@ National Institute of Pharmacy

NATIONAL and MRP VARIATIONS I

GUIDELINE — GENERAL INFORMATION

This guideline is to be used for variations of marketing authorisations of medicinal products for human
use submitted to the National Institute of Pharmacy (NIP) under mutual recognition or national
procedure.

1. Applicants are to submit

— one application form

for each strength of the medicinal product
and

— one cover letter

for each variation.

2. Within the cover letter please always include the following information:

— e-mail

— Fax number

— Telephone number

of the

Hungarian representative office (if applicable)
and the

regional/global headquarters (if applicable)

3. Please note that the documentation can be submitted in an electronic form
but

— the cover letter

— the application form

— the proof of payment

— the certificates

—and the SmPC, PIL or Labelling (with corrections indicated)

are to be submitted on paper as well.

4. Please note that in case of any change in the SmPC, PIL or Labelling the electronic version
is needed with corrections indicated.
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5. Please use the following email addresses to contact us:

mrp-dcp-var-cms@ogyi.hu — MRP, variation, CMS status
mrp-dcp-var-rms@ogyi.hu — MRP, variation, RMS status
nat-var(@ogyi.hu — National variation

6. You can find detailed information about the number of copies you need to submit for a
variation application in this attachment.

Variation - MRP,National - IV - EN - 060803.pdf
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National Institute of Pharmacy

Budapest

Zrínyi utca 3.


H-1051


To whom it may concern,

Subject:
[product]




[national or MRP]




[OGYI-T and/or MRP number]




[type of variation, for e.g.: IA, No.22a]




[reference number defined by the applicant (suggested)]

[Text:]
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Országos Gyógyszerészeti Intézet

Budapest

Zrínyi utca 3.


1051


Tisztelt Cím!

Tárgy:
[készítmény]



[nemzeti vagy MRP folyamat]



[OGYI-T és/vagy MRP szám]



[módosítás típusa, pl. IA, No.22a]



[a kérelmező által adott azonosítószám (javasolt)]

[szöveg:]
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TYPE IA and IB CHANGES (Tick the appropriate change required)

Doc.- means one full documentation included one application form.

APPLICATION FOR VARIATION TO A MARKETING AUTHORISATION

Main

Change

1A

Documentation to be supplied

Change in the name and/or address of the marketing
authorisation holder

L]

1doc. + 2 Application form

Change in the name of the medicinal product

L]

1 doc. + 4 Application form

Change in name of the active substance

1 doc. + 4 Application form

Change in the name and/or address of a manufacturer of
the active substance where no Ph.Eur.Certificate of
Suitability is available

L]
[

1 doc. + 2 Application form

Change in the name and/or address of a manufacturer of
the finished product

1 doc. + 2 Application form

Change in ATC Code
a) Medicinal products for human use

b) Medicinal products for veterinary use

1 doc. + 1 Application form

Replacement or addition of a manufacturing site for part or
all of the manufacturing process of the finished product
a) Secondary packaging site for all types of
pharmaceutical forms .........................
b) Primary packaging site
1. Solid pharmaceutical forms, e.g. tablets and
capsules .....cooviiiiiii,
2. Semi-solid or liquid pharmaceutical forms
3. Liquid pharmaceutical forms (suspensions,
emulSioNs) .......ccoviiiiiiiiins
c) All other manufacturing operations except batch
release

2 doc. + 2 Application form

Change to batch release arrangements and quality control

testing of the finished product

a) Replacement or addition of a site where batch
control/testing takes place ............

b) Replacement or addition of a manufacturer responsible
for batch release
1. not including batch control/testing

2. including batch control/testing

1 doc. + 1 Application form

Deletion of any manufacturing site (including for an active
substance, intermediate or finished product, packaging site,
manufacturer responsible for batch release, site where
batch control takes place)

1 doc. + 3 Application form
2 dok. -csak akkor,ha a
hatdéanyag-gyartohelyet
torolteti !
2 doc.- deletion of active
substance manufacture only!

10

Minor change in the manufacturing process of the active
substance

1 doc. + 1 Application form

11

Change in batch size of active substance or intermediate

1 doc. + 1 Application form

a) Up to 10-fold compared to the original batch size
approved at the grant of the marketing authorisation

]

b) Downscaling

]

c) More than 10-fold compared to the original batch size
approved at the grant of the marketing authorisation






Main
Change

IA | 1B

Documentation to be supplied

12

Change in the specification of an active substance or a
starting material/intermediate/reagent used in the
manufacturing process of the active substance

1 doc.+ 1 Application form

a) Tightening of specification limits

[
[

b) Addition of a new test parameter to the specification of

1. An active substance

2. A starting material/intermediate/ reagent used in
the manufacturing process of the active substance

13

Change in test procedure for active substance or starting
material, intermediate, or reagent used in the manufacturing
process of the active substance

