SCIENCE MEDICINES HEALTH .

EUROPEAN MEDICINES AGENCY 666

Suboxone

Procedural steps taken and scientific information after the authorisation \00

Application Opinion/ Commission | Product Summary
number Notification Decision Information
1 jssued on Issued? / affected?
amended
on
PSUSA/2113/ Periodic Safety Update EU Singksseent = 30/05/2024 24/07/2024 SmPC and PL Refer to Scientific conclusions and grounds recommending
202309 buprenorphine / naloxone @ the variation to terms of the Marketing Authorisation(s)’ for
°, PSUSA/2113/202309.
‘el
WS/2621/G This was a n for a group of variations 01/02/2024 n/a
folloyw rksharing procedure according to

& of Commission Regulation (EC) No

! Notifications are\lssued for type I variations and Article 61(3) notifications (unless part of a group including a type II variation or extension application or a worksharing application). Opinions
are issued for all other procedures.

2 A Commission decision (CD) is issued for procedures that affect the terms of the marketing authorisation (e.g. summary of product characteristics, annex 11, labelling, package leaflet). The
CD is issued within two months of the opinion for variations falling under the scope of Article 23.1a(a) of Regulation (EU) No. 712/2012, or within one year for other procedures.

3 SmPC (Summary of Product Characteristics), Annex 11, Labelling, PL (Package Leaflet).

Official address Domenico Scarlattilaan 6 e 1083 HS Amsterdam e The Netherlands
Address for visits and deliveries Refer to www.ema.europa.eu/how-to-find-us
Send us a question Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000 An agency of the European Union



http://www.ema.europa.eu/how-to-find-us
http://www.ema.europa.eu/contact

IA/0058/G

N/0057

WS/2372/G

1234/2008.

B.I.b.1.z - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Other variation
B.I.a.2.e - Changes in the manufacturing process of
the AS - Minor change to the restricted part of an
ASMF

This was an application for a group of variations. 30/10/2023 n/a
B.II.d.2.a - Change in test procedure for the finished

procedure
A.5.b - Administrative change - Change in the name

and/or address of a manufacturer/importer of the 00

finished product, including quality control sites

(excluding manufacturer for batch release) C
A.5.b - Administrative change - Change in the nam 0
and/or address of a manufacturer/importer ofO

finished product, including quality control Site

(excluding manufacturer for batch re

r/importer of the

and/or address of g a
finished pro@uct i \ g quality control sites
(excludin&&rer for batch release)

nge in labelling or package leaflet not 09/10/2023 05/01/2024
connected with the SPC (Art. 61.3 Notification)

A.5.b - Administrative chana angeWin the name

This was an application for a group of variations 20/04/2023 n/a
following a worksharing procedure according to

product - Minor changes to an approved test \00
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IB/0055

WS/2324/G

Article 20 of Commission Regulation (EC) No
1234/2008.

B.Il.e.2.c - Change in the specification parameters
and/or limits of the immediate packaging of the
finished product - Deletion of a non-significant
specification parameter (e.g. deletion of an obsolete
parameter)

B.Il.e.1.z - Change in immediate packaging of the

finished product - Other variation

C.z - Safety, Efficacy, Pharmacovigilance changes -

Other variation

This was an application for a group of variations
following a worksharing procedure according to

Article 20 of Commission Regulation (EC) No

1234/2008. 0( )

B.I.b.1.z - Change in the specification param
and/or limits of an AS, starting 60
material/intermediate/reagent¢ Othe @ ation
B.I.b.1.c - Change in the spgeification parameters

and/or limits of an AS
material/integm N gent - Addition of a new

specificat mer to the specification with its

orr test method
z- Change in test procedure for AS or

starting material/reagent/intermediate - Other
changes to a test procedure (including replacement
or addition) for the AS or a starting

material/intermediate

16/01/2023 05/01/2024

10/11/2022

/

a

Page 3/24



B.I.b.2.b - Change in test procedure for AS or

starting material/reagent/intermediate - Deletion of

a test procedure for the AS or a starting 6
material/reagent/intermediate, if an alternative test . 6
procedure is already authorised \6

