamentam.

INTERAGOES MEDICAMENTOSAS
N&o 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 concorrente de NASOVAC-S com agentes antivirais ativos contra o virus da influenza A e/ou B no 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 descontinuagao da terapia antiviral e os agentes antivirais nao devem ser administrados
até duas semanas apos a administracdo desta vacina, a menos que haja indicacao médica. Se agentes antivirais e
NASOVAC-S forem administrados concomitantemente, a revacinagao deve ser considerada quando for apropriado.

No entanto, se for indicada a administragao concomitante com outra vacina, a imunizagao pode ser feita. Deve-se
notar que podem ser mais intensas as reagoes adversas.

Nao existem dados sobre a administracao concomitante de NASOVAC-S com outras preparagdes intranasais.

Aresposta imunologica 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.




REAGOES ADVERSAS

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

RECONSTITUTION OF THE VACCINE ADMINISTRATION OF THE VACCINE

RECONSTITUICAO DA VACINA ADMINISTRAGAO DA VACINA

SOBRE DOSAGEM

Nao foi relatado nenhum caso da sobredosagem.

PROPRIEDADES FARMACOLOGICAS Srie

Mecanismo de A;éo Dose Divider (1 mL Luer lock)

Os mecanismos imunoldgicos que conferem protecao contra a influenza apds a administracao das vacinas, vivas, . X

atenuadas contra a influenza ainda nao sao totalmente compreendidos, embora esteja bem estabelecido que estas il Components fO_" admlmgtrat]on. . Reconnect the syringe with the vial adapter and withdraw the
vacinas fornecem a protecéo clinica para a maioria dos vacinados. Os anticorpos séricos, anticorpos mucosos e as Allow the vaccine and diluent to attain entire reconstituted vaccine into the syringe. Detach the
células-T especificas da influenza podem desempenhar um papel na prevencao e recuperacao da infeccao. NASOVAC-S room temperature. ’

P : . - . . N : syringe from the vial adapter.
contém virus vivos atenuados da influenza que devem infectar e se replicar nas células que revestem a nasofaringe do Vial Adapter B g yring P
e e

vacinado para induzir a imunidade. Os virus da vacina capazes de infeccao e replicacao podem ser cultivados a partir
das secrecdes nasais obtidas dos vacinados (excrecao).

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

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.

Propriedades farmacodinamicas L ki
NASOVAC-S é uma vacina viva trivalente para administracdo com spray intranasal. A estirpe do virus da influenza em R . Intranasal

NASOVAC-S é (a) adaptada ao frio (ca pela sua abreviatura em inglés) (isto é, replica-se eficientemente a 25°C, uma D WEEE o SR
temperatura que é restritiva para a replicacao de muitos virus da influenza tipo selvagem; (b) sensivel a temperatura
(ts pela sua abreviatura em inglés) (isto é a replicacao € restrita a 39°C, a uma temperatura na qual muitos virus da
influenza de tipo selvagem crescem eficientemente; e (c) atenuada (att). O efeito cumulativo das propriedades
antigénicas e dos fendtipos ca, ts e att é que o virus da vacina atenuada se replica na nasofaringe para induzir a
imunidade protetora.

Propriedades Farmacocinéticas
Né&o é aplicavel

Dados de Seguranca Pré-clinica

Foi realizado um estudo de eficacia de NASOVAC-S em furdes sem tratamento prévio (que € um modelo estabelecido da
influenza) usando virus de influenza homodloga como desafio. A carga viral, excrecao viral e a analise patologica
mostraram niveis reduzidos de todos os trés parametros em animais vacinados apos o desafio, sem consideragao 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 foi
administrada por via intranasal. Em estudos de dose Unica, foram administradas doses superiores a dose normal da

vacina aos animais e foram observados durante 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 a dose normal da vacina foram
administradas por via intranasal em animais nos dias 0, 7 e 14 e eles foram subsequentemente sacrificados. Anecropsia
foi realizada para avaliar os efeitos adversos em quaisquer 6rgaos. Nenhum efeito adverso relacionado a vacina foi
observado nos animais do estudo que receberam NASOVAC-S.

Remove the flip top from the diluent vial.

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

Fix the intranasal spray device on the tip of
the syringe by completely screwing in
clockwise direction.

Fixe o dispositivo de spray intranasal na
ponta da seringa girando completamente
no sentido horario

a) Connect the vial adapter onto the diluent vial by pushing .
INCOMEATIBILIDADES ~ it downwards until vial adapter is properly and solidly - -
Na auséncia de estudos de compatibilidade, este medicamento ndo deve ser misturado com outros produtos 5 !' 5 placed. L |
medicamentosos. : a) Conecte o adaptador da ampola ao frasco do diluente,
INSTRUGOES PARA USO, MANUSEIO E DESCARTE | empgrrando-o até que o adaptador de frasco esteja bem
Avacina deve atingir a temperatura ambiente antes de ser usada. Agite antes de usar. encaixado.
Uma vez que NASOVAC-S Intranasal tenha sido administrada, os dispositivos da vacina usados e todas as suas partes b) Connect the syringe to the vial adapter by completely
devem ser descartados de conformidade com os procedimentos padrao para residuos hospitalares (por exemplo, g screwing in clockwise direction.
recipientes para objetos perfurocortantes/ recipientes que representam risco biologico) ]

- b) Conecte a seringa ao adaptador de frasco girando no
VALIDADE ;\' : sentido horario até que esteja firme. .
Nao exceda a data de validade impressa no rotulo e na embalagem. -

CONSERVACAO

NASOVAC-S - Vacina da Influenza Viva, Atenuada (Humana) Intranasal DEVE SER ARMAZENADA NO 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 da influenza Viva,
Atenuada (Humana) Intranasal.

APRESENTACAO

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 1. Também sao
fornecidos, um frasco contendo agua estéril para inalacao como diluente, uma seringa para administracao, 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)

Fix the dose divider on the plunger of the
syringe.

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

Aspire todo o contetido do frasco de diluente para
a seringa

Fixe o dispositivo dosador no émbolo da
seringa.

NAO UTILIZE
A 0 quadrado é A cor do quadrado A 0 quadrado é
o mais claro que éigual a cor do . mais escuro que 5T
o circulo exterior circulo exterior o circulo exterior g |

A cor do quadrado interior do MFV PONTO DE Uma vez que a vacina atinja ou exceda o ponto k} . \ V

comeca com um tom mais claro que DESCARTE de eliminacéo, a cor do quadrado interior sera da st Remove the entire assembly (syringe connected to the

o circulo exterior e continua a escurecer mesma cor ou mais escura que o circulo exterior. adapter) from the diluent vial

com o tempo e/ou com a exposi¢ao ao calor. . .

