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If Poliomyelitis vaccine is administered to individuals with an immune deficiency or
undergoing any type of immunosuppressive therapy the expected immune response can
fail to occur,

The potential risk of apnoea and the need for respiratory monitoring for 48 -72 h should
be considered when administering the primary immunisation series to very premature
infants (born < 28 weeks of gestation) and particularly for those with a previous history
of respiratory immaturity. As the benefit of vaccination is high in this group of infants,
vaccination should not be withheld or delayed.

4.5 Interaction with other medicinal products and other forms of
interaction

Poliomyelitis vaccine can be administered simultaneously with other vaccines, if
administered on different injection locations.

4.6 Fertility, pregnancy and lactation

Pregnancy
Data on a large number of exposed pregnancies indicate no adverse effects of

Poliomyelitis vaccine on pregnancy or on the health of the foetus/new-born child.
However Poliomyelitis vaccine should only be used during pregnancy when there is a
clear risk of infection.

Breastfeedin
Poliomyelitis vaccine can be used during lactation.

4.7 Effects on ability to drive and use machines

It is not likely that Poliomyelitis vaccine has an effect on driving skills or the capability
to operate machines.

4.8 " Undesirable effects

Based on Post Marketing information (voluntary reporting) it has been established that
the following adverse reactions could occur. The reported adverse reactions following
vaccination with Poliomyelitis vaccine mostly occurred within the first three days
following vaccination and were temporary of nature.

Neural disorders
Very Seldom (< 1/10.000): (Poly-) Neuropathy

Respiratory, thoracic and mediastinal disorders
Apnoea in very premature infants (< 28 weeks of gestation) (see section 4.4),
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General disorders and reactions:
Local reactions :

Seldom (>1/10.000, <1/1.000): Swelling, redness and pain on injection site,
Systematic reactions

Seldom (>1/10.000, <1/1.000)). Fever, discomfort.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product is

important, It allows continued monitoring of the benefit/risk balance of the medicinal
product. Healthcare professionals are asked to report any suspected adverse reactions
via the national reporting system.

4.9 Overdose
No cases of overdosing have been repotted.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Viral Vaccines, ATC-code: JO7BF03

In animals (monkeys or rats) the administration of the vaccine results in the formation
of neutralizing antibodies.

Immunogenicity in humans

Administration of the vaccine in humans results in the formation of antibodies and
immunological memory. Administration of a second dose of the vaccine resuits in a
secondary response characterized by a rapid increase of antibody levels that indicates
the existence of immunological memory.

Tn general, the antibody level is indicative for protection. For poliomyelitis a titer
(reciprocal dilution in neutralisation assay) of> 8 is protective. A compiete vaccination
series in general results in protective titers against poliomyelitis type 1,2 and 3.

The percentage seroprotection in the general Dutch population has been studied s in
1995 — 1996 (Immunity to Poliomyelitis in the Netherlands, Am.IEpid., 2001:153.3).
During the decade prior to this investigation, the vaccination level for the primary
immunization of DTP-IPV (3 doses at 3, 4 and 5 months) in the Dutch national
immunization program was 97%. The age of the investigated persons was in the range
of 1 to 79 year. The level of seroprotection can be dependent of the moment of
collecting blood sampies after vaccination, which was not as in most clinical studies |
month after vaceination. The interval of blood sampling after vaccination varied
depending on the age of the person. Furthermore it needs to be mentioned that the data
is obtained using plain Poliomyelitis vaccine or a combination vaccine with a
Poliomyelitis vaccine component. The percentage of seroprotection is measured in this
study is shown in the following table.
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percentage seroprotection (%) 95 % confidence interval
Polio type 1 96,6 % 059-97.2
Polio type 2 93,4 % 92,3-94,5
Polio type 3 89,7 % 88,3-91,0

5.2 Pharmacokinetic properties
Not applicable for vaccines.
5.3 Preclinical safety data

Pre-clinical studies do not show any special risk for humans. These results are obtained
of conventional studies in the area of pharmacological safety and toxicology by repeated
administration,

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Formaldehyde (12.5 pg) (E240),
2-phenoxyethanol (2.5 mg),

Medium 199 primarily consisting of amino acids, minerals and vitamins,
disodium hydrogenphosphate dehydrate (E339),
sodinm chloride,

potassium chloride (E508),

magnesium sulphate (E518),

phenol red,

calcium chioride (E509),

potassium dihydrogenphosphate (E340),
polysorbate 80 (E433),

water for injection.

