NMEPENIK

NIKAPCbKUX 3ACOBIB LWOAO AKUX 3ABEPLUEHO PO3IrNA4 PEECTPALINHUX MATEPIANIB NMPO BHECEHHSA 3MIH A0

PEECTPALINHNX MATEPIANIB NPOTAroM Ali PEECTPALINHOIO NOCBIAYEHHA HA NIKAPCbKI 3ACOBU, AKI 3APEECTPOBAHI

KOMMNETEHTHAM OPFAHOM EBPOMENCbLKOIO COO3Y

KOMOETEHTHAMUW OPTAHAMW CMONYYEHUX LUTATIB AMEPUKW, BEJIMKOI BPUTAHII, LUBENLAPCBHKOI KOH®EAEPALIII,
ANOHII, ABCTPA/NII, KAHAAW, NMIKAPCbKUX 3ACOBIB, L0 3A LLEHTPA/TISOBAHOIO NMPOLEAYPOK 3APEECTPOBAHI

Ne Hassa MixHapoo Ha3ssa Koo dopma sunycky 3asaBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa YmoBu Howmep
n/n JliKapcbK0o20 Ha ditoyoi ATX (nikapcbka ¢hopma, npoyeodypa Bionycky peecmpayjitiHo2o
3acoby HerameH | pe4yoBUHU yrnakosKa) MocBi0OYEeHHs
mosaHa
Hassa*
1. OYOBPII™ Tazaroten | ranobetas | DO5A NIOCbINOH, TOB "BAYLU Ykpaina Brpo6HMUTBO, KaHnapa/ MepemileHHA 3a UA/18956/01/01
e and ony X55 0,01%/0,045%; no 45 XENC nakyBaHHs, Cnony4eHi OinbHUUi EnemeHT | peyenmom
ulobetasol | nponioHar, ry Ty6i, no 1 Ty6i B YKPAIHA" MapKyBaHHS, LWratn Maripianc
TasapoTeH KapTOHHil Kopobuj; no BUMYyCK cepii Ta Amepuikmn TekHoNomXN
60 ry Ty6i, no 1 Ty6i B [ocnigpKeHHs KaHapga IHk.,
KapTOHHI Kopo6uj; no cTabinbHOCTI: KaHapa (Element
100 r y Ty6i, o 1 Ty6i Bayw Xenc Materials
B KapTOHHIi kopo6ui KomnaHic IHk., Technology
KaHapga Canada Inc.,
Canada),
AnbTepHaTVBHa YHKLiAMYN AKOT €:
OiNbHUUSA, Ha SKil anbTepHaTMBHA
NnpoBOAATLCA AiNbHUUA, Ha KN
BUMYCK cepii Ta NPOBOAATLCA
[ocnigpKeHHs BMNPOGYBaHHSA
cTabinbHOCTI: L0MOMDKHNX
Bayw Xenc peyoBuVH, Ta
AmepuKac IHK., a/lbTepHaTUBHa
CnonyuyeHi Wrtatn [iNbHUUS, Ha Kl
Amepukn NnpoBOAATLCA
BMNPOBYBaHHA
AnbTepHaTuBHa APl
AiNbHULSA, Ha SKiR [MoTouHe
npoBOAATLCA MiCLIe3HaXOKEeHH
MiKpo6ionoriyHi a

LOCNIMKEHHS:
Macwuapik Bio/labe
(NBN), CnonyyeHi

Ltatn Amepukun

LinbHnus, Ha skin
npoBOAATLCSA
BMNPOGYBaHHS

2395 CnikmaH
[OpaiiB Micicora,
OHnTapio, KaHaaa,
L5K 1B3, KaHaga
(2395 Speakman

Drive,

Mississaugua,

Ontario, Canada,




iHcpysin, 50 mr; 10
oNakoHIB 3 NOPOLLKOM
y (ON1akoHi B KAPTOHHIl

Kopobui 3
MapKyBaHHSM
iTanincbkoto,
HiMeLbKOK Ta

aHrNilicbko MoBaMu
3i CTikepom

nakyBaHHs:
MateoH ITanisa
C.n.A, ITanis;
BTOPUHHE
nakyBaHHs, BUMYCK
cepi:
K'esi
PapmaLeyTuLi
C.n.A., lTanis;