B.I.b.2.b - Change in test procedure for AS or O(

starting material/reagent/intermediate - Deletion of “

a test procedure for the AS or a starting K’
material/reagent/intermediate, if an alternative test 60

procedure is already authorised

B.I.b.2.a - Change in test procedure for AS or 6(

starting material/reagent/intermediate - Minor
changes to an approved test procedure 0
A.4 - Administrative change - Change in the name \O

and/or address of a manufacturer or an ASMF holder

or supplier of the AS, starting material, reagent or 00
intermediate used in the manufacture of the AS or ‘
manufacturer of a novel excipient C

A.4 - Administrative change - Change in the name 0

and/or address of a manufacturer or an ASMFg

or supplier of the AS, starting material, re@ge
intermediate used in the manufactur 'AS or
manufacturer of a novel excipi
. %
IA/0054/G This was an épp@ ra group of variations. 14/09/2022 n/a

A.5. §rative change - Change in the name
zdress of a manufacturer/importer of the

inished product, including quality control sites

(excluding manufacturer for batch release)

A.7 - Administrative change - Deletion of

manufacturing sites
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B.II.d.2.a - Change in test procedure for the finished

product - Minor changes to an approved test

procedure 6
. 66

IB/0052 C.I1.3.z - Change(s) in the SPC, Labelling or PL 30/08/2021 18/07/2022 SmPC, Annex \
intended to implement the outcome of a procedure II and PL O
concerning PSUR or PASS or the outcome of the “
assessment done under A 45/46 - Other variation &,

WS/1993/G This was an application for a group of variations 11/03/2021 n/a 6

Article 20 of Commission Regulation (EC) No

1234/2008. \00

B.I.b.2.b - Change in test procedure for AS or

starting material/reagent/intermediate - Deletion of 00

following a worksharing procedure according to : 6(

a test procedure for the AS or a starting

material/reagent/intermediate, if an alternative test C
procedure is already authorised 0
B.I.d.1.b.1 - Stability of AS - Change in the s
conditions - Change to more restrictive_st agtg

conditions of the AS

changes to an a@ procedure
B.I.b.2.b _JE€h ifi test procedure for AS or

grial/reagent/intermediate - Deletion of

B.I.b.2.a - Change in test p \e forVAS or
starting material/r@gmaediate - Minor
e

tart
cedure for the AS or a starting

material/reagent/intermediate, if an alternative test

procedure is already authorised

B.I.b.2.a - Change in test procedure for AS or

starting material/reagent/intermediate - Minor
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changes to an approved test procedure

B.I.b.2.a - Change in test procedure for AS or

starting material/reagent/intermediate - Minor 6
changes to an approved test procedure . 66

B.I.b.2.a - Change in test procedure for AS or \
starting material/reagent/intermediate - Minor O(
changes to an approved test procedure “

B.I.b.2.c - Change in test procedure for AS or K’

starting material/reagent/intermediate - Other 60

changes to a test procedure for a reagent, which

does not have a significant effect on the overall 6(
quality of the AS
B.I.b.1.b - Change in the specification parameters \00

and/or limits of an AS, starting

material/intermediate/reagent - Tightening of

specification limits 00
B.I.b.1.z - Change in the specification parameters ‘
and/or limits of an AS, starting C
material/intermediate/reagent - Other variation 0
B.I.b.1.z - Change in the specification parame

and/or limits of an AS, starting ‘0
material/intermediate/reagent ¢ Othe @ jatton

B.I.b.1.z - Change in the spgeification parameters

and/or limits of an AS %

material/inte‘rmgxgnt - Other variation

B.I.b.1.d - N in the specification parameters
and/emli f'an AS, starting

t&rial/intermediate/reagent - Deletion of a non-
significant specification parameter (e.g. deletion of
an obsolete parameter)
B.I.b.2.b - Change in test procedure for AS or

starting material/reagent/intermediate - Deletion of
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a test procedure for the AS or a starting
material/reagent/intermediate, if an alternative test
procedure is already authorised