Informe ao seu supervisor Remova o conjunto inteiro (seringa acoplada ao adaptador)
Exposigdo ao calor acumulado ao longo do tempo do frasco de diluente.
Os monitores de frasco da vacina (MFV) fazem parte da tampa da NASOVAC-S - Vacina da Influenza Viva, Atenuada ; : Place the intranasal spray device at the base of
(Humana) Intranasal fornecida pelo Serum Institute of India Pvt. Ltd. Este é um ponto sensivel ao tempo e a H,‘e/ROStr:'l (:jf tll?ehl;elzag:ent S'EU“E ngght mthh
temperatura que da uma indicacéo do calor acumulado ao qual tem sido exposta a ampola. Isto adverte ao usuario final 5 ]lfm :' ﬁer?nl S :rg] a syin l?;it?okzctoageli?/:i thee
quando a exposicao ao calor provavelmente degradou a vacina além de um nivel aceitavel. eaccigne 0 25yml ie hgalf of the dose is delivered
Ainterpretacao 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 Coloq:ne ° sprta{jmtranasal Ea baie d_a narmta do
do quadrado central tiver a mesma coloragao que a do circulo exterior ou também uma coloragao mais escura do que a ;r?gleir?azg :earr]aatrgscgne\‘ripcjrr:g: é],%.i](:f:en €
cor do circulo exterior, aampola deve ser descartada. ! Remove the flip top from the vaccine vial. firmemente de uma s6 vez para aplicar a vacina.
Attach the syringe with vial adapter to the vaccine vial and allow 0,25 ml, ou seja, a metade da dose ¢é entregue.
ADVERTENCIA MAIS IMPORTANTE the l}qu(;d to be drawn in. Assist by pushing the plunger if .
. . . . . required.
1. Assegure que a vacina seja administrada apenas por atomizador intranasal. Disconnect the syringe from the vial adapter to break any residual
2. Em raros casos pode ocorrer o choque anafilatico em individuos susceptiveis. O fator mais importante no vacuum.
tratamento da anafilaxia severa é o uso imediato de adrenalina, que pode salvar a vida. Deve ser usada ante a ; d ‘ Remova a tampa flip-top do frasco da vacina. Fixe a seringa

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

com o adaptador do frasco no frasco da vacina e deixe o liquido
ser aspirado.

. - R Auxilie empurrando o émbolo se for necessario.
inalacdo de oxigénio. E
CAUGAO: PESSOAS QUE NAO DEVEM TOMAR A VACINA
1. Aqueles que sao alérgicas a ovos.
2. 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 vacinagao y
com NASOVAC-S deve ser adiada pelo menos até a recuperacgo. | Draw back the plunger slightly and remove the dose divider.
Rotate the vial between the palms to dissolve 0 Repeat the above step to deliver the remaining 0.25 ml into
Data de revisio: 02/2021 its contents. ' the second nostril.
Gire o frasco entre as palmas das maos para Puxe o émbolo ligeiramente para tras e remova a dispositivo
dissolver seu conte(ido dosador. Repita o passo anterior para entregar o 0,25 ml
Fabricado por: restante na segunda narina.
7
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Influenza Vaccine,
Live Attenuated (Human)

NASOVAC-S

Seasonal, Trivalent

2020-21 Formula  Northern 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 2020-21.

Freeze dried

COMPOSITION

[Propagated in Embryonated hen eggs]

Each vial of single dose (0.5 ml) contains:

A(H1N1) Strain- A/17/Guangdong-Maonan/2019/211 (HIN1)* Notlessthan 107 EIDsg

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 EID5g

* Antigenic specificity of Hemagglutinin and Neuraminidase identical to wild type virus as recommended by
W.H.O. for influenza vaccine for the year 2020-21 Northern hemisphere influenza season:

« A/Guangdong-Maonan/SWL1536/2019 (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 |.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 2020-21 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 I Monitors (VVM)

A 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,
DIELGORONI 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.

Revision date: 02/2021

Manufactured by:
SERUM INSTITUTE OF INDIA PVT. LTD.

Protection from birth onwards 20017673/0

BakuuMHa npoTmB rpunna,
XMBaA aTTeHyMpoOBaHHas
(yenoBeyeckan)

NASOVAC-S

NPOTUB CE30HHOI0 rpunna, TpexesasieHTHaA

=

cocTaB AnA ANUAEMMYECKoro cesoHa rpunna 2020-2021 rr.,
ana ctpaH CeBepHoro nosywapms

NMoHAU3MPOBaHHAs

OMUCAHUE

NASOVAC-S, BaKuMHa MpOTMB rpunna, uBas aTTeHyMpoBaHHas (YenoBeyeckas), JMOhUIM3MPOBaHHAS, SBASETCA KMBOW
TPexBasieHTHOW BaKUMHOM ANA MHTpaHasasbHoro BBeAeHMsA. NASOVAC-S COAepsMT Tpu BaKLMHHBIX WTaMMma Bupyca A/H1NT,
A/H3N2 1 Bupyca rpunna B, BbipalleHHbIX B Ky/JbType KNETOK KypWHbIX 3MOGPMOHOB. YKa3aHHble TPU LUTamma aHTUreHHo
MAEHTUYHDI LITAMMaM, PEKOMEH/0BaHHbIM BcemmpHOM opraHmM3auuelt 3apaBooxpaHeHns (BO3) Ha 3MMAEMMYECKMI CE30H
rpunna2020-2021 rr.

COCTAB

[LUTaMMbl, BbIPALLEHHbIE B KY/IbTYPE KNETOK KyPUHBIX SM6PMOHOB]

Kaxkabi hnakoH (oaHOKpaTHas 403a, 0,5 M) COAEPKUT:

supyc rpunnaA(H1N1) — wrammA/17/Guangdong-Maonan/2019/211 (HIN1)*  He meree 107 EIDso

Bupyc rpunnaA(H3N2) — wrammA/17/Hong Kong/2019/2573 (H3N2)* He MeHee 107 EIDso

BUpYyc rpunna B — wwramm B/60/Washington/2019/3676* He meHee 106:5 EIDsp

* AHTMreHHan cneundUIHOCTb FreMarrIlTUHUHA M HeMPaMUHMAA3bI MAEHTHUYHA BUPYCY MKOrO TMMA, COMIaCHO PEKOMEHAALIMAM
BO3 AN BaKUMH NPOTUB rpunna Ans annaemuyeckoro cesoHa 2020-21 rr. gna ctpaH CeBepHOro nonylwapusa:

«  BUPYC, NOAOGHbIN WTammy A/Guangdong-Maonan/SWL1536/2019 (H1N1) pdm09

«  BUPYC, NOAOGHbIN WTammy A/Hong Kong/2671/2019 (H3N2)

«  BUPYC, NOA06HbIN WTamMmy B/Washington/02/2019 (B/BMKTOpMaHCKaA MHMUA)

KeNaTMH YaCTMYHO MMAPONM30BaHHbIN 2,5%, cop6uton 5,0%, L-ananuH 0,1%, L-ructuamn 0,21%, TpuumH 0,3%, L-apruHuHa
ruapoxnopua  1,6%, ruaponusat naktanb6ymuHa 0,35%, docdatHbiit  3abydepeHHbid  BU3MONOTMYECKUIA  pacTBOp.
BoccTaHaB/MBalOT CTEPM/IbHBIM PACTBOPOM ANA MHranALmu Papm. MHAMM. BaKLmHa He COAEPMT KOHCEPBAHTOB.

Cnoco6 BBeaeHus: 0,5 M1 MHTpaHa3asbHo (No 0,25 M1 B KaXK bl HOCOBOM XOA). PacrbliuTe b OCHaLYeH CbeMHOM HacaaKou Ans
CO3/]aHMA MENIKOAMCNEPCHOM B3BECM, KOTopas OCeZaeT MPEeUMyLIECTBEHHO Ha CM3UCTOM OGONOYKE HOCOBOW MOMOCTU M
HOCOT/IOTKM.

BakumHa cooTBeTCTBYeT peKomeHaaumam BO3.

MOKA3AHUA K MPUMEHEHUIO

BakuyHa NASOVAC-S nokasaHa /imuam ctaplue 2 et AnA akTMBHOM MMMYHM3aLmH C Lie/bio MPOdUIaKTUKM FPUNMa, Bbi3blBaEMOro
/ABYMA LITAaMMamu BMpyca rpunna A 1 OZHMM LITaMMOM BMpYCa rpynna B, UMpKYaLMA KOTOpbIX oxMaaeTcs B cesoHe 2020-2021
rr. BakunHy NASOVAC-S cieflyeT NpUMMEHATb B COOTBETCTBUM C O(ULMANbHBIMU MHCTPYKUMAMM MO MEAWULIMHCKOMY NPUMEHEHMIO
JleKapCTBEHHOr o Npenapara.

CNOCOBb NPUMEHEHUA U A03bl

Ka)K,ClbIl‘:i d)ﬂaKDH C nMOd)MﬂMBMPOBaHHDﬁ BaKLIMHOlji BOCCTaHaB/IMBalOT C MCMNOJ/Ib30BaHWEM BCEro COAEep>KMMOro d)naKOHa co
CTepu/ibHbIM PaCTBOPOM A1l UHIaNAUMK, KOTOprﬁ nocrasnfaeTcsa BMecTe C EaKLlMHOl‘:I, C UCNONb30BaHMEM NpUnaraemoro wnpuua
nagantepa Anda baakoHa.

o3y 0,5 M1 BBoAAT Mo 0,25 MN1 B KaKbli HOCOBOM X0/ C MCMO/Ib30BAHMEM LIMPULIA BMECTUMOCTbIO 1,0 M1 M pacnblantens. Ans
BBeJeHUA UCNOJIb3YIOT BECb 06bEM BOCCTAHOB/IEHHOM BaKUMHbI. Pacnbinmtens npejHasHa4yeH AnA co3jaHua MenKD[JMCI'IepCHDﬁ
B3BeCH, KOTOpas 0CeJaeT NPEUMYLLECTBEHHO Ha C/IM3UCTOM 060/I04KE HOCOBOM MOJIOCTH M HOCOrNOTKM. O/JHOKpaTHOE BBEAEHUE
03bl BaKLIMHbI MHTPaHa3a/IbHO peKOMeHAYeTCS ILiam cTaplue 2 f1eT.

[JlononHutensbHas nHbopmaums npuseaeHa B paszese «GapmakogrHaMuyecKme CBOMCTBa .

MCI‘IOI’IbByIOT HemeANeHHO Noc/ie BOCCTaHOB/IEHUA. Ecim BaKUMHY He UCNo/1b30Ba/Iv Cpasy, ee c/ieyeT XpaHUTb B TEMHOM MeCTe
npu Temnepatype 2-8°C He 6onee 6 yacos.

OTKpbITble (h/1aKOHbI, OCTABLIMECHA B KOHLIE CEaHCa BaKLMHALMK (B TEUYEHME LWECTM YacoB MoC/Ie BOCCTAHOB/IEHUA) HEOGXOAMMO
YTUAM3MPOBATL. NS JAHHOMO TMMA BaKLMHbI MCMO/Ib3YETCA KOHTPO/Ib (hlakoHa C BaKLUMHOM (CM. PUCYHOK), MPUKPENIEHHBIN K
KOonnayky d)naKOHa, erocneayet yaasiMTb Npy BOCCTaHOBNIEHUM BaKUWHbI.

MocTasnsembii pacTBopuTelb CneunasbHoO paapa601aH ANA UCNONb30BaHUA C BaKLlMHOlji. Aﬂﬂ BOCCTAHOB/IEHUA BaKUWHbI
MCMOb3YIOT TO/IbKO NOCTAB/IAEMbINM PacTBOpUTE/Nb. He peKOMEHAYeTCsA UCMo/b30BaTb PACTBOPUTENM A5 APYIMX TUMOB BaKLMH
Unu apyrmx HDOMSBOAMTEHEI‘&. Wcnonb3oBaHue HECOOTBETCTBYIOLEro pacTBOpUTENA MOXET NPUBECTU K HErOAHOCTU BaKLMHbI
U/ MU TAXKENBIM peakuMam y BakKUMHUMPOBaAHHOrO. Pacmopmenb He cnejyeTt 3amopaxuBatb, HO HeOﬁXOAMMO XpaH1Tb B
OX/TAXAEeHHOM BL1e.

MNepey BBeeHMEM PaCTBOPUTE/Ib M BOCCTAHOB/IEHHYIO BaKLMHY CieyeT BU3yaslbHO NPOBEPUTL Ha Ha/IM4Me NOCTOPOHHUX YacTuL,
/MM U3MEHEHUM BHELWHEro BUaa. Ecnm 6bim 06Hapy)KEHbI KaKkue-M60 OTK/IOHEHMA OT HOpMbI, pacTBopUTeNb WU
BOCCTaHOB/IEHHYIO BaKLMHY YTUAU3MPYIOT.