attribute and/or

acceptance criteria
of an active

substance, starting
material/reagent/in
termediate used in
the manufacturing

process of the
active substance -

Ne Hassa MixxHapoo Hassa Koo ®dopma surnycKy 3asiBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa Ymosu Homep
n/n JliKapcbKo20 Ha ditoyoi ATX (nikapcbka chopma, npoyedypa Bionycky peecmpayjitiHo2o
3acoby HenameH | pe4yosUHU ynakoska) nocsioyeHHs1
mosaHa
Hassa*
po3Mipy Kpanesb L5K 1B3 Canada)
eMy/IbCil: [ponoHoBaHe
MapTtukan MiCLLe3HaxXOAKEHH
TekHonopxu Jlabe A
(AT), Cnonyyei 2599 CnikmaH
LWTatn Amepuku [Opaiis, Ochic 200,
210, Micicora,
AnbTepHaTUBHI OHTapio, L5K 1B1,
OiNbHUL, Ha AKNX KaHvapa
npoBOAATLCA (2599 Speakman
BUNPO6YBaHHSA Drive, Suite 200,
LOMOMDKHUX 210, Mississauga,
PEYOBUH: Ontario L5K 1B1
EnemeHt Canada)
Maripianc
TekHono4xXu
KaHaga IHK.,
KaHapa
EcxIEc KaHaga
IHK., KaHaga
EclxiEc KaHaga
IHK., KaHaga
Heodphapm /labe
IHK., KaHaga
2. KEHIFPEKCAN | Cangrelor | kanrpenop | BO1A NMOPOLLOK A/1A K'esi ABCTpis BMPOGHULTBO, ITanis/ Type IA-Q.l.b.1.c: 3a UA/17224/01/01
TeTpaHarp C25 KOHLeHTpary ans dapmac'toTike KOHTPO/b SKOCTI HimeuunHa/ Change in the peyernmom
in PO3UMHY ANA iH'EKLi / n3 rm6xX Ta nepBuHHE IpnaHgis specification




Ne Hassa MixxHapoo Hassa Koo ®dopma surnycKy 3asiBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa Ymosu Homep
n/n JliKapcbKo20 Ha ditoyoi ATX (nikapcbka chopma, npoyedypa Bionycky peecmpayjitiHo2o
3acoby HenameH | pe4osUHU ynakoska) nocsioyeHHs1
mosaHa
Hassa*
YKparHCbKO0 MOBOIO BWNYCK cepil: addition of a new
[Liacbapm MM6X & specification
Ko. KT, attribute with its
HimeuyumnHa; corresponding
BUNYCK cepil: analytical
Awput procedure and
dapmac'ioTikens acceptance

[LesirHeliteq,
AkTiBiTI KomnaHi,
Ipnangis

criteria: To add
test control for the
determination of
benzene content
as per ICH limit to
the specifications
of the starting
material Iso propyl
alcohol (1119P)
used in the
manufacturing
process of the
active substance
cangrelor
tetrasodium. The
limit is set to <2
ppm.

Type IA-Q.l.b.1.c:
Change in the
specification
attribute and/or
acceptance criteria
of an active
substance, starting
material/reagent/in
termediate used in
the manufacturing
process of the
active substance -
addition of a new
specification
attribute with its
corresponding




Ne Hassa MixxHapoo Hassa Koo ®dopma surnycKy 3asiBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa Ymosu Homep
n/n JliKapcbKo20 Ha ditoyoi ATX (nikapcbka chopma, npoyedypa Bionycky peecmpayjitiHo2o
3acoby HenameH | pe4osUHU ynakoska) nocsioyeHHs1
mosaHa
Hassa*
analytical
procedure and
acceptance

criteria: To add
test control for the
determination of
benzene content
as per ICH limit to
the specifications
of the starting
material Butanol
(302P) used in the
manufacturing
process of the
active substance
cangrelor
tetrasodium. The
limit is set to <2
ppm.