1 doc. + 1 Application form

a) Minor change to an approved test procedure

b) Other changes to a test procedure, including
replacement or addition of a test procedure

14

Change in the manufacturer of the active substance or
starting material/reagent/intermediate in the manufacturing
process of the active substance where no Ph. Eur.
Certificate of Suitability is available

2 doc.+ 2 Application form

a) Change in site of the already approved manufacturer
(replacement or addition)

]

b) New manufacturer (replacement or addition)

]

15

Submission of a new or updated Ph. Eur. Certificate of
Suitability for an active substance or starting
material/reagent/intermediate in the manufacturing process
of the active substance

1 doc.+ 1 Application form

a) From a manufacturer currently approved

b) From a new manufacturer (replacement or addition)

1. Sterile substance

[

2. Other substances

c) Substance in veterinary medicinal product for use in
animal species susceptible to TSE

[

16

Submission of a new or updated TSE Ph. Eur. Certificate of
Suitability for an active substance or starting
material/reagent/intermediate in the manufacturing process
of the active substance for a currently approved
manufacturer and currently approved manufacturing
process

1 doc. + 1 Application form

a) Substance in veterinary medicinal product for use in
animal species susceptible to TSE

[

b) Other substances

17

Change in :

1 doc. + 1 Application form

a) The re-test period of the active substance

b) The storage conditions for the active substance

18

Replacement of an excipient with a comparable excipient

LI

2 doc.+ 2 Application form

19

Change in specification of an excipient

1 doc.+ 1 Application form

a) Tightening of specification limits

b) Addition of a new test parameter to the specification

20

Change in test procedure for an excipient

1 doc. + 1 Application form

a) Minor change to an approved test procedure

b) Minor change to an approved test procedure for a
biological excipient

[

c) Other changes to a test procedure, including
replacement of an approved test procedure by a new
test procedure

[

21

Submission of a new or updated Ph. Eur. Certificate of
Suitability for an excipient

1 doc. + 1 Application form

a) From a manufacturer currently approved

b) From a new manufacturer (replacement or addition)






Main
Change

IA | 1B

Documentation to be supplied

1. Sterile substance

2. Other substances

c) Substance in veterinary medicinal product for use in
animal species susceptible to TSE

22

Submission of a new or updated TSE Ph. Eur. Certificate of
Suitability for an excipient

1 doc. + 1 Application form

a) From a manufacturer currently approved or a new
manufacturer (replacement or addition)

b) Excipient in veterinary medicinal product for use in
animal species susceptible to TSE

23

Change in source of an excipient or reagent from a TSE risk
to a vegetable or synthetic material

1 doc. + 1 Application form

a) Excipient or reagent used in manufacture of biological
active substance or manufacture of a finished product
containing biological active substance

b) Other cases

24

Change in synthesis or recovery of a non-pharmacopoeial
excipent (when described in the dossier)

1 doc. + 1 Application form

25

Change to comply with Ph. Eur. or with the national
pharmacopoeia of a Member State

1 doc. + 1 Application form

a) Change of specification(s) of a former non-European
pharmacopoeial substance to comply with Ph. Eur. or
with the national pharmacopoeia of a Member State

1. Active substance

2. Excipient

L]

b) Change to comply with an update of the relevant
monograph of the Ph. Eur or national pharmacopoeia
of a Member State

1. Active substance

2. Excipient

26

Change in the specifications of the immediate packaging of
the finished product

1 doc. + 1 Application form

a) Tightening of specification limits

[

b) Addition of a new test parameter

27

Change to a test procedure of the immediate packaging of
the finished product

1 doc. + 1 Application form

a) Minor change to an approved test procedure

b) Other changes to a test procedure, including
replacement or addition of a test procedure

]

28

Change in any part of the (primary) packaging material not
in contact with the finished product formulation (such as
colour of flip-off caps, colour code rings on ampoules,
change of needle shield (different plastic used))

2 doc.+ 2 Application form

29

Change in the qualitative and/or quantitative composition of
the immediate packaging material

2 doc.+ 2 Application form

a) Semi-solid and liquid pharmaceutical forms

b) All other pharmaceutical forms

30

Change (replacement, addition or deletion) in supplier of
packaging components or devices (when mentioned in the
dossier), spacer devices for metered dose inhalers are
excluded

1 doc. + 1 Application form

a) Deletion of a supplier

b) Replacement or addition of a supplier

31

Change to in-process tests or limits applied during the
manufacture of the product