6.2 Incompatibilities
Not applicable.
6.3 Shelf life

36 months
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6.4 Special precautions for storage
Store at 2 - § °C. Do not freeze.
6.5 Nature and contents of container

The vaceine is filled in:
» ampoules {type 1 hydrolytic glass) containing 0,5 mL vaccine,

v vials (type 1 hydrolytic glass) sealed with a rubber stopper (free of lalex) and an
aluminium flip-off cap that contain 0.5 mL vaccine (1 dose) or 2.5 mL (5 doses).

Not all pack sizes may be marketed.
6.6 Special precautions for disposal

No specific requirements.

7 MARKETING AUTHORISATION HOLDER

Bilthoven Biologicals B.V.,

Antonie van Leeuwenhoeklaan 13
3721 MA Bilthoven, the Netherlands
Telephone: +31 30 800 4300

8 MARKETING AUTHORISATION NUMBER

Poliomyeiitisvaccine, suspension for injection 0.5 mL RVG 17642
Poliomyelitisvaccine multidose, suspension for injection 2.5 mL  RVG 1 14720

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE
AUTHORISATION

Date of first authorisation: 2 December 1993.
Date of latest renewal: August 25th, 1994

10 DATE OF REVISION OF THE TEXT

Latest complete revision: June 2014,
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ADMINISTERED IN A TWO DOSE SCHEDULE

Tiberio A, Swartz!, Rachel Handsher?, Philip Stoeckel®, Anton L. van Wezel®,

Hans Cohen", Jonas Salk$

Department of Epldemlology and Preventive Medicine, Tel Aviv Unlver51ty
Sackier Schoel of Medicine, Tel Aviv, Israel; 2Central Virology Laboratory, _
Sheba Medical Center, Tel Hashomer, Israel: *Forum for the Advancement of !

Immunization Research, Paris, France; kRijksinstituut voor de Volksgesond- l

heid, Bilthoven, The Netherlands; °Salk Institute for Biological Studies, !

San Diego, California, USA




Introduction

Developments in the technology of 1nact1vated poliovirus vaccine (IPV)

production which have made it possible to increase its efficacy (1) have led
to the use of a modified vaceine schedule consisting of a primary immuni-
zation based on the administration cf two successive doses early infancy,
followed by a reinforcing dose given 6-12 months later (2,3). On this
occasion, it was repeatedly observed that after the second IPV dese, in a
high proportion of children an immune response of anamnestic type was
present. Further studies have shown that infants whose age ranged beiween
2-24 months, given one dose of IPV of enhanced potency, responded in a high
proportion with production of neutrﬁlizing antibedy to a second dose of IPV
(4-8). |

Since in several areas of the world, infants are still vulnerable to
paraiytic poliomyelitis, mainly because of logistic obhstacles to completing
theivaccination schedule, and because of immunization failures following the
use of orel polio vaccine (OFV), it was considered worthwhile to evaluate
the immune response to a simplified IPV schedule by using a potent polioc
antigen which, administered in early infancy, ﬁuuld sensitize the immune

system for an anampestic response to a second antigenic dose given six

months later.

Material and Methods

Two groups of 61 and 65 healthy infants were primed at.the ape of 2
months with one dose of either 160-32-128 or B0-16-64 D antigen units, cor-
resﬁonding to the three poliovirus types, respectively. Six months later
both the groups were boostered with one dose of the standard 40-8-32 D ag

units. As a control group, 79 infants were adninistered two doses of 40-8-32
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D ag u at the age of 2 and 3% months and boostered at 9 months, which is the

routine peolio immunization schedule in-a limited area of Israel,

The vaccine in th;ee different concentrations of D éﬁtigen units:
160-32-124, BO-16-64 and 40-8-32 for each of the three polio virus types,
respectively was prepared at the Dutch National Institute of Public Health
at Bilthoven.

Bloods were collected on the day of the first injection, one month

later, at the date of the booster, and one week, one month and one year

after it,

Polio neutralizing antibody (NA) were measured by neutralization assay
in microtitration plates - microneutralization test, Antibody were con-
sidered present when a titer of 2 1:4 was found.

As shown in Table 1, a considerable proportion of infants in the study

and control groups carried low titers of maternal antibody,

Results ' .

One month after priming, NA were present in a considerably higher per- l
cent of infants given 160-32-124 and 80-16-64 D ag.u. vaccine, respectively,
than in the control group immunized with the standard 40-8-32 D ag.g. vac—. :
cine (see Fig. 1). In contrast, geometric mean {GM) }élues were uniformly |

low in the three groups.

At the date of the second vaccine dose administration, the percentage

distribution of NA® 1:4 and the GM values in children primed with one dose

T

of 160-32~124 and 80-16-64 D sg.u. were clearly lower that at the date of g

start of immunization.

One month after second dose of vaccine, an very high antibody response,

in parallel with considersble GM values, was observed in the three groups,




A dose effect (highest values in the control group, lowest values in the

study group given 80-16-64 D ag.u. vaccine) was noted, particularly in

response to type 1 and type 2, and less for type 3.