Type IB -
Q.l.b.2.a: Change
to analytical
procedure for
active substance
or starting
material/reagent/in
termediate used in
the manufacturing
process of the
active substance -
minor change to
an analytical
procedure for the
active substance:
Minor changes to
the method for
Identity, Assay,
and Impurities by
HPLC (DE- TM-
113.346) test




Ne
n/n

Hassa
JliKapcbKo20
3acoby

MixxHapoo
Ha
HernameH
mosaHa
Ha3sa*

Hassa
diroyoi
pe4yosuHuU

Koo
ATX

dopma sunycky
(nikapcbka chopma,
ynakoska)

3asBHUK

KpaiHa

Bupo6Huk

KpaiHa

PeecmpayjitiHa
npoyedypa

Ymosu
Bionycky

Homep
peecmpayjitiHo2o
nocsi0YeHHs

procedure for the
active substance
cangrelor
tetrasodium to (1)
update the method
code, (2)
implement
clarifications to the
handling
instructions, and
(3) tighten the
%RSD limit (the
%RSD of the main
peak area
response from the
first five injections
of Standard
Preparation 1 (n =
5) is updated from
<2.00% to <
0.73% to align with
Ph. Eur. 2.2.46
and USP <621>).

NAM3EAE

Velmanas
e alfa

Be/IMaHa3
a anba

A16A
B15

MOPOLLIOK A/15 PO3YNHY
Ans iHdoysii, 10 mr; no
10 mr y chnakoHi 3
MapKyBaHHSIM
aHrNincbKo MOBOI;
no 1 dnakoHy B
KapTOHHI kopoobu;i 3
MapKyBaHHSM
HIMELbKOIO MOBOIO 3i
CTVKepoM
YKparlHCbKO0 MOBOIO

K'e3i
dapmac'toTike
n3 rmex

ABCTpis

BMPOGHMLTBO
NiKapcbkoro
3acoby,
BMNPOGYBaHHSA
npv BUNYCKY,
BMNPOGYBaHHA Ha
CTabiNbHICTb,
nepeuHHe
nakyBaHHs:
MateoH Itanis
C.n.A, ITanis;
BUNPOGYBaHHSA
npu BUNYCKY,
BUNYCK cepii,
BTOPVHHE
nakyBaHHs,
36epiraHHAa Ta

ITanis/
®paHuis

C. HUMAN AND
VETERINARY
MEDICINAL
PRODUCTS -
C.l.z Change(s) in
the SmPC,
labelling or
package leaflet of
human medicinal
products in order
to adapt to a
recommendation
of a competent
authority , e.g. a
Core SmPC,
following the
assessment of an

3a
peyenmom

UA/18519/01/01




Ne
n/n

Hassa
JliKapcbKo20
3acoby

MixxHapoo
Ha
HernameH
mosaHa
Ha3sa*

Hassa
diroyoi
pe4yosuHuU

Koo
ATX

dopma sunycky
(nikapcbka chopma,
ynakoska)

3asBHUK

KpaiHa

Bupo6Huk

KpaiHa

PeecmpayjitiHa
npoyedypa

Ymosu
Bionycky

Homep
peecmpayjitiHo2o
nocsi0YeHHs

ancTpubyuis:
K'esi
dapmaveyTuui
C.n.A,, ITanis;
BMNPOGYBaHHSA
npv BUNYCKY:
nve HeBuanMmi
YyacTku:
KoHthapma
®paHuis -
Fom6ypr, ®paHuis;

NAN-TecT,
HEeBUAMMI YacTKu:
€BpodpiHc bionab

Cpn, ITanis

Urgent Safety
Restriction etc.
Implementation of
wording agreed by
the competent
authority that
require additional
minor assessment,
e.g. translations
are not yet agreed
upon -Variation
type IB:

To update section
4.8 of the SmPC
by adding three
IRR events
(apathy, pallor and
hypotonia)
recommendation
following the 7th
Annual
Reassessment -
procedure no
EMA/S/000025741
5. Consequently,
section 4 of the PL
has been updated.