B.I.b.2.b - Change in test procedure for AS or
starting material/reagent/intermediate - Deletion of
a test procedure for the AS or a starting
material/reagent/intermediate, if an alternative test
procedure is already authorised

B.I.b.2.b - Change in test procedure for AS or
starting material/reagent/intermediate - Deletion of
a test procedure for the AS or a starting
material/reagent/intermediate, if an alternative test
procedure is already authorised

B.I.b.2.b - Change in test procedure for AS or
starting material/reagent/intermediate - Deletion of
a test procedure for the AS or a starting
material/reagent/intermediate, if an alternative test

procedure is already authorised

B.I.b.2.b - Change in test procedure for AS or é 0

starting material/reagent/intermediate - Deleti
a test procedure for the AS or a starting ‘v
material/reagent/intermediate 4if an @ a

procedure is already authori

B.I.b.2.b - ChangeJ'n @ure for AS or
starting matsriw /intermediate - Deletion of
a test proced he AS or a starting

matepi /intermediate, if an alternative test

is already authorised

e test

.I.b.2.b - Change in test procedure for AS or
starting material/reagent/intermediate - Deletion of
a test procedure for the AS or a starting

material/reagent/intermediate, if an alternative test
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IA/0051

1B/0049

IAIN/0048/G

procedure is already authorised

B.I.b.1.z - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Other variation
B.I.b.1.z - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Other variation
B.I.b.1.z - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Other variation
B.I.b.2.a - Change in test procedure for AS or
starting material/reagent/intermediate - Minor
changes to an approved test procedure

B.I.b.1.b - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Tightening of

specification limits

A.7 - Administrative change - Deletion of <
manufacturing sites é 0

B.I.a.2.e - Changes in the manufacturing procQ

the AS - Minor change to the restricted a()
ASMF Q

A.7 - Administrativg c @Ietion of
manufacturigg SC\

II@. Stability of FP - Extension of the shelf
fi e finished product - As packaged for sale
(supported by real time data)

This was an application for a group of variations.

08/02/2021

29/01/2021

11/12/2020

18/08/2021 SmPC,
Labelling and
PL
n/a

18/08/2021 SmPC, Annex
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IB/0047/G

A.7 - Administrative change - Deletion of
manufacturing sites

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. 17/11/2020 n/a

B.II.b.2.a - Change to importer, batch release

Replacement/addition of a site where batch

arrangements and quality control testing of the FP - \00

control/testing takes place 0
B.II.b.2.a - Change to importer, batch release 0
arrangements and quality control testing of the FP - &
Replacement/addition of a site where batch C
control/testing takes place 0

B.Il.e.z - Change in container closure systemO

Finished Product - Other variation (
0

B.III.1.a.2 - Submission of a new/upd

deletion of Ph. Eur. Certific uitability to the
relevant Ph. Eur. Mon dated certificate
from an aIregdyC\ anufacturer

IB/0046/G his Qp ication for a group of variations. 26/08/2020 18/08/2021

.I.z - Changes (Safety/Efficacy) of Human and
Veterinary Medicinal Products - Other variation
C.1.z - Changes (Safety/Efficacy) of Human and
Veterinary Medicinal Products - Other variation

II, Labelling
and PL

SmPC,
Labelling and
PL
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X/0042 Annex I_2.(c) Change or addition of a new 30/04/2020 03/07/2020 SmPC,

strength/potency Labelling and 66

Annex I_2.(d) Change or addition of a new PL .
pharmaceutical form \
Annex I_2.(e) Change or addition of a new route of O(
administration K’“

PSUSA/2113/ Periodic Safety Update EU Single assessment - 14/05/2020 n/a P?@meendation - maintenance
201909 buprenorphine / naloxone (
IAIN/0043/G This was an application for a group of variations. 27/03/2019 n/a g E

B.II.b.2.a - Change to importer, batch release \O

arrangements and quality control testing of the FP - O
Replacement/addition of a site where batch 0
control/testing takes place ‘