NPOTUBOMOKA3AHUA

MnepuyBCTBUTE/ILHOCTD

BeepeHune BakumHbl NASOVAC-S NpoTMBOMOKa3aHO Yy /ML C FMNepyYyBCTBMTENbHOCTbIO B aHaMHE3e, 0COGEHHO MpW HaNMuMK
aHaMNaKTUYECKOM PeaKLMK Ha ANLA, AUYHBIN 6E/OK, XXeNaTUH, NaKTaIbbyMUH UM APYTie KOMNOHEHTbI BaKLMHbI.

ConyTcTBylowasn Tepan1sa aCMpMHOM U CUHAPOM Pesl y NalMeHTOoB AETCKOro M NoApPOCTKOBOro Bo3pacTa
NASOVAC-S npoTMBOMOKasaH AeTAM M NoApPoCTKam (2-17 neT), nonyyawwmm Tepanmio acClMpMHOM MM acNMpUHCOAepKaLLyo
Tepanuio, 13-3a accoluaLm CMHAPOMa Pes C aCMpUHOM M BUPYCa rpunna MKoro TMna.

OCOBbIE YKA3AHMA M MEPbI MPEAOCTOPOXXHOCTHU

Hu Npu Kakux 06CTOATENLCTBAX HE C/IEAYET UCMO/b30BaTh MHBEKLIMOHHBIM CNOCO6 BBEAeHMs BaKLyHbI NASOVAC-S.

Kak 1 B cnyyae Apyrux BakLWH, BaKLMHUPOBAHHbIE JO/KHbI HAXOAUTLCA MOJ MEAULIMHCKUM HaBl0IeHMEM, MPU 3TOM B HA/IMUMK
JIO/KHbI GblTh BCE CPEACTBA ANA OKa3aHMA MEAMLMHCKOM MOMOLUM B PEAKMX Cy4asX BO3HMKHOBEHMA aHadMNaKTMYeCKown
peaKumm noc/ie BBeJEHUA BaKLMHbI.

NASOVAC-S He cnieayeT NpMMeHsTb Y NauMeHTOB C CUHAPOMOM G6POHXMAIbHOM 0GCTPYKLMM.

Mpyn HanMuMKM B aHamHe3e cuHapoma MuiteHa-bappe, peleHne o NnpumeHeHMM BaKLHbI NASOVAC-S 10/1KHO 6bITb OCHOBAHO Ha
TuaTe/IbHOM PAaCCMOTPEHNM NOTEHLMANbHBIX IPEUMYLLIECTB M PUCKOB.

BaKupMHauMio cieflyeT OT/IOKMTb Y /L B OCTPbIN NEpuo/ 3a60/1eBaHMA, COMPOBOX/AILIETOCA 3HAYMTE/IbHBIM MOBbILEHUEM
TemnepaTtypbl. HesHauuTeNbHble paccTpoicTBa (AuMapes MaM fierkas (opMma PecnMpaTopHO MHGBEKUMM C HaiuuMeM
He3HaYMTEeNIbHOrO MOBbILEHUA TeMnepaTypbl MM €ro OTCYTCTBUEM) KaK MpaBM/IO, HE ABJIAITCA NPOTMBOMOKA3aHWMAMM K
BaKUMHaLMK. OZIHaKO, €C/IN 3a7I0KEHHOCTb HOCA MOXET OrpaHMUMTb J0CTaBKY BaKLMHbI K C/IM3MUCTOM 0GO/IOUKE Hoca, cleayeT
PaccMoTpeTb BO3MOKHOCTb OTCPOUKM BaKLMHALMM 0 TEX MOp, MOKa 3a/10KEHHOCTb HOCA HE YMEHbLUMTCSA.

Y /ML C CUMMTOMaMM NPOCTY/bl (Kallesib, MOBbILEHME TeMMePaTypbl, 60/b B MbILILAX) MM APYTHX CUMITOMOB rpunna, cieayet
NpOBECTM K/MHUYECKoe 06CNe/0BaHNe U, NPU HEOGXOAMMOCTM, Ha3HauYMTb COOTBETCTBYIOLLEE NeYeHne. B yKasaHHbIX caydanx
BBe/ieHMe BaKLMHbI NASOVAC-S cieflyeT OTNI0MTb Kak MUHUMYM /10 BbI3ZI0POB/IEHMA.

PeweHne o npumeHeHun BakumHbl NASOVAC-S [0/IKHO 6biTb OCHOBAHO Ha TLATE/IbHOM PacCMOTPEHMM MOTEHLMANbHBIX
NPeUMyLECTB 1 PUCKOB. OTCYTCTBYIOT JOCTYMHbIE KMHUYECKME ZJaHHbBIE O NP [ZJaHHOM BaKLMHbI Y JIWL, C 0cnab
MUMMYHUTETOM. UIMMYHHbIM OTBET Y TaKMX NaLMEHTOB MOKET 6bITb HEAOCTATOUHBIM.

BesonacHocTb BaKLUMHbI NASOVAC-S y AML, € COnyTCTBYIOWMMM 3a60/ieBaHMAMM, Npeapacronaralymi K BO3HMKHOBEHMIO
OC/IOXKHEHMI Noc/e MHMEKUMM rpunna AMKOro TUMa, He yCTaHoB/IeHa. PeleHne o npumeHeHnn BakumHbl NASOVAC-S fosikHO
6bITb OCHOBAHO Ha TLaTe/IbHOM PACCMOTPEHNM MOTEHLMAbHbIX IPEUMYLLECTB 1 PUCKOB.

MpumeHeHHe Np1 6epeMEHHOCTH M KOPMIEHUM TPy Abio

MccnenoBaHre IMGPUOTOKCUYHOCTM M PENPOAYKTUBHOM TOKCMYHOCTM GbiI0 NPOBEAEHO Ha CaMKax KpbiC, KOTOPbIM BBOAM/M
npenapat HasoBak (BaKLMHa NpoTus naHaemuyeckoro rpunna H1N1 xuBas aTTeHyuMpoBaHHas) 04uH, jBa MM TpM pasa (B nepuoj
opraHoreHesa), B /103aX NPUMEPHO 2-KPaTHO MpeBbialoWyX JONyCTMMblE J03bl /1A YeloBeKa 3a OZHO BBeAEHWe, nyTem
MHTpaHa3asbHOM WHCTUANAUMM. He 6biN0 OGHAPYXKEHO TOKCMYECKOTO BO3AEMCTBMA HAa MATEPUHCKMIA OpraHusMm,
3MEPUOTOKCMYHOCTU WM TEPATOreHHOCTM, CBA3AHHBIX C MPMMEHEHMEM BakumMHbl HasoBak. OAHAKO, MCCNefoBaHWA Y
6EepEMEHHDBIX JKEHLUMH He NpoBoAW/M. OCKONbKY pe3ynbTaTbl UCCeAoBaHMM BakumHbl NASOVAC-S Ha KMBOTHbIX He Bcerga
N0O3BONAKT NPeAcKasaTb BAMAHME HA PENpOAYKTMBHYIO (YHKLMIO Y YenoBeKa, npenapar cieayeT NPUMEHATb BO Bpemsa
6epeMEHHOCTH TOJIbKO B C/TyHae KpanHei HeO6X0AMMOCTH.