3MiHV BHECEHO [0
IHCTpYKUiT ans
MeAnYHOro
3acTOCyBaHHsA
nNiKapcbkoro
3acoby Ao po3ainy
"Mo6iuHi peakuii”.
BBeneHHs 3MiH
npoTarom 6
MicauiB nicns
3aTBEPAKEHHS.

OHKACIMAP®

Pegasparg

neracnapr

LO1XX

MOPOLLIOK A5 PO3UUHY

Ne

dpaHuin

BUNPOGYBaHHSA

CLUA/

B.l.a.2.a, type IB

3a

UA/18776/01/01




MOy chnakoHi; no 1
hnakoHy B KOPO6Li 3
KapToHYy 3
MapKyBaHHSIM
YKpPaiHCLKOH MOBOIO;
no 3750 MO y
NakoHi 3
MapKyBaHHSM
iHO3EMHOI0 MOBOIO; N0
1 chnakoHy B
cTaHAapTHO-
€KCMOPTHIl ynakosLi 3
MapKyBaHHSM
iHO3EMHOI0 MOBOIO,
Aka MICTUTbCA B
KOpOOGLIi 3 KAPTOHY 3
MapKyBaHHSM
YKpaiHCLKOK MOBOIO;
no 3750 MO y
chnakoHi 3
MapKyBaHHSM
iHO3eMHOI0 MOBOIO; MO
1 donakoHy B kopobui 3
KapToHYy 3
MapKyBaHHSAM
iHO3eMHOI0 MOBOIO 3i
CTiKEPOM YKpaiHCbKO
MOBOIO

NPOHUKHEHHS
6apBHUKA):
Asicta ®apma
ContowwHc, IHK.,
CLUA;
KoHTponb sikocTi
nig, yac BMNycky
npoaykTy 3a
NOKa3HUKOM yac
BiJHOB/IEHHS,
npo30piCTb,
30BHILLHIl BUrNAA,
pH, fomilku,
BU3HAYEHHS
TNBS,
KOHUEeHTpauis
6inka, cuna
Lii/aKTUBHICTb,
crneungivHa(nnTo
Ma) aKTUBHICTb,
OfHOPIAHICTb
[030BaHNX
OAVHWLb, BMIiCT
BOJIOTM, YNCTOTA,
ieHTUYHICTb!
Enufla6n’'toBaii
dapma Cepsices
'm6X, HimeuunHa;
BUNPOGYBaHHSA
cTabinbHOCTI,
KOHTPONb SKOCTI
nig, yac BunycKky
NPoAykKTY,
MapKyBaHHSA Ta
BTOPWHHE
nakyBaHHS:
Ekcenig, IHK.,

CLIA;

process of the
active substance:
Minor changes in
the manufacturing
process of the
active substance
intermediate L-
Asparaginase to
the pre-culture
step target
OD600nm (seed
expansion stage).
BBefeHHSA 3MiH
npoTarom 6
MicaiB nmicns
3aTBEPMAKEHHS.
B.l.a.2.a, type IB
Minor change in
the manufacturing
process of the
active substance:
Minor changes in
the manufacturing
process of the
active substance
intermediate L-
Asparaginase to
change
chromatography
column packing
parameters
(HETP) as a result
of scale-up.
BBeneHHs 3MiH
npoTarom 6
MicauiB nicns
3aTBEPKEHHS.