B.II.b.2.a - Change to importer, batch release C

arrangements and quality control testing of the FPéo
Replacement/addition of a site where batch O

control/testing takes place

B.II.b.2.c.1 - Change to importgr, ba lease
arrangements and quality ¢ ol\testin® of the FP -
Replacement or adgiti ﬁmufacturer
responsible ﬁ)r i c&l n and/or batch release -
Not inclu ‘Q
I hange to importer, batch release
aents and quality control testing of the FP -

Replacement or addition of a manufacturer

ontrol/testing

responsible for importation and/or batch release -
Not including batch control/testing

B.II.b.2.c.1 - Change to importer, batch release
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WS/1489/G

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
following a worksharing procedure according to
Article 20 of Commission Regulation (EC) No
1234/2008.

A.4 - Administrative change - Change in the name
and/or address of a manufacturer or an ASMF holder
or supplier of the AS, starting material, reagent or
intermediate used in the manufacture of the AS or
manufacturer of a novel excipient

B.I.a.3.a - Change in batch size (including batch size

ranges) of AS or intermediate - Up to 10-fold

B.I.a.3.a - Change in batch size (including ba

increase compared to the originally approved batch < )
size éo
O

ranges) of AS or intermediate - Up to 10-f@ld

increase compared to the origigally @ ed batch
size \
B.I.a.4.c - Change to “@tests or limits

n

applied durillg t acture of the AS - Deletion
of a non- N -process test
B.I. énge to in-process tests or limits

ring the manufacture of the AS - Deletion
of @ non-significant in-process test
B.I.b.1.z - Change in the specification parameters

and/or limits of an AS, starting

material/intermediate/reagent - Other variation
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IA/0041

IAIN/0040/G

T/0038

11/0037

B.I.b.2.a - Change in test procedure for AS or
starting material/reagent/intermediate - Minor
changes to an approved test procedure

B.I.b.2.a - Change in test procedure for AS or
starting material/reagent/intermediate - Minor
changes to an approved test procedure

B.I.b.2.a - Change in test procedure for AS or
starting material/reagent/intermediate - Minor

changes to an approved test procedure

B.III.1.a.2 - Submission of a new/updated or
deletion of Ph. Eur. Certificate of Suitability to the

15/03/2019 n/a

relevant Ph. Eur. Monograph - Updated certificate

from an already approved manufacturer

This was an application for a group of variations. 13/02/2019 /2020 Annex II and
‘ PL
B.II.b.1.a - Replacement or addition of a C
manufacturing site for the FP - Secondary packagi 0
site
B.II.b.2.c.1 - Change to importer, batc rﬁaho
arrangements and quality contgol tes@f e FP -
Replacement or addition of anufactuser
responsible for immﬁvar batch release -
Not including baC&l ol/testing
ra ®§eting Authorisation 09/05/2018 31/05/2018 SmPC,
Labelling and
PL
C.1.13 - Other variations not specifically covered 17/05/2018 n/a

elsewhere in this Annex which involve the submission

Analyses from the THIN study showed that the mortality
rate appeared lower in the Suboxone user group than in
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of studies to the competent authority the buprenorphine and methadone user groups. Two

comparative analyses were conducted usiag the cohort

design with intention-to-treat app he nested

case control design. Both a@al d consistent

results that Suboxone w. d associated with any
Qortallty in comparison to

elevated risk for all'e
buprenorphi done. Based on the current

findim& signal was detected for Suboxone.
0

Tﬁ o change to the product information is
ted.