Follow-up to one year after the second dose of vaccine revealed prac-
tically no change in the percent distributien of NAz 1:4, Simultaneously,
there was a considerable drop in GM levels, particularly for types 1 and 3,
4n the study group, as compared with a more attenuated decline observed in

the control group, Nevertheless, GM levels of protective value againét the

three types of polio virus were found.
The booster response to the administration of an antigen of lower

potency was demonstrable, as seen in Figure 2, by the cumulative percent

distribution of polio NA antibody to type "1; one week after the reinforcing

dose, the considerable proportion of high titers of NA antibody observed was

. very similar to the percent distribution of antibody observed one month

after the booster dose.

A 51m118r pattern was observed for NA to type 3 poliovirus, as shown in

Figure 3, which indicated the occurrence of an intense and rapid antibody

response of anamnestic type.

Comment

The very high proportion of babies in the study group with NA z 1:4 one

month after the first vaccine dose administration, in spite of the hlgh per—

centage of infants covered by maternal antibody at the date of priming,’

demonstrates sgain that a primary immune effect can be accomplished when

immunization is started at the age of 2 months.
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The evident decrease in the percentage distribution of polio NA to the
three poliovirus types _Ssix months éfter priming, observed elsewhere also
(2,3) supports the probability of absence of exposure of the study group to
natural infection up to the date of booster.

After the second dose of antigen, high titers of NA antibody te the
three types of poliovirus were present in 1007 of immunized babies, 8s
reported in several previous trials with IPV of enhanced potency (3-8)
administered in a two dose schedule or following the second dose if more
than two IPV doses were used. In mbst of these studies, in which the
standard 40-8-32 D ag.u. vaccine was mostly used for both priming and
booster, the age at first vaccine administration as well as the interval
until the booster date varied considerably, as shown in Table 2,

In the present trial, antigens of higher than usual potéﬁcy were used
for priming with the purpose of stimulating the immune system with an amount

'of ahtigen adequate to induce an immunizing effett, as it is agreed that
the immunological memory and the degree of humoral antibody response to a
booster are determined, among others, by the antigenic content of the

vaccine employed (9,10) in the primary immunization. There is a dose

R T T —

response relationship between the quantity of antigen used in the primary T,
stimulation and the level of both primary and secondary antibody response
(10). A single dose of IPV with a sufficiently high quantity of antigen was

capable of uniformly sensitizing the immune system to respond adequately and

BT

consequently the 40-8-32 D ag.u. IPV concentration in the booster dose was
enough to induce an immune response in 100% of the infants, On the other

hand, by comparlng the percentage d1stributlon of NA and the GM values after

prlmlng with 160-32-128 and 80-16-64 D ag.u. vacc1ne, it was ev1dent that

over the crltlcal range of 80-16-64 D ag.u. concentratlon, there is a linear




relationship between the antibody response and the quantity of antigen
administered, as stated elsewhere (10}, In this respect, one should mention
that a 40-8-32 D'ag.ui concentration in & two aoseu;chedule proved to be
effective in producing s satisfactory antibody response (5,8).

Similarity of humoral antibody levels at one month and one week after
booster indicates the preséhce of immunological memory, revealed by the
rapid and high level of antibody response of anamnestic type.

Since larger doses of antigen induce a degree of immunological memory
equivalent to that following s homotypic infection, the high content of the
three polic antigen types in the vaccine used for priming is also supposed
to produce a solid i@munological mewory to each cf the three homotypic
infections (11). As the degree of immunological memory varies with the size
of the first dose of TPV (10,12), it appears that the use in this study of
polio antigens of enhanced potency would contribute to a persistent immuno-—
1ogi§ai memory and ensure a durable immunity.

It could be questioned as to whether presence of protective values of
polio NA in all the children in the study group one year after booster qon;
stitutes definite proof of a persistent immunological memory. On the other
hand, the field monitoring of routine IPV programs has indicated 1ongrterm
persistence of seroimmunity (13) and recent personal dbservations show that
following immunization in infancy with a 40-8-32 D ag.u. vaccine in two
basic doses and a booster, a protective level of ‘NA sntibody was maintained
in all children up to 7 years after completion of immunization.

As protection against paralytic disease is associated with presence of-
either type specific serum antibody or type specific immunological memory, ‘
which once.induced'is irreversible (12), the anamnestic response following

the second dose of vaccine observed in this study may be an indicator of

i
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what would occur after a challenge with natural infection (11}, Tt is very
probablg that on exposure to infection late; in life the immunological
memory would recall sufficiently quickly in a case where the humorzl anti-
body level has declined below the protective level.