JlaHHble OTHOCMTENbHO BO3MOXHOrO BblgeneHns npenapata NASOVAC-S ¢ rpyiHbIM MOIOKOM OTCYTCTBYIOT. M03TOMY, NOCKONLKY
HEKOTOPble BUPYCbI BbIAENAIOTCA C FPYAHBIM MOJIOKOM M, KPOME TOr0, M3-3a BO3MOMHOCTM BblA€/NIEHNA BaKLMHHOMO BMpYCa M
HenocpeACTBEHHON B6/AM30CTM FPYAHOro pebeHKa M Matepu, Mmpu NpuUMeHeHWn BakumHbl NASOVAC-S y KOpMALUMX MaTepei
CNe/lyeT NPOABNATL OCTOPOXHOCTb.

B3AMMOZENCTBME C APYTMMU JIEKAPCTBEHHBIMU NMPEMAPATAMM

NASOVAC-S npoT1BONOKasaH AeTAM M NOAPOCTKaM, NOJTyHalOLMM Tepanmio aClMpUHOM UM aClIMPUHCOAEPXALLYI0 TEparmio (CM.
paszen «[IpoTMBOMNOKa3aHMs»).

0OpHoBpemeHHoe npumeHeHue npenapata NASOVAC-S ¢ NpOTUBOBMPYCHbIMU 1I€KapPCTBEHHbIMU CPE/CTBAMU, aKTUBHbIMM NPOTHB
BUPYCOB rpunna A u/unun B, He 6bi10 MccnefoBaHo. OfHAKO, Ha OCHOBAHWMM CMOCOGHOCTM MPOTUBOBMPYCHBIX SIEKAPCTBEHHbIX
CpeACTB CHUXaTb 3PPeKTUBHOCTL npenapata NASOVAC-S, He peKoMeH/0BaHO NPUMEHATL aHHYI BaKLMHY 3a MeHee yem 48
4acoB noc/ie MpeKpalleH1s MPOTMBOBUPYCHOW Tepanuu, Takke He ClejyeT NPUMEHATb MPOTUBOBUPYCHBIE /IEKapCTBEHHbIE
CpeACTBa B TeueHMe ABYX Hejeslb Noc/ie BBEAEHMA [JaHHOM BaKUMHbI, €C/M OTCYTCTBYIOT MEeAMUMHCKME nokasaHua. Mpu
Heo6X0MMOCTH, B C/lyHae OJHOBPEMEHHOIO NPUMEHEHWA NPOTUBOBMUPYCHbIX SIeKapCTBEHHbIX CpeACTB M npenapaTta NASOVAC-S,
CnleflyeT pacCMOTPETb BOMPOC 0 PeBaKLMHALIAM.

OTCyTCTBYIOT AaHHble 06 OJHOBPEMEHHOM NpMMeHeHMM BaKuuHbl NASOVAC-S M apyrmx BakumH. OzHako, eciM nokasaHo
O/JHOBPEMEHHOE MPUMEHEHWe C APYroi BaKLMHOW, BaKUMHAUMA AonyckaeTcA. CnesyeT OTMETWUTb, 4YTO B TaKOM Cliydyae
HeXenaTe/bHble PeaKLMM MOryT BbiTb GoJlee TAKENbIMU.

OTCyTCTBYIOT AaHHble 06 OAHOBPEMEHHOM MpuMmeHeHMM BakumHbl NASOVAC-S 1 Apyrix neKkapCTBEHHbIX npenapartos Ans
MHTPaHa3a/IbHOr 0 BBEZIEHMA.

MMMYHHbII OTBET MOXET 6bITb CHUXEH, €C/IM NaLMEHT NOJyHaeT Tepanmio UMMYHOAENpeccaHTamu.




ManoBepoaTHO, 4YTO NPUMEHEHUE BaKLMHbI MOBAMAET Ha Cnoco6HOCTb K ynpas/IeHUO TPAHCNOPTHbLIMK CpeACTBaMU U pa60're C
MeXaHU3MaMH.

B Xo4e KNMHUYECKNX MCCI‘IE‘AOBBHMF! 6bln OGHaDy)KeHbI HEeKOTOpble MEeCTHbIE U CUCTEMHbDIE HEXeNnaTe/ibHble peakumu. Bce oHu

6b1/IM IErKOM MU cpe,qulZ CTeNneHU TAXeCTU 1 pa3peLllnimcb 6e3 Kakux-1m6o I'lOCl'IE,qCTBMﬂ BOCCTAH O Bn E H M E BAK LlM H bl
MecTHble peakumum: AHCKOM¢QDT B o6nactu HOCa, 3a/10XXeHHOCTb HOCa, YMXaHMe, HAaCMOPK, notepsa OSOHHHMR, NOKpacHeHue
rnas, 03Ho6, oTeK mLa.

CHUCTeMHble peaKkumu: nosblilieHMe TemnepaTypsbl, roloBHasa 60/'“:, YTOMNAEMOCTb, MUANTUA, apTpanrua, pasapaxuTesibHoCTb,
notepsa anneTuTa, 60/1bB ropne, Kawe/b, Xpurbl, TOLWHOTA.

ADMINISTRATION OF THE VACCINE

BBEAEHUE BAKLUHbI

NEPEAO3UPOBKA

0 cnyyasx nepes03MpOBKH He CoobLanoch. Syie

APMAKO/IOTMYECKME CBOMCTBA SRR (e

MexaHu3M AeicTBUS Components for administration.