PSUSA/2113/ Periodic Safety Update EU Single assessment - 05/05/2017 6( PRAC Recommendation - maintenance
201609 buprenorphine / naloxone 0@
WS/0934/G This was an application for a group of variations 23/03/2017 n/\O

following a worksharing procedure according to

Article 20 of Commission Regulation (EC) No 0

1234/2008. &

A.4 - Administrative change - Change in the nameéo

or supplier of the AS, starting materi

intermediate used in the man ture e AS or
manufacturer of a novel ex

B.l.a.2.e - Changes 97 ufacturing process of
the AS - t the restricted part of an
ASMF

e ange in the specification parameters
ndy/or limits of an AS, starting

material/intermediate/reagent - Addition of a new
specification parameter to the specification with its

corresponding test method

Page 13/24



B.I.b.1.z - Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Other variation
B.I.b.2.b - Change in test procedure for AS or
starting material/reagent/intermediate - Deletion of
a test procedure for the AS or a starting
material/reagent/intermediate, if an alternative test

procedure is already authorised

1I/0035 C.I.13 - Other variations not specifically covered
elsewhere in this Annex which involve the submission

of studies to the competent authority

X/0029 Annex I_2.(c) Change or addition of a new
strength/potency
IAIN/0033 C.I.8.a - Introduction of or changes to a summary of

Pharmacovigilance system - Changes in QPPV
(including contact details) and/or changes in the
PSMF location

IAIN/0032/G This was an application for a g% o@atlons
A.l - Admwstratw‘,@ hange in the name
and/or ad e?

A.4 - Ad t ive change Change in the name
dflor"a ss of a manufacturer or an ASMF holder
r Supplier of the AS, starting material, reagent or
intermediate used in the manufacture of the AS or
manufacturer of a novel excipient

A.4 - Administrative change - Change in the name

09/03/2017

24/09/2015

&

12/08/2015

n/a

16/1 1/&00

O

16/11/2015

SmPC, Annex
II, Labelling
and PL

SmPC,
Labelling and
PL

Please refer to the scientific discussion Suboxone-H-C-

000697-X-0029-AR
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11/0030/G

IA/0031/G

1B/0027

and/or address of a manufacturer or an ASMF holder
or supplier of the AS, starting material, reagent or
intermediate used in the manufacture of the AS or
manufacturer of a novel excipient

B.II.a.1.a - Change or addition of imprints, bossing
or other markings including replacement, or addition
of inks used for product marking - Changes in
imprints, bossing or other markings

This was an application for a group of variations. 26/02/2015
C.I.4 - Change(s) in the SPC, Labelling or PL due to

new quality, preclinical, clinical or pharmacovigilance

\O

C.I.3.a - Change(s) in the SPC, Labelling or PL
intended to implement the outcome of a procedure

concerning PSUR or PASS or the outcome of the

assessment done under A 45/46 - Implementation of 0‘ ‘

wording agreed by the competent authority 6
This was an application for a group of vari ioo
B.I.b.2.a - Change in test p \e fogs or
starting material/rea 'adiate - Minor

est procedure

changes to an ac‘:‘
B.I.b.2.a _J€h ifl test procedure for AS or

tart

07/01/2015 n/a

grial/reagent/intermediate - Minor

0 an approved test procedure
C.I.11.z - Introduction of, or change(s) to, the 12/08/2014 n/a
obligations and conditions of a marketing

authorisation, including the RMP - Other variation

30/03/2015

SmPC and P(
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IAIN/0025 C.1.8.a - Introduction of or changes to a summary of 21/05/2014 n/a
Pharmacovigilance system - Changes in QPPV 6
(including contact details) and/or changes in the . 6
PSMF location \6

PSUV/0023 Periodic Safety Update 08/05/2014 n/a PRAC Rec% d Q maintenance

IA/0024 B.I.b.2.a - Change in test procedure for AS or 10/04/2014 n/a 6\)

starting material/reagent/intermediate - Minor

changes to an approved test procedure 6(
11/0022 C.I.13 - Other variations not specifically covered 20/03/2014 n/\Oo ;

elsewhere in this Annex which involve the submission

of studies to the competent authority

11/0021 C.I.13 - Other variations not specifically covered 20/ 014 n/a
elsewhere in this Annex which involve the submission 0

