MEPENIK

NIKAPCbKWX 3ACOBIB LLOJ0 AKUX 3ABEPLUEHO PO3INAA PEECTPALIAHUX MATEPIAIB NMPO BHECEHHS 3MIH 1O PEECTPAL|JIAHUX
MATEPIAJIIB MPOTArOM Jji PEECTPAL|IAHOIO MOCBIAYEHHSA HA NIKAPCBKI 3ACOBM, AKI 3SAPEECTPOBAHI KOMMOETEHTHUMU
OPIrAHAMW CMONMYYEHUX LLUTATIB AMEPVIKW, LLIBENLAPCBHKOI KOH®EAEPALYI, ANOHII, ABCTPANII, KAHAAW, NIKAPCbKNX 3ACOBIB, LLIO

3A LIEHTPA/I3OBAHOIO MPOLEAYPOIO 3APEECTPOBAHI KOMMETEHTH/M OPFAHOM EBPONENCHKOrO COKO3Y

Ne Hassa dopma suUrnyckKy 3assHUK Kpaina Bupo6Huk Kpaina PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JNliKapcbKo20 (nikapcbka cpopma, BionycKy peecmpayjiliHo2o
3acoby ynakoskKa) nocsi04YeHHs1

1. KEHIFPEKCAN NOpOLLOK ANs K'esi ABCTpis BMPOBOHULTBO, KOHTPO/Ib ITania/ BHECEHHS 3MiH [J0 peecTpaviinHmx 3a UA/17224/01/01
KOHUEeHTpaTy A/1s dapmac'toTikens AKOCTI Ta NEPBUHHE Himeuunna marepianis: C.1.3.z, IB - Change(s) in the peyenmom
PO34UHY A5 iH'EKLA / vM6X nakyBaHHs: [NaTeoH ITanis SPC, Labelling or PL intended to
iHcpysiid, 50 mr; 10 C.n.A., ltanis; implement the outcome of a procedure
oNakoHIB 3 MOPOLLKOM BTOPVHHE NakyBaHHs: K'e3i concerning PSUR or PASS or the outcome
y doN1akoHi B KAPTOHHIl dapmaueytuui C.n.A., of the assessment done under A 45/46 -
Kopobui 3 ITanis; Other variation: To update SmPC sections
MapKyBaHHSAM BUMNYCK Cepil: 4.2, 5.1 and 5.2 with data on the posology
iTanilicbkoto, Xanbca ®apma 'M6X, in paedeatric patients, following the
HiMeLbKolo Ta HimeuyunHa outcome of EMEA/H/C/003773/P46/003.1.
aHrnilicbkoo MoBamu BBefieHHs1 3MiH - NpoTArom 6-Tn MicALiB
3i cTikepom nicns 3aTBepKeHHs.
YKpPaiHCbKOI0 MOBOK

2. NAHCYP®® 15 | Tabnetku, BKpUTI Ie Nabopatyap PpaHuis BiANOBiAaIbHNI 3a Anonis/ BHECEHHS 3MiH [0 peecTpaLinHmx 3a UA/16712/01/02

Mri/6,14 Mr NAiBKOBOO Ceps'e BMPOGHMLITBO, KOHTPO/b dpaHLis marepianis: A.7, |A - Administrative peyenmom

060/10HKO10, Mo 15
mr/6,14 wr, no 10
Tabnetok y 6nictepi;
no 2 abo 6 6nictepis y
KOpo6Li 3 KApTOHY