The results of this study indicate that a two dose immunization schedule
based on briming'with 8 potent antigen at 2 months of.life followed by a
booster six months later is = simple and advantageous formula: it is pro-
tective after the first dose administered early in life, before effective
immunity can be induced by immunization Tegimens with oral polio vaccine re-—
quiring repeated dQSESIOf antigen; it requires a lowest number of immunizing
doses; it allows the association of polio antigen with other inactivated
vaccines, Furthermore, with a 1002 effectivity in terms of induced iémuno~
logical memory produced after the first dose of vaccine, the program could

be especially useful in endemic areas.

P e




References

1.

2,

3.

Salk J, van.Wezel. AL, Stoeckel P, van Steenis G, Schlumberger M,
Heyran M, Rey JL, Lapinleinmu K, Bottiger M and Cohen H, Theoretical
and Practical Considerations in the Application of Killed Poliovirus
Vaccine for the Control of Paralytic Poliomyelitis, Develop. biol.
Standard., 47: 181-198, 5. Rarger, Basel, 1981,

Svartz TA, Ben Porath E, Ben Yshai Z, Welssmann 2, Ranaaneh A,
Leitner L and Goldblum N, A Controlled Trial with Inactivated Polio-
vaceine, Develop. biol. Standard., 47: 199-206, S. Karger, Basel,
1981,

Swartz TA, Ben Porath E, Kanaaneh B, Leitner L and Goldblum N,

Comparison of IPV and OPV Programs in Israel, Rev. Infect, Dis., §,

Suppl. 2: S556-5561, 1984.

~

_Grenier B, Hamza B, Biron G, Xueref C, Viarme F and Roumiantzeff M,

Seroimmunity Following Vaccination in Infants by an Inactivated Polio-

virus Vaccine Prepared on Vero Cells, Rev. Infect. Dis., 6, Suppl. 2:
S$545-8547, 1984, ' '
Simoes FAF and Jacob John T, " The Antibody Response of Seronegative
Infants to Inactivated Poliovirus Vaccine of Enhanced Potency,

J. Biol, Stand., 1l4: 127-131, 1986.

McBean AM, Thoms ML, Johnson RH, Gadless BR, MacDonald B, Nerhood L,

' Cummins P, Bughes J, Kimmear J, Watts C, Kraft M, Albrecht P, Boome EJ,

Moore M, Frank JA Jr and Bernier R, A Comparison of the Serologic .

Responses to Oral and Injectable Trivalent Poliovirus Yaccines, Rev.

Infect. Dis. 6, Suppl. 2: S552-8555, 1984,

T

i




10,

11.

12,

13,

i

Schatzmayr HG, Maurice Y, Fujita F, Fispo de Fillipis AM, Serological
Evaluation of Poliomyelitis Oral and Inactivated Vaccines in an Urban
Low-Income Population at Rio de Janeiro, Brasil; Vaccines 4: 111-113,
1986.

Drucker J, Soula G, Diallo O and Fabre P, Evaluation of a New Combined
DIP-Polio Vaccine, Develop. biol. Standard., 65: 145-151, S. Karger,
Basel, 1986.

Salk J, Stoeckel P, van Wezel Al, Lapipleimu K and van Steenis G,
Antigen Content of Inactivated‘Poliovirus Vaccine for Use in a One- or
Two-Dose Scheduile, Ann. Clin. Res., 14: 204-212, 1982,

Salk D and Salk J, Vaccinology of Poliomyelitis, Vaceine 2: 59-74,
1984, | -
Salk D, van Wezel AL and Salk J, Induction of Long Term Immunity to

Paralytic Poliomyelitis by Use of a Non-Infectious Vaccine, Lancet 2:

1317-1321, 1984,

Salk J, One Dose Immunization Against Paralytic Poliomyelitis Using a

Non-Infectious Vacecine, Rev. Infect. Dis, 6,-Suggl 2: S444-8450, 1984,
Bottiger M, Long—Term Immunity after Vaccination with Killed Polio

Vaccine in a Country without Circulating Poliovirus, Rev. Infect.

Dis. 6, Suppl. 2: S548-551,

il

T




INACTIVATED POLIO VACCINE STUDY DESIGN
ISRAEL 1985-1986

Number

Antigenic content¥® of vaccine

Group of at date of immunization
children '
2 mo. 3% mo. 9 mo.