11/0020 C.1.13 - Other variations not specifical ﬁ'@ 20/03/2014 n/a
elsewhere in this Annex which fnvolv submission

of studies to the competenpa;\ty

of studies to the competent authority

.
IAIN/0019/G This was an appej\ r a group of variations. 13/12/2013 n/a
I A bmission of a new/updated or

of Ph. Eur. Certificate of Suitability to the
relevant Ph. Eur. Monograph - New certificate from
an already approved manufacturer
B.III.2.b - Change to comply with Ph. Eur. or with a

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

Pharmacovigilance system - Changes in QPPV

(including contact details) and/or changes in the “
PSMF location &/

IA/0017 B.II.e.1.a.1 - Change in immediate packaging of the 03/09/2013 23/05/2014 SmPC and P(

IAIN/0018 C.1.8.a - Introduction of or changes to a summary of 07/11/2013 n/a (\

finished product - Qualitative and quantitative

composition - Solid pharmaceutical forms oq E

1B/0015/G This was an application for a group of variations. 11/07/2013 n/a O

B.II.d.1.z - Change in the specification parameters 0
and/or limits of the finished product - Other variation &
B.II.d.1.a - Change in the specification parameters

and/or limits of the finished product - Tightening o 0

specification limits Q
B.II.d.2.b - Change in test procedure fg t(ﬂ ed

product - Deletion of a test pr(&?ur @
u

alternative method is alreaga orised
.
IA/0016/G This was an appCt)N r a group of variations. 03/07/2013 n/a

I gange to batch release arrangements

ty control testing of the FP - Replacement
or addition of a site where batch control/testing
takes place
B.II.b.2.a - Change to batch release arrangements

and quality control testing of the FP - Replacement
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IA/0014/G

11/0013/G

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

A.7 - Administrative change - Deletion of
manufacturing sites

B.II.b.3.a - Change in the manufacturing process of
the finished product - Minor change in the
manufacturing process of an immediate release solid

oral dosage form or oral solutions
This was an application for a group of variations.

B.Il.e.1.a.1 - Change in immediate packaging of the
finished product - Qualitative and quantitative
composition - Solid pharmaceutical forms

B.II.e.7.b - Change in supplier of packaging
components or devices (when mentioned in the

dossier) - Replacement or addition of a supplier

This was an application for a group of variations.
Changes to the Active Substance Maste I{(QF)
for Buprenorphine Hydrochlorix Q

B.I.b.1.g - Changegn ation parameters
and/or Iimits‘of

N arting
\ iate/reagent - Widening of the

material/igi
pprevedyspges for starting mat./intermediates,
'Qy have a significant effect on the quality of
the'AS and/or the FP
B.I.b.2.e - Change in test procedure for AS or
starting material/reagent/intermediate - Other

changes to a test procedure (including replacement

24/06/2013 n/a 6(
O \00@
x O

®05/2013 30/05/2013

22

gency considers that the variation listed below is
rejected and therefore receives an unfavourable opinion.
B.Il.e.1.a.1 - Change in immediate packaging of the
finished product - Qualitative and quantitative composition

- Solid pharmaceutical forms
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or addition) for the AS or a starting
material/intermediate

B.I.a.2.e - Changes in the manufacturing process of 66

the AS - Minor change to the restricted part of an .

ASMF \
B.I.b.1.b - Change in the specification parameters O(
and/or limits of an AS, starting “
material/intermediate/reagent - Tightening of K’

specification limits 60

B.I.b.2.a - Change in test procedure for AS or

changes to an approved test procedure

starting material/reagent/intermediate - Minor 6(
B.I.b.1.c - Change in the specification parameters \00 ;

and/or limits of an AS, starting
material/intermediate/reagent - Addition of a new

specification parameter to the specification with its 00
corresponding test method &

B.I.b.1.c - Change in the specification parameters

and/or limits of an AS, starting 0
material/intermediate/reagent - Addition of a

specification parameter to the spec1f|cat|oQ|
corresponding test method 9
B.I.b.1.b - Change in the sp \IOI’] rameters
and/or limits of an‘AS 6
materlal/lnterm @nt Tightening of
speC|f|cat|
nge in the specification parameters

|ts of an AS, starting
material/intermediate/reagent - Addition of a new
specification parameter to the specification with its

corresponding test method

B.I.b.1.c - Change in the specification parameters

Page 19/24



11/0012/G

and/or limits of an AS, starting
material/intermediate/reagent - Addition of a new
specification parameter to the specification with its

corresponding test method
This was an application for a group of variations.