B.l.a.2.a, type IB

Ne Hassa MixxHapoo Hassa Koo ®dopma surnycKy 3asiBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa Ymosu Homep
n/n JliKapcbKo20 Ha ditoyoi ATX (nikapcbka chopma, npoyedypa Bionycky peecmpayjitiHo2o
3acoby HenameH | pe4yosUHU ynakoska) nocsioyeHHs1
mosaHa
Hassa*
ase asa 24 ONS iH'eKUiA/iHdy3in, NabopaTtyap cTabinbHOCTI HimeuunHa/ Minor change in peyenmom
750 MO/mn; no 3750 CepB'e (BunpobyBaHHS Ha dpaHuis the manufacturing




Ne Hassa MixxHapoo Hassa Koo ®dopma surnycKy 3asiBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa Ymosu Homep
n/n JliKapcbKo20 Ha ditoyoi ATX (nikapcbka chopma, npoyedypa Bionycky peecmpayjitiHo2o
3acoby HenameH | pe4yosUHU ynakoska) nocsioyeHHs1
mosaHa
Hassa*

KOHTPO/b AKOCTI
nig, yac BMMNycKy
npoaykTy 3a
MOKa3HNKOM
CTEPUNIBHICTD,
MeXaHiuHi
BK/TOYEHHS
(HeBuanMI
4yacTkm),
6akTepianbHi
€HA0TOKCUHU:
Na6op IC CE &
Ko. KT,
HimeuumnHa,;
MapkyBaHHs,
BTOPVHHE
nakyBaHHS1, BUMYCK
cepii roToBoro
nikapcbkoro
3acoby:
Jlabopatopii
Ceps'e IHgacTpi,
PpaHuis;
BMPOGHMLTBO,
KOHTPO/b AKOCTI
nig, yac BMMNycKy
npoaykTy 3a
NOoKa3HUKOM BMIiCT
BOAM:
NiogpinizeniwH
Cepsices o H'to
IHrneHa, IHK.,
CLUA;
MapkyBaHHs,
BTOPVHHE
nakyBaHHS:
[epe JloxicTik,
®paHuin

Minor change in
the manufacturing
process of the
active substance:
Minor changes in
the manufacturing
process of the
active substance
intermediate L-
Asparaginase to
change
chromatography
column packing
parameters
(Asymmetry) as a
result of scale- up.

BBeneHHA 3MiH
npoTArom 6
Micauis nicna
3aTBEPKEHHS.
B.l.a.2.a, type IB
Minor change in
the manufacturing
process of the
active substance:
Minor changes in
the manufacturing
process of the
active substance
intermediate L-
Asparaginase to
change the
number of Column
Volumes of elution
buffer used for
chromatography
steps.
BBefeHHS 3MiH
npotarom 6




Ne Hassa MixxHapoo Hassa Koo ®dopma surnycKy 3asiBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa Ymosu Homep
n/n JliKapcbKo20 Ha ditoyoi ATX (nikapcbka chopma, npoyedypa Bionycky peecmpayjitiHo2o
3acoby HenameH | pe4osUHU ynakoska) nocsioyeHHs1
mosaHa
Hassa*
micsuiB nicns

3aTBEPKEHHS.
B.l.a.2.a, type IB
Minor change in
the manufacturing
process of the
active substance:
Minor changes in
the manufacturing
process of the
active substance
intermediate L-
Asparaginase to
use a new liquid
Ammonium
sulphate buffer to
condition the
Phenyl Sepharose
load material.
BBefeHHA 3MiH
npoTarom 6
MicauiB nmicns
3aTBEPLKEHHS.
B.l.a.2.a, type IB
Minor change in
the manufacturing
process of the
active substance:
Minor changes in
the manufacturing
process of the
active substance
intermediate L-
asparaginase to
extend the
upstream and
downstream
process buffers
shelf-life from 31

days to 122 days.