Study

A .61 160-32-128 - 40-8-32

B 68 80-16-64 - 40-8-32
Control 79 40-8--32 40-8-32 40-8-32
# D antigen units for types 1, 2 and 3 respectively




Table 1

POLIO IMMUNE STATUS OF INFANTS AT THE DATE
OF FIRST IPV ADMINISTRATION®

Percent of infants

Group wvith antibody**-to type Geometric mean titer
1 2 3 1 2 3
Study 7
A 71.4 85.7 38.1 4.3 13,2 4.7
B 86.6  87.1  60.0 7.3 101 4.4
Contrel 66,7 80.0 50.0 3.9 10.1 1.9

* Age of 2 months
¥¥* Neutralizing antibody z 1.4

|
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Figure 1

1io Neutralizing Antibedy (> 1:4) and Geometric Mean Titer

res Immunization Schedules with I.P.V.

Group B

One month - One month . -
- ater | --after - .
1st dose = : booster- ' booster . .

- Ist dose

Contrel group

] =
=B .

N i = =
.One month One month One month. - One year o
after ' after. after . . "af:l '

2nd dose booster - -




A ; mwmcuw 2

Cumulative Percentage Distribution of Type 1 Polio Neutralizing Antibody

. - T following Administration of IPV .
; .
L . S . e g . ione month after Ist inject.
o . : ; ‘ o , i -—--done week after booster
_ ‘ pllsl..mo:n month after booster

——w—=dne year after booster ~ ~~

L 4 i '
K - 1
. i 3 - !
’ S : . Group B Control m.no:vm
e T e kY el LAY L
I»./..ﬂ.lllr,”ﬁ/ /‘r.u.u.ll..tl..luhu.nn
X, N A\ St
Y ~L. \ Sl ™S
N Sty \ "~
~ .p!)ﬂ 5 *. /
™~ J/ /. .rla ./
//. ./ . /. . iR T
N \ S
Ny :
- / /I
N N
- /U.. \
- /. K N
- . f( N,
. ~ \
- . N\ .
3 N\ .
- - N, N \
/; rf.. ./-
\, - \
\ . - Neeem

. / I .
. ) : - ) . :
. ] = } R . . : .
- /- -
° - /- . a,
Yo * o . ~ e
x i ] 3 | _— 3 2 i I 1 £ L 1 1 § 1
256 . 1024 > 2048 <4 4 16 - 64 256 1024

Neutralizing antibody

four

2 k

4 16 64 . 256 1024 22048 <4 4 16 64
) ) Neutralizing antibody

Neutralizing antibody



CAIF

TOMPASIA ARGENTISADE l‘.“..’éSl'.'G,‘-CID.‘-ES FARVACFUTICAB S A

Buenos Aires, Agosto de 2014

INAME
PRODUCTOS BIOLOGICOS
S / D

Ref: Expte: 1-47-006823-13+1 -

Producto: VAXIPOLIO,
Suspension Inyectable

De nuestra mayor consideracion:

Por medio de la presente, Compariia Argentina de Investigaciones Farmacéulicas S.A.

se dirige a Uds, a los efectos de informar la composicion cuall-cuantitaliva dei
Praoducto Vaxipolio, suspension inyectable:

Cada dosis de 0,5ml de vacuna antipoliomiél:’tica (VPI) contiene:

Virus inactivado de la poliomielitis tipo 1{Mahoney)* 40 U.D.

Virus inactivado de poliomielitis tipo 2{MEF,)* 8 U.D.

Virus inactivado de poliomielitis tipo 3(Saukett)* 32 U.D. /

U.D: Unidades de Antigeno D

T

* Cultivado en celufas Vero . &
2 OAIF 5.A.
Dt Voronica Grimaoldi,

o Biffechongt Veseiga y Apesctereidn
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Exciplentes:

Formaldehide 12,5 meg
2-feroxigtanot 2.5 my

Medio 199 ol ml

Solucion diluyente * + Buffer 0.08 mi

Agua para inyectable ¢sp 0.5 ml

CRLALST, ARG 0 PAESTEACNES FARMALELIRAS £ 4

*golucion diluyente: fosfato de sodio, cloruro de sodio, cloruro de potasio, sulfato de magnesio,

rojo fendlico y cloruro de calcio,

Sin otro particular saludamos atte,
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COORDINACION DE EVALUACION DE MEDICAMENTOS

LABORATORIO: IQXIF COMPANIA ARGENTINA DE INVESTIGACIONES FARMACEUTICAS S.A. 1

PRODUCTO:  [VAXIPOLIO ]

FECHA: 101/07/2013

JEFE DE COORDINACION DE EVALUACION DE MEDICAMENTOS

Este Departamento sugiere dar curso a la presente solicitud por responder el
producto cuya inscripcion al R.E.M. se solicita, a la definicién de especialidad medicinal
estabelecida en el articulo 1.0 del Decreto 150/92.