Group of 8 type II variations:

- Update to section 4.2 of the SmPC to add a
clarification on withdrawal signs based on the
literature.

= Update to sections 4.4 and 4.6 of the SmPC
to add new or revised warning, respectively, on the
risk of respiratory depression in non-opioid
dependent individuals, children and pregnant
women, supported by relevant pharmacovigilance
data.

- Update to sections 4.4 and 4.8 of the SmPC,

= Update to sections 4.4 of the Smpﬁzo

strengthen the warning relatedgto th@o

suboxone in patient with seﬁ;\nal impairment,

- Updgte C‘w s 4.4 of the SmPC to

strengthe * arning relevant to the

adm@@ of opioids, supported by literature
s.

- Update to section 4.5 of the SmPC to add

supported by literagur,

information on the interaction of suboxone with full
opioid agonist supported by literature references.
= Update to sections 4.5 and 4.9 of the SmPC

O

to strengthen existing warning on hepatic injury,
supported by relevant pharmacovigilance dat

30/05/2013

SmPC,
Labelling and
PL

ey
The group of nine (Q I variations was submitted as
result frow@a igilance audit conducted by the UK
Medicipe Ithcare products Regulatory Agency
( 9-31 May and 19-20 July 2012, where it was
id ied that the EU Summary of Product Characteristics
(SmPC) for Suboxone should be aligned with the current
CCDS.
The variations included proposed changes to the SmPC and
the package leaflet, and the MAH took this opportunity to
bring the PI in line with the QRD template version 9. Eight
(8) of the variations were acceptable and the sections 4.2,
4.4, 4.5, 4.8, 4.9 of the SmPC were updated, and in
particular:
= a clarification was added on withdrawal signs based
on the available literature data.
= a new or revised warning, respectively, on the risk
of respiratory depression in non-opioid dependent
individuals, children and pregnant women, supported by
relevant pharmacovigilance data was added.
= strengthening of the existing warning on hepatic
injury, supported by relevant pharmacovigilance data, was
done.
= the warning related to the use of suboxone in
patient with severe renal impairment was strengthened.
This is supported by literature reference.
= The general warning relevant to the administration

of opioids was strengthened, supported by literature
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to add information on the interaction of suboxone
with Naltrexone, supported by relevant literature
references.

= Update to section 4.5 of the SmPC to add
information on the interaction of suboxone and
CYP3A4 inducers, supported by literature references.
The PL was updated accordingly.

The MAH took the opportunity to make minor
editorial changes to the SmPC.

Furthermore, the MAH proposed this opportunity to
bring the PI in line with the QRD template version 9.
The requested group of variations proposed
amendments to the SmPC, Annex II, Labelling and

Package Leaflet.

C.I.3.b - Implementation of change(s) requested
following the assessment of an USR, class labelling, a
PSUR, RMP, FUM/SO, data submitted under Article
45/46, or amendments to reflect a Core SPC -

Change(s) with new additional data submittedOté

MAH

C.I1.3.b - Implementation of change( &ted
following the assessment of R, class labelling, a
PSUR, RMP, FUM/Sp, @tted under Article
45/46, or aruen@ flect a Core SPC -
Change(s i\ dditional data submitted by the
e

Tmplementation of change(s) requested
olldwing the assessment of an USR, class labelling, a
PSUR, RMP, FUM/SO, data submitted under Article

45/46, or amendments to reflect a Core SPC -

Change(s) with new additional data submitted by the

references.