SAKOCTi Ta BUNyCK cepii
npoaykuii in bulk:
Talixo ®apmachboTikan
Ko., N14., AnoHis;
BiANOBiAabHNI 3a
KOHTPO/Ib SIKOCTI,
nepBUHHE Ta BTOPUHHE
nakyBaHHs i BUNyck cepii
roTOBOrO /liKapCbKOro
3acoby:
Na6opatopii Ceps'e
IHaacTpi, PpaHuis

change - Deletion of manufacturing sites:
To delete sites not involved in routine
manufacturing and testing of the active
substance trifluridine, namely Laboratories
or Facilities for Analytical Method
Development (section 3.2.5.2.1.4),
Laboratories or Facilities for Analytical
Method Validation (section 3.2.5.2.1.5),
and Laboratories or Facilities for Stability
Study (section 3.2.5.2.1.6). In addition, the
MAH and the ASMFH have taken the
opportunity to introduce editorial changes
as listed in the present / proposed table of
the respective summary documents.
B.l.d.1.a.4, IB - 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: To extend the re-test period of
the active substance trifluridine from 36
months to 48 months with no special
storage. B.l.b.2.e, IB- 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: To replace
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the GC (method A) test procedure with
revised GC method for the active
substance trifluridine. B.1.b.1.d, I1B-
Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
A), methanol, from the specifications of the
active substance trifluridine. B.l.b.1.d, IB-
Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
A), ethanol, from the specifications of the
active substance trifluridine. B.l.b.1.d, IB-
Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
A), acetone, from the specifications of the
active substance trifluridine. B.l.b.1.d, IB-
Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
A), isopropyl ether, from the specifications
of the active substance trifluridine.
B.l.b.1.d, IB- Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
A), chloroform, from the specifications of
the active substance trifluridine. B.l.b.1.d,
IB- Change in the specification parameters
and/or limits of an AS, starting
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material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
B), pyridine, from the specifications of the
active substance trifluridine. B.lll.2.a.1,
IAin - Change of specification(s) of a
former non EU Pharmacopoeial substance
to fully comply with the Ph. Eur. or with a
national pharmacopoeia of a Member
State — AS: To change the specification for
the active substance trifluridine to fully
comply with the Ph. Eur. monograph 2910
(including an update to the open part of
EMEA/ASMF/01133). B.l.b.1.c, IA -
Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/ reagent - Addition of
a new specification parameter to the
specification with its corresponding test
method: To add Residue on ignition, Purity
and Capacity for caramel decoloration to
the specifications of one of the reagents.
B.l.b.1.c, IA - Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/ reagent - Addition of
a new specification parameter to the
specification with its corresponding test
method: To add Capacity for decomposing
neutral salt to the specifications of one of
the reagents. B.l.b.1.c, IA - Change in the
specification parameters and/or limits of an
AS, starting material/intermediate/ reagent
- Addition of a new specification parameter
to the specification with its corresponding
test method: To add Identification test to
the specifications of one of the starting
materials. B.l.b.1.c, IA - Change in the
specification parameters and/or limits of an
AS, starting material/intermediate/ reagent
- Addition of a new specification parameter
to the specification with its corresponding
test method: To add Identification to the
specifications of one of the reagents.
B.l.b.1.c, IA - Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/ reagent - Addition of
a new specification parameter to the
specification with its corresponding test
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method: To add Assay to the
specifications of one of the reagents.
B.l.b.1.c, IA - Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/ reagent - Addition of
a new specification parameter to the
specification with its corresponding test
method: To add Assay to the
specifications of one of the reagents.
B.l.b.1.c, IA - Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/ reagent - Addition of
a new specification parameter to the
specification with its corresponding test
method: To add Description test and
Nitrates to the specifications of one of the
reagents. B.1.b.1.d, IA - Change in the
specification parameters and/or limits of an
AS, starting material/intermediate/reagent
- Deletion of a non-significant specification
parameter (e.g. deletion of an obsolete
parameter): To delete the non-significant
parameter ‘heavy metals’ from the
specifications of the active substance
Trifluridine (FTD). B.l.b.1.d, IA - Change in
the specification parameters and/or limits
of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
‘heavy metals’ from the specifications of
the active substance Tipiracil
Hydrochloride (TPI). B.Il.d.1.d, IA -
Change in the specification parameters
and/or limits of the finished product -
Deletion of a non-significant specification
parameter: To delete the non-significant
parameter ‘elemental impurities’ from the
specifications of the finished product.
BBeneHHs 3MiH NpOTAroM 6-Tu MicsuiB
nicns sateepmxeHHs. A7, IA -
Administrative change - Deletion of
manufacturing sites: To delete the
manufacturing site responsible for
elemental impurity testing of the finished
product Sumika Chemical Analysis
Service, Ltd., 3-1-135, Kasugadenaka,
Konohana-ku Osaka 554-0022 JAPAN
(JPN). A.7, IA- Administrative change -
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Deletion of manufacturing sites: To delete
‘Anderson Brecon (UK) Limited (Trading
as PCI); Unit 1, Talgarth Business park,
Trefecca Road Talgarth, Brecon, Powys,
LD3 OPQ, United Kingdom’ as a site
responsible for Primary and Secondary
Packaging of the finished product. A.7, IA-
Administrative change - Deletion of
manufacturing sites: To delete ‘Anderson
Brecon (UK) Limited (Trading as PCl);
Units 2-7, Wye Valley Business Park,
Brecon Road, Hay-on-Wye, Hereford HR3
5PG, United Kingdom’ as a site
responsible for Secondary Packaging, QC
testing and QP release of the finished
product.