COORDINACION DE EVALUACION DE MEDICAMENTOS

Buenos Aires, 1 de Julio de 2013
Expediente N.o 1-0047-0000-006823-13-1






INFORME DE MICROBIOLOGIA 4 de Abril-de 2014

EXPEDIENTE : i 1-0047-0000-006823-13-1 E ( s \f@
, : i S -
. LABORATORIO: \ CAIF COMPARNIA ARGENTINA DE INVESTIGACIONES FARMACEUTICAS S.A. \ ] ‘ a
PRODUCTO: | VAXIPOLIO - ]
FORMA EARMACEUTICA: @SPENSION INYECTABLE ; ‘
Producto Terminado: ‘ : Acepta Objeta
Concentracion: X
SUSPENSION INYECTABLE
Férmula por unidad de forma farmacéutica o porcentual: X
Metodos de Control:
Téenicas de muestreo: X
Control Higiénico:
No corresponde su evaluacion
Control de Esterilidad; X
Valoracion, Limites de aceptabilidad: X
" Identificacion y pureza de Principios Activos: X
Métodos de Elaboracion: . _
Productos Bioldgicos: ' X
Estabilidad del Producto Terminado:
Numero de Lotes Estudiados: X
SUSPENSION INYECTABLE
M¢étodos de Valoracién Especificos: X
Medicamentos de Preparacion extemporanea:
No corresponde su evaluacién
Condiciones a la que fue sometido el producto: X
Productos de degradacion y Limites de deteccion: X
"™ Frecuencia de Valoracién: X

Condiciones de Almacenamiento:

Periodo de vida 1itil {en meses):

24
Conservar:
desde: 2
hasta: 8
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EXPEDIENTE : ‘L 1-0047-0000-006823-13-1
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. PRODUCTO: | VAXIPOLIO
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LABORATORIO: ‘ CAIF COMPANIA ARGENTINA DE INVESIIGACIONES FARMACEUTICAS S.AF v VS “,\?\
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' FORMA FARMACEUTICA: ! SUSPENSION INYECTABLE

Antecedentes Bibliogrificos:
SUSPENSION INYECTABLE
Estudios Farmacodindmicos:

Estudios Toxicoldgicos agudos:

Estudios Toxicologicos Prolongados:
Toxicidad subaguda:
Toxicidad cronica:

Teratogenesis Embriotoxicidad:

—- Estudios de Fecundidad y capa reproductiva:

Toxicidad Especial;

Mutagenesis:

Carcinogenesis:

Origen del Producto:

Origen dei Producto:
Inocuidad:

Estudios Farmacodindmicos:

Fojas: 6 Origen: 3

e

e

C e

Mformacion Complementaria:
Estudios de Irritacion Local:
SUSPENSION INYECTABLE
Estudios de sensibilizacion:

Otros Estudios Programados:

Toxicidad de Excipientes:

Composiciones Aceptadas:
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Acepta Objeta
X
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VIRUS DE POLIO INACTIVADQ TIPO 1 40,0000 UNIDADES D e
VIRUS DE POLIO INACTIVADO TIPO 2 8,0000 UNIDADES D /

VIRUS DE POLIO INACTIVADO TIPO 3 32,0000 UNIDADESD . £ j'_ :
Excipientes: T, /
2-FENOXIETANOL 2,5000 MG - L [N
FORMALDEHIDO 12,5600 MCG
MEDIO 199 0,1000 ML , o

SOLUCION DILUYENTE + BUFFER 0,0400 ML T

g

Composiciones Objetadas:

Genéricos (Objetados):
SUSPENSION INYECTABLE

Excipientes (Objetados):

Envases Aceptados:

. FRASCO AMPOLLA DE VIDRIO INCOLORO TIPO I CON TAPON DE GOMA BROMOBUTILO Y PRECINTO
DE AL o :

Envases Objetados:
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INFORME DE PRODUCTOS BIOLOGICOS

Y A
EXPEDIENTE : | 1.0047-0000-006823-13-1 ; \ ‘ \\.3»\‘
LABORATORIO: | CAIF COMPANIA ARGENTINA DE INVESTIGACIONES FARMACEUTICAS S A. \:"“ i
PRODUCTO: | VAXIPOLIO |
FORMA FARMACEUTICA: { SUSPENSION INYECTABLE _ ,
Producto Terminado: Acepta Objeta
Concentracion:
X
Formnula por unidad de forma farmceutica o porcentual:
X
Metodos de Control:
Técnicas de muestreo:
' X
Productos:
_— X
Valoracién, Limites de aceptabilidad:
X
Identificacion v pureza de Principios Activos:
X
Inocuidad:
Piretdgenos:
X
Estabilidad del Producto Terminado:
Numero de Lotes Estudiados:
X
M¢éodos de Valoracion Especificos:
h X
Descripcidn del Envase Definitive:
. Medicamentos de Preparacion:
X
Condiciones a la que fue sometido el producto:
X
Productos de degradacion v Limittes de detecccion:
X
Frecuencia de Valoracion:
X