- Additional information on the intégaction of

=
references was introduced.q

B} An update to thp(f\ jon on the interaction of
e

suboxone with Naltr nd CYP3A4 inducers was made,
supported@
k)%

Iﬁ he CHMP considers the following variation not
ac able:

- Update to section 4.8 of the SmPC, to reclassify
‘injury’ and ‘heat stroke’ under the MedDRA SOC ‘drug

withdrawal symptom’, to add adverse events observed in

suboxone with full opioid agonist suppo by literature

erature references.

post-marketing settings in accordance with current

pharmacovigilance data.
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MAH

C.1.3.b - Implementation of change(s) requested
following the assessment of an USR, class labelling, a
PSUR, RMP, FUM/SO, data submitted under Article
45/46, or amendments to reflect a Core SPC -
Change(s) with new additional data submitted by the
MAH

C.1.3.b - Implementation of change(s) requested
following the assessment of an USR, class labelling, a
PSUR, RMP, FUM/SO, data submitted under Article
45/46, or amendments to reflect a Core SPC -
Change(s) with new additional data submitted by the
MAH

C.I1.3.b - Implementation of change(s) requested
following the assessment of an USR, class labelling, a
PSUR, RMP, FUM/SO, data submitted under Article
45/46, or amendments to reflect a Core SPC -
Change(s) with new additional data submitted by the

MAH
C.1.3.b - Implementation of change(s) requesg

following the assessment of an USR, clas
PSUR, RMP, FUM/SO, data sub |tte rtlcle

45/46, or amendments to CoreySPC -

Change(s) with new aﬁ ta submitted by the

Cl3b-1 t|on of change(s) requested
i ssessment of an USR, class labelling, a
P, FUM/SO, data submitted under Article

5/46, or amendments to reflect a Core SPC -

Change(s) with new additional data submitted by the
MAH

C.I1.3.b - Implementation of change(s) requested
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N/0011

R/0008

IB/0009/G

T/0006

following the assessment of an USR, class labelling, a
PSUR, RMP, FUM/SO, data submitted under Article
45/46, or amendments to reflect a Core SPC -
Change(s) with new additional data submitted by the
MAH

Minor change in labelling or package leaflet not 19/09/2012 23/05/2014
connected with the SPC (Art. 61.3 Notification)
Renewal of the marketing authorisation. 21/07/2011 16/09/2011

This was an application for a group of variations. 011 n/a

B.I.a.2.e - Changes in the manufacturing @
the AS - Minor change to the restrict Klf an
ASMF \e

B.I.b.2.e - Change in te for AS or
starting material/rg t/Mtermediate - Other
changes t Jte pri ure (including replacement
\he AS or a starting
rmediate

or additi
&
Transfer of Marketing Authorisation

06/07/2010 06/08/2010

c Qaaflet (PL) to introduce changes

PL Update of
related togth dibility testing reports.
SmPC, Anne( R@ing the efficacy and safety data available for
II, L be@

L revealed no new major safety concerns. From the clinical

Suboxone since the granting of the marketing authorisation

perspective the CHMP considered that the overall benefit-
risk ratio of Suboxone remained unchanged and was
positive.

The CHMP was of the opinion that the renewal could be

granted with unlimited validity.

SmPC, The Marketing Authorisation has been transferred from SP
Labelling and Europe to RB Pharmaceuticals Ltd.
PL
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N/0005 Minor change in labelling or package leaflet not 23/02/2009 n/a PL
connected with the SPC (Art. 61.3 Notification)

N/0004 Minor change in labelling or package leaflet not 22/01/2008 n/a PL . 6@

connected with the SPC (Art. 61.3 Notification) (
11/0003 Update of the Package Leaflet 21/06/2007 30/07/2007 PL The Packa @Qbeen updated to reflect the
commgnt§regeived following the User Readability Testing
Update of Package Leaflet Aﬁ . More specifically a subheading titled "Misuse
an use" was introduced in the Section 2 of the PL for

clarification.

N/0002 Minor change in labelling or package leaflet not 24/04/2007 n/a 0@

connected with the SPC (Art. 61.3 Notification) \

N/0001 Minor change in labelling or package leaflet not 20/12/20060 /a Labelling and

connected with the SPC (Art. 61.3 Notification) ‘ PL

km@
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