VIMMYHHbIE MexaHW3Mbl, 06ecneymnBaloLMe 3almTy OT rpynna Noc/ie NPUMEHEHMS MBbIX aTTEHYMPOBaHHbIX IPOTMBOrPUMMO3HBIX . Allow the vaccine and diluent to attain Reconnect the syringe with the vial adapter and withdraw the
BaKLMH, [0 KOHLA He M3y4eHbl, XOTA LUMPOKO U3BECTHO, YTO OHM 06ECNEUMBAIOT 3ALUMTY OT KJIMHUYECKUX C/ly4aeB Y 60/IblUMHCTBA room temperature. entire reconstituted vaccine into the syringe. Detach the

BaKUWMHMPOBAHHbIX. [yMOpasibHble aHTUTENa, aHTUTENA CIMBUCTBIX 060/104eK U T-KNETKM, cneuprduyHble ANA rpunna, BEPOATHO
MrpaioT poJib B MPOdUAAKTUKE M BOCCTaHOBEHMM nocae MHdeKumn. BakumHa NASOVAC-S cofiepMuT KuBble aTTeHyMpoBaHHbIe Vial Adapter g H
(ocnabneHHble) WTamMmbl BUpyCa rpunna, KoTopble A0/HbI 061a4aTh UHDULMPYIOLLIMMM CBOMCTBAMM M Pa3MHOXATbCA B K/IETKaX, -
BbICTU/AIOLMX HOCOT/IOTKY PELMNMEHTa, YTOGbI BbI3BATh MMMYHHBIN OTBET. BaKLMHHbIE BUPYChI, CNOCOGHbIE K MHAULMPOBaHMIO M
penamKaLmm, MOXHO KyIbTMBMPOBATb 13 HOCOBOrO CEKPETA, MOJIyHEHHO0 OT PELIMIMMEHTOB BaKLMHbI (BblAe/IeHWE BUPYCa). |

(dapmaKkoaMHaM14eCcKM1e CBOMCTBA - — —
Mpenapat NASOVAC-S ABNIAETCA XMBOM TPEXBa/EHTHOW BaKLUMHOM [NA MHTpaHa3a/IbHOTO BBejeHMA. Bxogswme B cocTas Vaccine Diluent ..  spray device
BakuMHbl NASOVAC-S wwTamMmbl BMpyca rpunna sBAAIOTCA () XON0A40aAanTMPOBaHHbIMM (ca), T. €. OHWU 3IPHEKTUBHO
penamumpyiotca npu 25°C, Temnepatype, KOTopas OrpaHMuMBaeT Per/iMKaumio MHOTMX BUPYCOB rpunna Aukoro tuna; (b)
UyBCTBUTE/IbHBIMM K Temnepatype (ts), T. €. MX penauMkauma orpaHuyeHa npu 39°C, Temnepatype, Mpu KOTOPOM AoOKasaHa
aKTMBHaA pen/MKauma 60/1bLIMHCTBA BMPYCOB rpunna AMKOrO TMMa; M (C) aTTeHyMpoBaHHbIMM (att). KyMynaTuBHbIN 3ddekT
AHTUreHHbIX CBOMCTB M (hEHOTMMOB (ca, ts M att) 3aKk/loyaeTca B TOM, YTO OCNAaBNEHHDBIM BaKLMHHbINA BUPYC penauumpyeTca B
HOCOT/I0TKE, BbI3bIBasA 3aLMTHYIO UMMYHHYIO PEaKLMIO.

syringe from the vial adapter.
KoMnoHeHTbI ANA BBEAEHMA BaKUMHbI.

Mepes “cnonb3oBaHMEM BaKLMHY U
pacTBOpUTE/Ib HarpeBatT A0 KOMHATHOM
TemnepaTypbl.

MoBTOPHO NOACOEAMHMTE LINMPHL, K aAanTepy daakoHa 1
HabepuTe B LINPUL, BCIO BOCCTAHOB/IEHHYIO BaKLMHY.
OTcoeauHMTE WNpUL, OT afanTtepa dakoHa.
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®apMaKOKMHETUYECK1E CBOMUCTBA
He nprmenmmo.

JaHHble AOKIMHUYECKOM 6e30MacHOCTH

Bblno nposeaeHo uccnepoBanne 3hheKTMBHOCTM BaKLMHbl NASOVAC-S Ha HeBaKLUMHMPOBAHHbIX XOpbKax (KOTopble ABAATCA
YCTaHOB/IEHHOM MOAENbIO A/IA BUPYCa FpUMna) C UCMO/b30BaHUEM FOMOJIOMMYHBIX BUPYCOB FPUMMNa B KaYeCTBE KOHTPO/IbHOMO
3apakeHus. PesynbTaTbl ONPeAENeHWUs BMPYCHOM Harpysku, BblAENEHMA BMpYCa M TMUCTONIOMMHYECKOTO MCCae0BaHUs
NOATBEPAMAM CHUXKEHWE BCEX TPexX MoKasaTesneil y BaKUMHMPOBAHHbBIX XMBOTHbIX MOC/E 3apaeHMA He3aBUCMMO OT Tuna
MHPULMPYIOLEro BUPYCa, YTO AOCTOBEPHO MOATBEPKAAET BbICOKYI 3(EKTUBHOCTb BakumHbl NASOVAC-S npoTus Bcex Tpex

Remove the flip top from the diluent vial.

CHMMMTE KONMAYOK C p/lakoHa C pacTBOPUTENEM.

LITaMMOB BMpYCa.
BakupHa NASOVAC-S ycneluHo npoLuia MCCaeA0BaHMA TOKCUYHOCTM NPU OAHOKPATHOM M MHOTOKPaTHOM BBEAEHMM Ha Mblllax n " Fix the intranasal spray device on the tip of
KpbICax Mp1 MHTPaHa3asbHOM BBeAEHWU. B UCCNefoBaHMAX NPU OAHOKPATHOM BBEAEHWM BaKLMHbI XMBOTHBIM BBOAW/IM A03bl the syringe by completely screwing in
npenapara, npeBbilLAKIIME PEKOMEHAOBaHHbIE, U B TeueHue 14 AHel M3yyanm TOKCMYecKoe BO3ZeMCTBUE. Y MBOTHbIX, yri £ Dby co P Y wing 1
nonyyaslumx npenapat NASOVAC-S, He 6110 0GHapYKEHO HeXeNaTe lbHbIX PeaKLMii, CBA3aHHbIX C IPUMEHEHMEM BaKLMHBI. clockwise direction.
B mccnesoBaHMAX TOKCMHYHOCTM NPU MHOTOKPAaTHOM BBEAEHWM TPM [03bl BaKLMHbI, NPEBbILALME PEKOMEHA0BaHHYI0 A03Y, 3aern14Te MHTpaHaBaanblﬁ pacnbiiMTensb
BBO/M/IM XMBOTHbIM MHTpaHa3asibHo Ha 0, 7 1 14 AHb 1 3aTeM BbIBOAW/IM M3 SKCTIEPUMEHT. [UCTONOTUYECKOE HCCIeA0BaHME Ha HAKOHEYHHUKE LWNPULA, BPaLLas ero no
NPOBOAMAM [NA OLEHKM HeBNaronpuATHbIX BO3AEMCTBUM Ha Kakue-1M60 opraHbl. B xode MCCNefoBaHWA Y KMBOTHbIX, ~
o “ 4acoBOM CTpeJike A0 ynopa.
noslyyaBwux npenapat NASOVAC-S, He 6bi10 OGHapyXeHO He6naronpuaTHbIX BO3AENMCTBMM, CBA3AHHBbIX C NMPUMEHEHUEM a) Connect the vial adapter onto the diluent vial by pushing
BaKLMHbI. N A X . !
it downwards until vial adapter is properly and solidly -