1 doc. + 1 Application form

a) Tightening of in-process limits

b) Addition of new tests and limits

32

Change in batch size of the finished product

1 doc. + 1 Application form






Main

Change

1A

Documentation to be supplied

a) Up to 10-fold compared to the original batch size
approved at the grant of the marketing authorisation

b) Downscaling down to 10-fold

c) Other situations

33

Minor change in the manufacture of the finished product

L]

1 doc. + 1 Application form

34

Change in the colouring system or the flavouring system
currently used in the finished product

1 doc.+ 1 Application form

a) Reduction or deletion of one or more components of
the

1. Colouring system

2. Flavouring system

L]

b) Increase, addition or replacement of one or more
components of

1. Colouring system

2. Flavouring system

L]

35

Change in coating weight of tablets or change in weight of
capsule shells

1 doc. + 1 Application form

a) Immediate release oral pharmaceutical forms

b) Gastro-resistant, modified or prolonged release
pharmaceutical forms

36

Change in shape or dimensions of the container or closure

1 doc. + 1 Application form

a) Sterile pharmaceutical forms and biological medicinal
products

b) Other pharmaceutical forms

37

Change in the specification of the finished product

1doc.+ 1 Application form

a) Tightening of specification limits

b) Addition of a new test parameter

L]

38

Change in test procedure of the finished product

1 doc.+ 1 Application form

a) Minor change to an approved test procedure

b) Minor change to an approved test procedure for
biological active substance or biological excipent

c) Other changes to a test procedure, including
replacement or addition of a test procedure

39

Change or addition of imprints, bossing or other markings
(except scoring/break lines) on tablets or printing on
capsules, including replacement, or addition of inks used for
product marking

2 doc.+ 2 Application form

40

Change of dimensions of tablets, capsules, suppositories or
pessaries without change in qualitative or quantitative
composition and mean mass

1 doc.+ 1 Application form

a) Gastro-resistant, modified or prolonged release
pharmaceutical forms and scored tablets

b) All other tablets, capsules, suppositories and pessaries

Ll

Change in pack size of the finished product

2 doc.+ 2 Application form

a) Change in the number of units (e.g. tablets, ampoules,
etc.) in a pack

1. Change within the range of the currently approved
pack sizes

2. Change outside the range of the currently
approved pack sizes

]

b) Change in the fill-weight/fill volume of non-parenteral
multi-dose products

]

42

Change in :

2 doc.+ 2 Application form

a) The shelf-life of the finished product

1. As packaged for sale

2. After first opening

3. After dilution or reconstitution

HEN






Main
Change
1A | IB Documentation to be supplied

b) The storage conditions of the finished product or the L]
diluted/reconstituted product

43 Addition, replacement or deletion of a measuring or 1 doc.+ 2 Application form
administration device not being an integrated part of the
primary packaging (spacer devices for metered dose
inhalers are excluded)

a) Medicinal products for human use

1. Addition or replacement [

2. Deletion

b) Veterinary medicinal products

44 Change in specification of a measuring device or 1 doc. + 1 Application form
administration device for veterinary medicinal products

a) Tightening of specification limits L]

b) Addition of a new test parameter

45 Change in test procedure of a measuring or administration 1 doc. + 1 Application form
device for veterinary medicinal products

a) Minor change to an approved test procedure L]

]

b) Other changes to a test procedure, including
replacement of approved test procedure by new test
procedure

For National Authorisation only Main
Change

IA | IB Dokumentacio

46 Change in the Summary of Product Characteristics of an
essentially similar product following a Commission Decision ] 3 doc. + 1 Application form
for a referral for an original medicinal product in accordance
with Article 30 of Directive 2001/83/EC or Article 34 of
Directive 2001/82/EC

For Community (Centralised) Authorisation only Main
Change

IA | IB Dokumentacid

46 Change in the Summary of Product Characteristics, labelling
and package leaflet/insert as a consequence of a final ] 3 doc. + 1 Application form
opinion in the context of a referral procedure in accordance
with Articles 31 and 32 of Directive 2001/83/EC or Articles
35 and 36 of Directive 2001/82/EC

47 Deletion of:

a) A pharmaceutical form

b) A strength

LI

c) A pack size(s)

® Certain consequential changes may not be valid and the presence of a tick box does not necessarily indicate its
acceptance. A consequential change(s) can either be of the same type, or has to be a less stringent change (eg. a
Type IB with a consequential Type IB or Type IA is possible, but not a Type |IA with a consequential Type IB).





TYPE Il CHANGES (Tick the appropriate change required)
Documentation to be supplied

1 doc.+5
Change to Module 1 Application
form

1 doc.+5
Change to Module 2 Application
form

1 doc.+2
Change to Module 3 Application
form

1 doc.+2
Change to Module 4 Application
form

1 doc.+2
Change to Module 5 Application
form