NAHCYP®® 20
Mri/8,19 Mr

TabneTkn, BKpUTI
NNiBKOBOIO
o060s10HKoto, Nno 20
mr/8,19 wr, no 10
TabneTtok y 6nicrepi;
no 2 abo 6 6nictepis y
KOpobLi 3 KapTOHY

Ne NabopaTtyap
Ceps'e

®paHuin

BiagnoBiganbHUii 3a
BMPOGHMLITBO, KOHTPO/b
SAKOCTi Ta BUNYCK cepil
npoaykuii in bulk:
Tailixo ®apmachbloTikan
Ko., 14., AnoHis;
BignoBiganbHUii 3a
KOHTPO/b SKOCTI,
nepBUHHE Ta BTOPUHHE
nakyBaHHs i BUNyck cepii
roToOBOro NikapCbKoro
3acoby:
Na6opatopii Ceps'e
IHaacTpi, PpaHuis

AnoHis/
PpaHuin

BHECEHHS 3MiH [J0 peecTpaLjiinHmx
marepianis: A.7, IA - Administrative
change - Deletion of manufacturing sites:
To delete sites not involved in routine
manufacturing and testing of the active
substance trifluridine, namely Laboratories
or Facilities for Analytical Method
Development (section 3.2.5.2.1.4),
Laboratories or Facilities for Analytical
Method Validation (section 3.2.S.2.1.5),
and Laboratories or Facilities for Stability
Study (section 3.2.S.2.1.6). In addition, the
MAH and the ASMFH have taken the
opportunity to introduce editorial changes
as listed in the present / proposed table of
the respective summary documents.
B.l.d.1.a.4, IB - 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: To extend the re-test period of
the active substance trifluridine from 36
months to 48 months with no special
storage. B.l.b.2.e, IB- 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: To replace
the GC (method A) test procedure with
revised GC method for the active
substance trifluridine. B.1.b.1.d, I1B-
Change in the specification parameters
and/or limits of an AS, starting

