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1

Issued 2 /

affected 3

issued on

Summary

amended
on
R/0028

Renewal of the marketing authorisation.

06/12/2018

IAIN/0032

B.II.b.2.c.1 - Change to importer, batch release
arrangements and quality control testing of the FP Replacement or addition of a manufacturer
responsible for importation and/or batch release - Not
including batch control/testing
This was an application for a group of variations.

17/12/2018

II/0030/G

B.I.a.1.b - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS Introduction of a manufacturer of the AS supported
by an ASMF
B.I.a.2.e - Changes in the manufacturing process of
the AS - Minor change to the restricted part of an
ASMF
B.I.a.2.e - Changes in the manufacturing process of

06/12/2018

05/02/2019

n/a

SPC, Annex II,
Labelling and
PL

The European Commission renewed the marketing
authorisation for Bravecto.

Annex II and
PL

The Agency accepted the variation to introduce an
additional manufacturer for batch release.

The Agency accepted the group of variations to add a new
manufacturing site for one of the active substances, to
make minor changes to the manufacturing process of the
intermediate and changes to the description of the
manufacturing process of the active substance.
Additionally, to delete a test for a component used in the
manufacturing process, to widen the specification of one
component used for the manufacture of the intermediate,
to delete a non-significant parameter and change the
specification of the primary packaging of the active

1

Notifications are issued for type I variations (unless part of a group including a type II variation or higher procedure or a worksharing application). Opinions are issued for all other
procedures.
2
A CD is issued for procedures that affect the terms of the marketing authorisation (e.g. SPC, Annex II, Labelling, PL). The CD is issued within 2 months of the opinion for variations
falling under the scope of Article 23.1a(a) of Regulation (EU) No. 712/2012, or within 1 year for other procedures.
3
SPC (Summary of Product Characteristics), Annex II, Labelling, PL (Package Leaflet).
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IG/1014

IG/0967/G

IA/0027

the AS - Minor change to the restricted part of an
ASMF
B.I.b.1.d - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Deletion of a nonsignificant specification parameter (e.g. deletion of an
obsolete parameter)
B.I.b.1.z - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Other variation
B.I.c.2.c - Change in the specification parameters
and/or limits of the immediate packaging of the AS Deletion of a non-significant specification parameter
(e.g. deletion of an obsolete parameter)
B.I.c.2.z - Change in the specification parameters
and/or limits of the immediate packaging of the AS Other variation
B.I.d.1.a.4 - Stability of AS - Change in the re-test
period/storage period - Extension or introduction of a
re-test period/storage period supported by real time
data
B.II.b.3.a - Change in the manufacturing process of
the finished or intermediate product - Minor change in
the manufacturing process
This was an application for a group of variations.
C.I.9.b - Changes to an existing pharmacovigilance
system as described in the DDPS - Change(s) in the
safety database and/or major contractual
arrangements for the fulfilment of PhV obligations,
and/or change of the site undergoing PhV activities
C.I.9.c - Changes to an existing pharmacovigilance
system as described in the DDPS - Other change(s) to
the DDPS that does not impact on the operation of
the PhV system
B.II.c.2.a - Change in test procedure for an excipient
- Minor changes to an approved test procedure

substance, and to extend the retest period of the active
substance.

26/11/2018

n/a

The Agency accepted the variation to introduce a minor
change in the manufacturing process of the finished
products regarding the filling step.

26/07/2018

n/a

The Agency accepted the group of variations to introduce
an updated version of the existing DDPS.

11/06/2018

n/a

The Agency accepted the variation to introduce a minor
change to the analytical procedure for the testing of
acetone.

IB/0026

C.I.4.z - Change(s) in the SPC, Labelling or package
leaflet further to a veterinary PSUR

18/05/2018

05/02/2019

IB/0025

B.II.d.1.a - Change in the specification parameters
and/or limits of the finished product - Tightening of
specification limits
B.II.c.1.z - Change in the specification parameters
and/or limits of an excipient - Other variation

08/05/2018

n/a

The Agency accepted the variation to tighten the shelf life
limit for dissolution assay.

01/03/2018

n/a

The Agency accepted the variation to change the
specification parameters of an excipient.

This was an application for a group of variations.