Condiciones de Almacenamiento:

Periodo de vida util:
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INFORME DE QUIMICA

} EXPEDIENTE : | 1-0047-0000-006523-13-1 | [

L S
| LABORATORIO: | CAIF COMPARNIA ARGENTINA DE INVESTIGACIONES FARMACEUTICAS S.A. \ \?xo\ .
| PRODUCTO: | VAXIPOLIO o e
\; 'FORMA FARMACEUTICA: |L SUSPENSION INYECTABLE
Metodos de Control:
Técnicas de muestreo: Acepta Obieta
Valoracion, Limites de aceptabilidad: i{(
Identificacion v pureza de Principios Activos: X

Estabilidad del Producto Terminado:
Numero de Lotes Estudiados: . .
VIRUS DE POLIO INACTIVADO TIPO 3 32,00000 UNIDADES D Genérico X
VIRUS DE POLIO INACTIVADO TIPO 2 8,00000 UNIDADES D Genérico
VIRUS DE POLIO INACTIVADO TIPO 1 40,00000 UNIDADES D Genérico
2-FENOXIETANOL 25,00000 MG Excipiente
FORMALDEHIDO 125,00000 MCG Excipiente
MEDIO 199 1,00000 ML Excipiente
SOLUCION DILUYENTE + BUFFER 4,00000 ML Excipiente

Méiodos de Valoracidn Especificos: X
Medicamentos de Preparacion extemporanea: X
Condiciones a las que fue sometido el producto: X
Productos de degradacion v Limites de detecccidn: X
Frecuencia de Valoracion: X

Periodo de vida util (en meses):
- Condiciones de Almacénamiento
Periodo de vida util del reconstituido

Conservar:
desde (grados):
hasta (grados): 2
g

Composiciones Aceptadas:

VIRUS DE POLIO INACTIVADO TIPO 1 40,0000¢ UNIDADES D
VIRUS DE POLIO INACTIVADO TIPO 2 8,00000 UNIDADES D
VIRUS DE POLIC INACTIVADOC TIPO 3 32,00000 UNIDADES D
2-FENOXIETANOL 25,00000 MG

FORMALDEHIDO 125,00000 MCG

MEDIO 199 1,00000 ML

SOLUCION DILUYENTE + BUFFER 4,00000 ML
Composiciones Obijetadas:
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INFORME DE INSPECTORIA
— ‘
! i \
EXPEDIENTE : | 1-0047-0000-006823-13-1 }
LABORATORIO: | CAIF COMPANIA ARGENTINA DE INVESTIGACIONES FARMACEUTICAS SA.
PRODUCTO: | VAXIPOLIO
FORMA FARMACEUTICA: | SUSPENSION INYECTABLE O
Acepta Objeta

~  Lugares de Elaboracion:
Establecimientos Propios:

Aptitud para el Control de Calidad;
No corresponde evaluar dicho item

Aptitud para Elaboracion:
No corresponde evaluar dicho item

Establecimientos Contratados:

Aptitud para Control de Calidad:
No corresponde evaluar dicho ftem

- Aptitud para elaboracion;
No corresponde evaluar dicho item

DEPARTAMENTO DE INSPECTORIA
Buenos Aires, 23 de Mayo de 2014
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INAME - DEPARTAMENTO DE GALENICA

EXPEDIENTE : 1-0047-0000-006823-13-1 \ \

LABORATORIO: [ CAIF COMPANIA ARGENTINA DE INVESTIGACIONES FARMACEUTICAS S.A. i

PRODUCTO: | VAXIPOLIO |

| FORMA FARMACEUTICA: | SUSPENSION INYECTABLE i

Acepta Obijeta
Equivalencia Farmacéutica:

No corresponde su evaluacion.
No Corresponde Evaluar Dicho item
Alternativa Farmacéutica:

No Corresponde Evaluar Dicho tem

Metodos de Elaboracion:
Adecuabilidad a la Forma Farmacéutica: _ X

Métodos de Control:
Controles Farmacotécnicos v de Liberacion; X

Estabilidad del Producto Terminado
Controles Farmacotécnicos v de Liberacidn X
Descripcidn del Envase Definitivo: X

Medicamentos de Preparacion extempordnea
No Corresponde Evaluar Dicho ifem

N Envases Aceptados:
FRASCO AMPOLLA DE VIDRIO INCOLORO TIPO I CON TAPON DE GOMA BROMOBUTILO Y PRECINTO DE
AL

Envases Obijetados:
SUSPENSION INYECTABLE

Buenos Aires, 17 de Junio de 2014
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Ministerio de Salud

Secretaria de Politicas Regulacion

e Institutos

ANMAT

Informe:

VAXIPOLIO (Vacuna antipoliomelitica inactivada (VPI)- suspensién
inyectable)

DESCRIPCION:

Es una nueva vacuna antipoliomielitica inactivada, para la prevencién de Ia
poliomielitis, enfermedad viral, ocasionada por un enterovirus, que se transmite por via
fecal —oral. El virus es neurotrépico y produce una destruccion de las motoneuronas en
el hasta anterior y medula espinal, llevando a parélisis fliccida con distribucién espinal
o0 bulbar.