HECOBMECTMUMOCTb : | placed.
B yC/I0BUAX OTCYTCTBUA MCCNIE/0BAHNIA COBMECTUMOCTM, JJaHHBII /IeKapCTBEHHbIN Npenapat 3anpeLeHo CMeLMBaTh C ApYriMu a) YcTaHoBMTe aganTep dakoHa Ha hakoH ¢
/IEKApCTBEHHBIMA pEnapaTami. | pacTBopuTeNieM, Ha/laBMB Ha HEro BHM3, NoKa ajantep
WMHCTPYKLMM MO NPUMEHEHUIO, OBPALLEHMIO M YTUIU3ALUM W ¢dnakoHa He GyzeT NpaBM/IbHO M HAJEKHO 3aKpernieH.
MNepes Mcronb3oBaHWeM BaKLMHY HarpeBaloT 0 KOMHaTHOW Temnepartypbl. lepes MCrnonb3oBaHMEM BaKUMHY HEOBXOAMMO b) Connect the syringe to the vial adapter by completel

i vi y y
BCTPAXHYTh. -CL the syringe , K
Mocne MHTpaHa3anbHOTO BBEZEHMA BaKLMHbI NASOVAC-S MCrnonb3oBaHHblE U3AENMA ANA BBEAEHMA BaKLMHbI M BCE MX YaCTW % screwing in clockwise direction.
[O/KHbI 6bITb YTMAM3MPOBAHbI B COOTBETCTBMM CO CTAHAAPTHbIMM MPOLEAYPamMM ANA MEAMUMHCKMX OTXOAO0B (Hanpumep m\i b) MopacoeanHuTe WNpUL K aganTtepy dakoHa, NOSHOCTbIO
KOHTEMHep /1A OCTPbIX NPEAMETOB UM KOHTEMHEP /1A 6MONIOTMUECKM OMACHbIX OTXO/0B). i‘ 3aKpYTMB €ro Mo YacoBOM CTPesiKe. .
CPOKTOAHOCTH
He 1cnonb3yiiTe 3TOT npenapat noc/ie UCTeYEHNUA CPOKa roAHOCTM, KOTOPbIN yKa3aH Ha STUKETKE M YNaKoBKe.
XPAHEHME

Mocne nonyyeHna u nepes npumeHeHuem npenapat NASOVAC-S (BakuuHa NpOTMB rpunna, uBas aTTeHyMpoOBaHHas
(4enoseveckan) ANnA UHTpaHa3abHoro BeeaeHna) HEOBXOJMMO XPAHUTbL B XO/'IOAWH:HOIZ KAMEPE

MPU TEMMEPATYPE 2-8°C (35-46°F). HE UCMO/Ib3YWTE 3TOT MPEMAPAT MOC/IE UCTEYEHMSA CPOKA FOAHOCTM, KOTOPbIM
YKA3AH HA J3TMKETKE. Mpu TPaHCMOPTUPOBKE BaKLMHbI NPOTMB TPMINA, KMBOM aTTEHYMPOBAHHOM (YEI0BEYECKOM) ANs
MHTpaHa3a/IbHoro BBeA€HMA HEOGXO/MMO NOAAEPKMBATH XO/I0ZJ0BYO Lienb (Mpu Temnepatype 2-8°C).

®OPMA BbIMYCKA

®opma Bbinycka npenapata NASOVAC-S, BaKuuMHa nNpoTMB rpunna, >XWBasa aTTeHyMpOBaHHaA (Yenoseyeckas)
JIMOUNM3UPOBaHHASA, /1Al MHTPaHa3a/IbHOrO BBE/IEHMA:

¢nakoH ¢ 1 4030 1 pacTBopuTensb (0,5 M)

Fix the dose divider on the plunger of the
syringe.

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

Ha6epute BCe coaep:kmMmMoe hakoHa ¢ pacTBopUTeNeM
B LUMPWL,.

3aKkpenuTe paszeninTesb 03bl Ha NOPLIHE
wnpuua.

NASOVAC-S nocTaBifieTCA B CTEKNAHHbIX NaKoHax M3 npo3payHoro crekna knacca | ®apm. CLIA, copepxalumx
JIMOUIM3NPOBAHHBIN 0CAZ0K.

®dnakoH, cozepKalmii CTEPUIbHBIM PacTBOP A/ MHIANAUMI B Ka4YeCcTBE pacTBOPUTENS, WNPUL A8 BBEAEHUs, ajanTep Ans
¢ﬂaKOHa, MHTDaHa3al1bell‘:i pacnblinTeNb U pa3feniTesb A03bl TaKXKe NoCTaBAATCA BMeCTe C BaKLIMHOlji.

®JIAKOHHbBIM TEPMOPEIYIATOP (Heo6s3aTeNbHbIi)

NCIOJIb3OBATb HE UCTOJNIb3OBATb
A

LigeT KBagpara coBnagaet KBagpat TemHee,
C UBeTOM Kpyra yem Kpyr

A
Ksagpart ceetniee,
4EeM HapyXHbIN Kpyr
LigeT BHYTPEHHETO KBapaTa, KOHTPOMPYEMOro
nakoHa C BaKUMHOM, M3HaYasbHO MMeeT 6onee
CBET/Ibl OTTEHOK, Yem HapyKHbIM Kpyr. OgHaKko

CO BPEMEHeM W/Unu Npu BO3AENCTBUM Tensia ero
uget 6yseT TeMHeTb.

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

OTcoeanHuTe agantep daakoHa U NMPUKPENIEHHbIN
wnpuy,

KaK TO/IbKO BaKUMHa AOCTUINIa MM MPEBBICU/IA TOUKY
OTMeHbI, LIBET BHYTPEHHEr0 KBaJpaTa 6y/eT TakKuM e
KaK MM TEMHEe, YEM LIBET HapyKHOrO Kpyra.