21/12/2017

n/a

The Agency accepted the group of variations to process the

IB/0024
IB/0023/G

Bravecto
EMA/633638/2015

SPC, Annex II,
Labelling and
PL

The Agency accepted the variation to update the SPC
following assessment of a PSUR.
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IB/0022
IB/0021/G

IAIN/0020

B.I.a.2.e - Changes in the manufacturing process of
the AS - Minor change to the restricted part of an
ASMF
B.I.a.2.e - Changes in the manufacturing process of
the AS - Minor change to the restricted part of an
ASMF
B.I.a.3.a - Change in batch size (including batch size
ranges) of AS or intermediate - Up to 10-fold increase
compared to the originally approved batch size
B.I.a.3.a - Change in batch size (including batch size
ranges) of AS or intermediate - Up to 10-fold increase
compared to the originally approved batch size
B.I.b.1.z - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Other variation
C.I.4.z - Change(s) in the SPC, Labelling or package
leaflet further to a veterinary PSUR
This was an application for a group of variations.
B.I.a.2.a - Changes in the manufacturing process of
the AS - Minor change in the manufacturing process
of the AS
B.I.a.2.e - Changes in the manufacturing process of
the AS - Minor change to the restricted part of an
ASMF
B.I.b.1.b - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Tightening of
specification limits
B.II.b.1.a - Replacement or addition of a
manufacturing site for the FP - Secondary packaging
site

changes in ASMF: change in the batch size of active
substance and intermedia, change in the manufacturing
process and change in the specification parameter.

SPC and PL

The Agency accepted the variation to amend the product
literature following assessment of a targeted PSUR.

06/10/2017

19/03/2018

11/08/2017

n/a

The Agency accepted the group of variations to change the
manufacturing process of the active substnace, to tighten
the specification limits for the active substance and to
make changes to the restricted part of the ASMF.

19/06/2017

n/a

The Agency accepted the variation to introduce a secondary
packaging site for Bravecto spot-on solution in addition to
current packaging site.

IA/0019

A.6 - Administrative change - Change in ATC
Code/ATC Vet Code

02/05/2017

19/03/2018

SPC

The Agency accepted the variation to update the ATCVet
code for the active substance fluralaner.

IB/0018

C.I.4.z - Change(s) in the SPC, Labelling or package
leaflet further to a veterinary PSUR

16/03/2017

19/03/2018

SPC and PL

The Agency accepted the variation to amend the SPC under
section 4.6 Adverse events and the package leaflet under
section 6 with a new sentence, following a recommendation
from CVMP.

II/0017/G

This was an application for a group of variations.

16/03/2017

n/a

B.I.a.1.b - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS Introduction of a manufacturer of the AS supported
by an ASMF
B.I.a.1.b - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS Bravecto
EMA/633638/2015

The Agency accepted the variation to add active substance
manufacturers and to change the re-test period of the
active substance.
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IB/0016/G

Introduction of a manufacturer of the AS supported
by an ASMF
B.I.a.1.z - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS - Other
variation
B.I.a.3.a - Change in batch size (including batch size
ranges) of AS or intermediate - Up to 10-fold increase
compared to the originally approved batch size
B.I.a.3.b - Change in batch size (including batch size
ranges) of AS or intermediate - Downscaling down to
10-fold
B.I.d.1.a.4 - Stability of AS - Change in the re-test
period/storage period - Extension or introduction of a
re-test period/storage period supported by real time
data
This was an application for a group of variations.

22/12/2016

n/a

IA/0015/G

B.II.c.1.b - Change in the specification parameters
and/or limits of an excipient - Addition of a new
specification parameter to the specification with its
corresponding test method
B.II.c.1.b - Change in the specification parameters
and/or limits of an excipient - Addition of a new
specification parameter to the specification with its
corresponding test method
B.II.d.1.c - Change in the specification parameters
and/or limits of the finished product - Addition of a
new specification parameter to the specification with
its corresponding test method
This was an application for a group of variations.

The Agency accepted the group of variations to change the
specification parameters of an excipient and to change the
specification parameters of the finished product.

13/10/2016

n/a

The Agency accepted the group of variations to introduce
minor changes to the approved test procedures performed
in the finished product release testing.

B.II.d.2.a - Change in test procedure for the finished
product - Minor changes to an approved test
procedure
B.II.d.2.a - Change in test procedure for the finished
product - Minor changes to an approved test
procedure
B.II.d.2.a - Change in test procedure for the finished
product - Minor changes to an approved test
procedure
B.II.d.2.a - Change in test procedure for the finished
product - Minor changes to an approved test
procedure
B.II.d.2.a - Change in test procedure for the finished
product - Minor changes to an approved test
procedure
B.II.d.2.a - Change in test procedure for the finished
product - Minor changes to an approved test
procedure
B.II.d.2.a - Change in test procedure for the finished
product - Minor changes to an approved test
Bravecto
EMA/633638/2015
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IG/0718/G