Antes del siglo 19 la enfermedad fue esporadica, durante el siglo 19 y 20 se presento en
forma epidémica con el pico de incidencia y prevalencia en la década de 1950. Luego de
esto debido a campafias masivas de vacunacidén promovidas por la Organizacion
Moundial de la Salud la incidencia ha caido drésticamente.

Es una vacuna de administracidn inyectable formada por virus inactivado de la
poliomielitis del tipo 1, 2 y 3.

El virus poliomielitico tipo 1 tiene su origen en el Dr Salk ( Cepa Mahoney)

El virus poliomielitico tipo 2 tiene su origen en el Statens Serum Institute en
Copenhague ( cepa MEF1).

El virus poliomielitico tipo 3 tiene su origen en el Statens Serum Institute en
Copenhague (cepa Saukett).

El esquema de primovacunacion, consiste en tres dosis de 0, 5 ml administradas con un
intervalo minimo de 4 semanas, los nifios deberan ser inmunizados con las tres primeras
dosis en los 6 primeros meses de vida ( Ej: 2, 4, 6 meses de vida). Luego de
completarse el esquema inicial el ( 3 dosis) el refuerzo puede administrarse a partir del

6to mes de la ultima dosis.
Se sugiere ver prospecto adjunto y ajustar a las recomendaciones oficiales locales.

Es una vacuna de administracion subcutianea o intramuscular.
Esudios pre-clinicos: fojas 696 a 705

Estudios Clinicos : Consta a fojas 1193 a 1235 y a fojas
1388 a 1460
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Los efectos adversos mds frecuentes descriptos en el plan de gestién de riesgo, que '
surge de la experiencia aportada post- autorizacién son los siguientes: a——

Reacciones locales: inflamacién, enrojecimiento y dolor en el sitio de inyeccion
Reacciones sistémicas:

- Neuropatfa en menos de 1 caso por cada 10.000 pacientes expuestos
- Sistema respiratorio:apneas en bebes muy prematuros (<_28 semanas de gestacién)

Situaciones especiales de Reacciones Adversas por vacunas:

- Enfermedad por la vacuna: No hay casos reportados con Vaxipolio de enfermedad
por Vacuna,

- Patologia desmielinizante: No hay reportados casos de patologia desmielinizante
del Sistema Nervioso Central asociado a Vaxipolio '

Aprobaci6n de Direccion del Iname: 4 de abril de 2014
Proyecto de Rotulo: Consta a foja 671 a 673

Proyecto de Prospecto: Consta a foja 674 a 692
Farmacovigilancia: El plan de gestién de riesgos consta a fojas 599 a 606

INAME

Buenos Aires, 21 de Agosto de 2014

DEPARTAMENTO PRODUCTOS BIOLOGICOS
Buenos Aires 09 de abril def 2014
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DIRECCION INAME

Atento a lo solicitado por CAIF COMPANIA ARGENTINA DE INVESTIGACIONES F
encuadrado en el tramite 1.2. 5 ,en el expediente Nro: 1-0047-0000-006823-13-1

la informacién y documentacién contenida en los ftems relne los requisitos que contempla
la norma legal vigente para la tematica de competencia del INAME figurando a continuacién
los datos identificatorios caracteristicos que convalida este instituto para su transcripcién
en los proyectos de Disposicion Autorizante y de su correspondiente Certificado:
correspondiente Certificado:

Forma Farmacéutica: SUSPENSION INYECTABLE

Composicién:

VIRUS DE POLIO INACTIVADQ TIPO 1 40,00000 UNIDADES D

VIRUS DE POLIO INACTIVADO TIPO 2 8,00000 UNIHDADES D

VIRUS DE POLIO INACTIVADO TIPO 3 32,00000 UNIDADES D

2-FENOXIETANOL 2,50000 MG

FORMALDEHIDO 12,50000 MCG

MEDIO 199 0,10000 ML

SOLUCION DILUYENTE + BUFFER 0,04000 ML

Envase/s;

FRASCO AMPOLLA DE VIDRIO INCOLOROQ TIPO | CON TAPON DE GOMA
BROMOBUTILO Y PRECINTO DE AL

Adloa | 2019
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