TOYKA
OTMEHBI

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.

Coo6luTe BaleMy pyKoBoAUTENHO
KOMSIEHHOE CO BPEMEHEM TeNoBoe BO3AeicTBIe .

Ha konnauke cnakoHa npenapata NASOVAC-S, BakumMHa NpOTMB rpunna, >KMBas aTTeHyMpOBaHHas (4esioBeveckas),
NoCTaBAAEMOro KomnaHuei «Cepym MHCTUTbIOT O UHAWsA TBT. JITA.», HAXOAUTCA (hNaKOHHbINM TepMouHAMKaTop (OTU). 3To
TOYKa, YyBCTBUTE/IbHAA K JEMCTBUIO TEMNEPATYPbl 1 BpEMEHM, KOTOPasA NOKa3biBaeT COBOKYMHOE TEM/I0, Mosly4eHHOoe (h1aKOHOM.
®TU npesynpekaaeT KOHEYHOrO Mo/b30BATENA, KOrAa BO3AEMCTBME Tera MOXKET NPUBECTMU K YXYALIEHMIO Ka4YeCTBa BaKLMHbI
CBEPX AOMYCTUMOTO yPOBHA. B Remove the flip top from the vaccine vial.

Wntepnpetauma nokasauui ®TU npocTas. MocmoTpuTe Ha KBaapaT B LieHTpe. Ero LBeT u3ameHaeTca ¢ TedeHnem BpemeHu. Moka Attach the syringe with vial adapter to the vaccine vial and allow
UBET 3TOr0 KBa/paTa CBET/Iee LBETA BHEWHETO Kpyra, BakuMHY JOMNYCKAeTCA MCMo/b30BaTh. ECAM UBET KBaApaTa U BHEWHEro the liquid to be drawn in. Assist by pushing the plunger if

Kpyra 0ZJMHaKoBbI MM LBET KBaJpaTa CTa TEMHee LiBeTa BHELLHEro Kpyra, BaKLMHY MCMo/b30BaTb HE/b3A U ee He06X0AUMO

MoaHecKTe MHTPaHa3a/ibHbIi PacnblIMTEb BIIOTHYIO
K HOCOBOMY XOAY BaKLIMHUPYEMOrO, KOTOPbIM CUAUT
BEpTMKa/IbHO, CO C/IerKa 3anpoKMHYTOMN ro/loBoM, 1
OAHMM [BMXKEHUEM CUJIbHO HAXXMUTE Ha NOpLeHb,
4TO06bI BBECTU BaKUMHY. BBeauTe 0,25 mn pacTeopa,

T. €. MOJIOBMHY [03bl. .

required.
yTMMpoBate. Disconnect the syringe from the vial adapter to break any residual
OCOBbIE YKA3AHMSA vacuum.

1. EAMHCTBEHHbIM JOMYCTMMbIM NyTEM BBEAEHUA ABNACTCA MHTPaHa3a/lbHOe BBEeJeHHe. i g \ CHMMMTE KONIMAYOK C (1akoHa C BaKLMHOM.

2. B pegrux cnyyasx y Jt0A4eM, CKJOHHbIX K aHabuIaKCMM, MOXKET PasBMTbCS aHabMIaKTUHECKMM LWOK. OCHOBHbIM - MoacoeauHuTe WNpUL C aZanTepom dakoHa K GIakoHy € BaKLMHON
HarnpaeneHUeM B JIEYEHMM TAKEION aHathUNAKTUYECKOM peakummu SIBNSIETCA HeMeAJ/IeHHOe BBeAEHWE afpeHanunHa, Yto d ¥ 1 BBEAUTE PAcTBOPUTENb. [1A 3TOr0 HAXXMUTE Ha NOPLUEHD.
MOKET BbITb XM3HEHHO HEOBXOAMMbIM. AZIDEHaNMH CNeAyeT BBOAWTb MPU ManeilleM. MoA03peHMM Ha BO3HMKHOBEHME OTCOGAMHMTe wnpuu ot agantepa ¢naKOHa, YTOGbI YpaBHOBECUTb
aHamnaKTMYeCKon peakumm. Kak 1 B ciyyae Apyrux BaKuMH, BaKLUMHUPOBAHHbIE AOIKHbBI HAXOAWUTBCA NOA MEAULIMHCKMM \ ZlaBNeHne ¢ aTMOCHEPHDBIM.

HabntojeHem B TeyeHne He MeHee Yem 30 MWHYT Ha Cﬂyqaﬁ BO3MOXHOIM0 BO3HMKHOBEHMA HEMEANEHHbIX UM PaHHUX
annepruvyeckmx peaKu,Mﬁ. MomrMmo BCriomoraTe ibHbIX Mep, TaKMX KaK, MHraNaLma KUC/I0poZa, TaKKe BCerja A0/KHbI 6bITb
B Ha/IM4UU TMAPOKOPTM30H M aHTUTMCTaMUHHbIE CpeACTBa

BHUMAHUE: NPOTUBOMOKA3AHUA A1 MPUMEHEHMA BAKLMHbI
. Annepruveckas peakuma Ha Aiua
. leTM M noApocTKM (2-17 NeT), nosyyatoLme Tepanmio aCNMPUHOM MM aCMMPUHCOZEP3KaLLYIO Tepanuio. Y JIL, C CUMNTOMamMM
npocTyAbl (Kalleb, MoBbileHWe TemnepaTtypbl, 60b B MbILILAX) WAM APYTMX CUMNTOMOB FpUnna, CieAyeT NpoBecTM
K/IMHMYECKoe 06C/e/loBaHMe M, NPU HEOBXOAMMOCTH, Ha3HauYMTb COOTBETCTBYlOLIEE JeYeHWe. B yKasaHHbIX Ciyyasx
BBe/eHue BakLUMHbI NASOVAC-S cneayeT OTNI0XMTb KaK MUHUMYM 10 BbI3A0POB/IEHMA.

[N

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

Rotate the vial between the palms to dissolve -
the second nostril.

its contents.

/JlaTa nepecmotpa: 02/2021 - MepeKarbiBaiiTe GIAKOH MEXAY NAA0HAMM 40 Cnerka oTBeauTe Ha3az NOPLUEHb U CHUMMUTE passenmTenb
. NOSHOFO PACTBOPEHMSA COAEDKMMOrO. £103bl. TIOBTOPMTE OMMCaHHbIi BbilLe War, Y4ToGbl BBECTH
ﬂp0M3Bop,l4Tenb. P P AcP octaslmecs 0,25 M1 BaKUMHbI BO BTOPOI HOCOBOM X0A,.
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