IA/0013
IB/0012/G

X/0005

II/0010/G

procedure
This was an application for a group of variations.
C.I.9.b - Changes to an existing pharmacovigilance
system as described in the DDPS - Change(s) in the
safety database and/or major contractual
arrangements for the fulfilment of PhV obligations,
and/or change of the site undergoing PhV activities
C.I.9.c - Changes to an existing pharmacovigilance
system as described in the DDPS - Other change(s) to
the DDPS that does not impact on the operation of
the PhV system
B.I.b.2.a - Change in test procedure for AS or starting
material/reagent/intermediate - Minor changes to an
approved test procedure
This was an application for a group of variations.
B.I.a.1.z - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS - Other
variation
B.I.a.1.z - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS - Other
variation
B.I.a.1.z - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS - Other
variation
B.I.a.3.a - Change in batch size (including batch size
ranges) of AS or intermediate - Up to 10-fold increase
compared to the originally approved batch size
Annex I_2.(d) Change or addition of a new
pharmaceutical form

This was an application for a group of variations.
B.I.a.1.c - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS - The
proposed manufacturer uses a substantially different
route of synthesis or manufacturing conditions
B.I.a.1.c - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS - The
proposed manufacturer uses a substantially different
route of synthesis or manufacturing conditions
B.I.a.1.z - Change in the manufacturer of AS or of a
starting material/reagent/intermediate for AS - Other
variation
B.I.a.3.a - Change in batch size (including batch size
ranges) of AS or intermediate - Up to 10-fold increase
compared to the originally approved batch size

Bravecto
EMA/633638/2015

22/09/2016

n/a

The Agency accepted the group of variations to update the
Detailed Description of the Pharmacovigilance System
(DDPS).

08/09/2016

n/a

The Agency accepted the variation to introduce minor
changes to an approved test procedure.

27/07/2016

n/a

The Agency accepted the group of variations to introduce a
number of changes to the ASMF for the active substance,
fluralaner.

17/03/2016

17/05/2016

18/02/2016

n/a

SPC, Labelling
and PL

The European Commission amended the decision granting
the marketing authorisation to add a new pharmaceutical
form (spot-on solution) for dogs and a new target species
(cats) for this spot-on formulation.
The Agency accepted the group of variations to introduce
new manufacturers and to change the batch size of the
active substance.

Page 5/6

IB/0008
IA/0009
IA/0006
IG/0464

IA/0003
IA/0002

IB/0001/G

B.II.b.4.a - Change in the batch size (including batch
size ranges) of the finished product - Up to 10-fold
compared to the originally approved batch size
B.I.b.2.a - Change in test procedure for AS or starting
material/reagent/intermediate - Minor changes to an
approved test procedure
B.II.e.1.a.1 - Change in immediate packaging of the
finished product - Qualitative and quantitative
composition - Solid pharmaceutical forms
C.I.9.d - Changes to an existing pharmacovigilance
system as described in the DDPS - Change(s) to a
DDPS following the assessment of the same DDPS in
relation to another medicinal product of the same
MAH
B.II.d.2.a - Change in test procedure for the finished
product - Minor changes to an approved test
procedure
B.II.e.4.a - Change in shape or dimensions of the
container or closure (immediate packaging) - Nonsterile medicinal products

11/11/2015

n/a

The Agency accepted the variation to increase the batch
size range of the finished product.

06/11/2015

n/a

The Agency accepted the variation to introduce a minor
change to an approved test procedure.

11/09/2015

17/05/2016

20/08/2014

n/a

The Agency accepted the variation to implement the
company's updated detailed description of the
pharmacovigilance system (DDPS).

18/07/2014

n/a

The Agency accepted the variation to amend the dissolution
assay test method.

18/07/2014

n/a

The Agency accepted the variation to add the optional use
of the medium blister cavity for the 112.5 mg and 250 mg
chewable tablets.

This was an application for a group of variations.

16/07/2014

n/a

The European Medicines Agency accepted the variation to
change the storage conditions of an intermediate, to extend
the stability data of the starting materials, to reduce the
storage re-test period, to extend the test intervals and to
update the stability protocol for the active substance.

B.I.a.2.e - Changes in the manufacturing process of
the AS - Minor change to the restricted part of an
ASMF
B.I.a.2.z - Changes in the manufacturing process of
the AS - Other variation
B.I.d.1.a.1 - Stability of AS - Change in the re-test
period/storage period - Reduction
B.I.d.1.c - Stability of AS - Change in the re-test
period/storage period or storage conditions - Change
to an approved stability protocol

Bravecto
EMA/633638/2015

SPC, Labelling
and PL

The Agency accepted the variation to register an alternative
blister foil and lidding foil.
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