Ne Hassa MixxHapoo Hassa Koo ®dopma surnycKy 3asiBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa Ymosu Homep
n/n JliKapcbKo20 Ha ditoyoi ATX (nikapcbka chopma, npoyedypa Bionycky peecmpayjitiHo2o
3acoby HenameH | pe4osUHU ynakoska) nocsioyeHHs1
mosaHa
Hassa*

packaging for the

BBegeHHs 3MiH
npoTarom 6
micsuiB nicns
3aTBEPLKEHHS.
B.l.a.4.b, type IB
Addition of a new
in-process test
and limits:
To include protein
loading range
limits for
ultrafiltration steps
(UF/DF1 and
UF/DF2) for the
active substance
intermediate (L-
Asparaginase) 4K
scale process. The
range/limit is set to
46.8- 90.7 g/m2
for UF/DF1 and
51.0-99.6 g/m2 for
UF/DF2 steps.
BBegeHHs 3MiH
npoTArom 6
MicsLiB nmicns
3aTBEPLKEHHS.
B.l.c.l.c, type IB
Liquid active
substances (non
sterile):
To introduce an
alternative
immediate

biological active
substance

intermediate L-

asparaginase.

10

BBeneHHs 3MiH



Ne Hassa MixxHapoo Hassa Koo ®dopma surnycKy 3asiBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa Ymosu Homep
n/n JliKapcbKo20 Ha ditoyoi ATX (nikapcbka chopma, npoyedypa Bionycky peecmpayjitiHo2o
3acoby HenameH | pe4osUHU ynakoska) nocsioyeHHs1
mosaHa
Hassa*
npoTArom 6
MicsLiB micns
3aTBEPKEHHA.
B.l.a.3.c, type Il
The change
requires

assessment of the

comparability of a

biological/immunol
ogical active
substance:

To include an
alternative batch
size of 4000 L
(3000 L approx.
working volume)
for the biological
active substance
intermediate L-
asparaginase
manufactured at
Lonza, Visp,
Switzerland, in
addition to the
currently approved
batch size of 1000
L (900 L working
volume).
BeefeHHs 3MiH
npoTArom 6
MicauiB nicns
3aTBEPLKEHHS.
B.l.a.2.c, type Il
The change refers
to a biological /
immunological
substance or use
of a different
chemically derived
substance in the

11




Ne Hassa MixxHapoo Hassa Koo ®dopma surnycKy 3asiBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa Ymosu Homep
n/n JliKapcbKo20 Ha ditoyoi ATX (nikapcbka chopma, npoyedypa Bionycky peecmpayjitiHo2o
3acoby HenameH | pe4osUHU ynakoska) nocsioyeHHs1
mosaHa
Hassa*
manufacture of a
biological/immunol

ogical substance,
which may have a
significant impact
on the quality,
safety and efficacy
of the medicinal
product and is not
related to a
protocol:
Changes to the
manufacturing
process of the
biological active
substance
intermediate L-
Asparaginase to
reuse Ultrafiltration
membranes used
in the L-
Asparaginase
manufacturing
process.
BBegeHHs 3MiH
npoTarom 6
micsuiB nicns
3aTBEPLKEHHS.
B.l.b.2.d, type Il
Substantial
change to or
replacement of a
biological/
immunological/
immunochemical
test method or a
method using a
biological reagent
for a biological

active substance:

12




Ne Hassa MixxHapoo Hassa Koo ®dopma surnycKy 3asiBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa Ymosu Homep
n/n JliKapcbKo20 Ha ditoyoi ATX (nikapcbka chopma, npoyedypa Bionycky peecmpayjitiHo2o
3acoby HenameH | pe4osUHU ynakoska) nocsioyeHHs1
mosaHa
Hassa*

To introduce
SoloVPE as an
alternative
analytical method
used to determine
protein
concentration for
the biological
active substance
intermediate L-
asparaginase.
BBeneHHs 3MiH
npoTarom 6
MicauiB nicns
3aTBEPKEHHS.
B.l.b.2.d, type Il
Substantial
change to or
replacement of a
biological/
immunological/
immunochemical
test method or a
method using a
biological reagent
for a biological
active substance:
To introduce an
alternative ELISA
kit for the host cell
protein test
method for the
biological active
substance
intermediate L-
asparaginase.
BBeneHHA 3MiH
npoTarom 6
Micauis nicna
3aTBEPKEHHS.

13
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