3a
peyenmom

UA/16712/01/01
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material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
A), methanol, from the specifications of the
active substance trifluridine. B.l.b.1.d, IB-
Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
A), ethanol, from the specifications of the
active substance trifluridine. B.l.b.1.d, IB-
Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
A), acetone, from the specifications of the
active substance trifluridine. B.l.b.1.d, IB-
Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
A), isopropyl ether, from the specifications
of the active substance ftrifluridine.
B.l.b.1.d, IB- Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
A), chloroform, from the specifications of
the active substance trifluridine. B.1.b.1.d,
IB- Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
residual solvent (measured by GC method
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B), pyridine, from the specifications of the
active substance trifluridine. B.1ll.2.a.1,
IAin - Change of specification(s) of a
former non EU Pharmacopoeial substance
to fully comply with the Ph. Eur. or with a
national pharmacopoeia of a Member
State — AS: To change the specification for
the active substance trifluridine to fully
comply with the Ph. Eur. monograph 2910
(including an update to the open part of
EMEA/ASMF/01133). B.l.b.1.c, IA -
Change in the specification parameters
and/or limits of an AS, starting
material/intermediate/ reagent - Addition of
a new specification parameter to the
specification with its corresponding test
method: To add Residue on ignition, Purity
and Capacity for caramel decoloration to
the specifications of one of the reagents.
B.l.b.1.c, IA - Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/ reagent - Addition of
a new specification parameter to the
specification with its corresponding test
method: To add Capacity for decomposing
neutral salt to the specifications of one of
the reagents. B.l.b.1.c, IA - Change in the
specification parameters and/or limits of an
AS, starting material/intermediate/ reagent
- Addition of a new specification parameter
to the specification with its corresponding
test method: To add Identification test to
the specifications of one of the starting
materials. B.l.b.1.c, IA - Change in the
specification parameters and/or limits of an
AS, starting material/intermediate/ reagent
- Addition of a new specification parameter
to the specification with its corresponding
test method: To add Identification to the
specifications of one of the reagents.
B.l.b.1.c, IA - Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/ reagent - Addition of
a new specification parameter to the
specification with its corresponding test
method: To add Assay to the
specifications of one of the reagents.
B.l.b.1.c, IA - Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/ reagent - Addition of
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a new specification parameter to the
specification with its corresponding test
method: To add Assay to the
specifications of one of the reagents.
B.l.b.1.c, IA - Change in the specification
parameters and/or limits of an AS, starting
material/intermediate/ reagent - Addition of
a new specification parameter to the
specification with its corresponding test
method: To add Description test and
Nitrates to the specifications of one of the
reagents. B.l.b.1.d, IA - Change in the
specification parameters and/or limits of an
AS, starting material/intermediate/reagent
- Deletion of a non-significant specification
parameter (e.g. deletion of an obsolete
parameter): To delete the non-significant
parameter ‘heavy metals’ from the
specifications of the active substance
Trifluridine (FTD). B.l.b.1.d, IA - Change in
the specification parameters and/or limits
of an AS, starting
material/intermediate/reagent - Deletion of
a non-significant specification parameter
(e.g. deletion of an obsolete parameter):
To delete the non-significant parameter
‘heavy metals’ from the specifications of
the active substance Tipiracil
Hydrochloride (TPI). B.ll.d.1.d, 1A -
Change in the specification parameters
and/or limits of the finished product -
Deletion of a non-significant specification
parameter: To delete the non-significant
parameter ‘elemental impurities’ from the
specifications of the finished product.
BBefeHHs1 3MiH NpoTArom 6-Tn Micauis
nicns saTBepmxeHHs. A7, IA -
Administrative change - Deletion of
manufacturing sites: To delete the
manufacturing site responsible for
elemental impurity testing of the finished
product Sumika Chemical Analysis
Service, Ltd., 3-1-135, Kasugadenaka,
Konohana-ku Osaka 554-0022 JAPAN
(JPN). A.7, IA- Administrative change -
Deletion of manufacturing sites: To delete
‘Anderson Brecon (UK) Limited (Trading
as PCI); Unit 1, Talgarth Business park,
Trefecca Road Talgarth, Brecon, Powys,
LD3 OPQ, United Kingdom’ as a site
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responsible for Primary and Secondary
Packaging of the finished product. A.7, IA-
Administrative change - Deletion of
manufacturing sites: To delete ‘Anderson
Brecon (UK) Limited (Trading as PCl);
Units 2-7, Wye Valley Business Park,
Brecon Road, Hay-on-Wye, Hereford HR3
5PG, United Kingdom’ as a site
responsible for Secondary Packaging, QC
testing and QP release of the finished
product.




