NMEPENIK

NIKAPCbKNX 3ACOBIB LLOAO AKUX SABEPLLEHO PO3I/IAA4, PE€CTP6LI,II7IHI/IX MATEPIA/IB NPO BHECEHHA
3MIH 4O PEECTPAUINHNX MATEPIANIB NMPOTAIOM All PEECTPALINHOIO NocCBIAYEHHA HA NNIKAPCDBKI
3ACOBMU, AKI SAPEECTPOBAHI KOMMNETEHTHUMW OPITAHAMWU CNONMYYEHUX WUTATIB AMEPUKW,

LLBEALLAPCbKOI KOH®EAEPALLI, ANOHIT, ABCTPA/II, KAHAAW, NIKAPCbKNX 3ACOBIB, LLIO 3A

LEHTPANISOBAHOIKO NMPOUEAYPOK SAPEECTPOBAHI KOMMNETEHTHAM OPIrAHOM

EBPOMENCbLKOIro CO3y

Ne Hassa ®dopma sunycKy 3asBHUK KpaiHa Bupo6Huk KpaiHa Peecmpayjitina npoyedypa Ymosu Homep
n/n JliKapcbKO20 (nikapcbka ¢hopma, BionycKky peecmpayiliHo2o
3acoby yrnakoska) nocsi04YeHHs1
1. CO/NIKBA PO34mMH ANs iH exuiii, 100 TOB "CaHodi- YkpaiHa CaHodhi-ABeHTiC HimeuunHa B.l.a.2.c - Changes in the 3a UA/16774/01/01
Op./mn+50 Mkr/mn, Ne3 ABeHTIC YKpaiHa" [Hoiunang TM6X manufacturing process of the AS - peyenmom

a6o Ne5: o 3 mny
KapTpigXi, BMOHTOBaHOMY
B OZJHOPA30BY LUMNPWUL-
pyuKy; no 3 abo no 5
LUNPUL-PYYOK B KAPTOHHIl
KopobLi. Fonkn B ynakoBky
He BK/THOYEHI

The change refers to a [-] substance
in the manufacture of a
biological/immunological substance
which may have a significant impact
on the medicinal product and is not
related to a protocol Type II:

To implement changes to the
manufacturing process at several
steps (adaptation of selected
process parameters of subsequent
steps to the purer cleavage solution
and higher yield) of insulin glargine
drug substance, with the introduction
of an alternative recombinant trypsin
variant TRY-1052 to the current
trypsin variant S172A for the
cleavage of pre pro-insulin glargine
in step 9 of the process and related
process adaptations: - Step 9:
adaptation of pH range during
cleavage, addition of CaCl2 to
enhance cleveage reaction and
taylored trypsin concentration for the
newly introduced trypsin variant. -
Step 10: adaptation of column
loading and pH. - Step 11:
adaptation of column loading, pH,
gradient and 1-propanol content. -
Step 12: adaptation of column
loading. Wild type trypsin will be
deleted from the applications as not
used anymore. B.l.a.3.a - Change in
batch size (including batch size




Ne Hassa dopma BUMYCKY 3assHUK KpaiHa Bupo6Huk KpaiHa PeecmpayitiHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka gpopma, BionycKy peecmpayjiliHo2o
3acoby yrnakoska) nocsi04YeHHs1

ranges) of AS or intermediate - Up to
10-fold increase compared to the
originally approved batch size Type
IB: To increase the batch size linked
to process yield improvement for
TRY 1052: one fermentation run will
yield one or two final batches (due to
equipment capacity), which can be
traced back to a single bioreactor.
B.l.a.2.z - Changes in the
manufacturing process of the AS -
Other variation Type IB: To
extended the storage of crystalline
insulin glargine after reversed phase
chromatography (step 12): the
change proposes to establish an
extended storage of crystalline
insulin glargine at ? 8°C from today
14 days to up to 60 days, supported
by validation data. B.l.a.2.z -
Changes in the manufacturing
process of the AS - Other variation
Type IB: Ti implement other minor
updates to the manufacturing
process description related to results
gained from additional process
knowledge and studies: - Step 3:
adaptation of pH. - Step 8:
adaptation of L-cysteine
concentration and pH. - Step 10:
adaptation of linear flow elution. -
Step 11: adaptation of column
loading & pH, adjustment of 1-
propanol content in eluate, more
concise description of gradient. -
Step 12: adaptation of column
loading & pH of elution buffer, more
concise description of gradient,
adjustments of crystallization
parameters. B.l.a.4.z - Change to in-
process tests or limits applied during
the manufacture of the AS - Other
variation Type IB: To implement a
change referring to the upgrade of
Critical Process Parameters, related
to additional process knowledge and
studies CPP 3.2., CPP 8.1, CPP 9.1,
CPP10.1, CPP 11.1, CPP 11.2, CPP
11.3, CPP 11.4, CPP 12.1,




a6o Ne5: no 3 mny
KapTpigXi, BMOHTOBaHOMY
B O[JHOPA30BY LUNPUL-
pyuKy; no 3 abo no 5
LUNPUL-PYYOK B KAPTOHHIl
Kopo6Li. M0NKM B yNakoBKy
He BK/TIOYeHi

The change refers to a [-] substance
in the manufacture of a
biological/immunological substance
which may have a significant impact
on the medicinal product and is not
related to a protocol Type II:

To implement changes to the
manufacturing process at several
steps (adaptation of selected
process parameters of subsequent
steps to the purer cleavage solution
and higher yield) of insulin glargine
drug substance, with the introduction
of an alternative recombinant trypsin
variant TRY-1052 to the current
trypsin variant S172A for the
cleavage of pre pro-insulin glargine
in step 9 of the process and related
process adaptations: - Step 9:
adaptation of pH range during
cleavage, addition of CaCl2 to
enhance cleveage reaction and
taylored trypsin concentration for the
newly introduced trypsin variant. -
Step 10: adaptation of column
loading and pH. - Step 11:
adaptation of column loading, pH,
gradient and 1-propanol content. -
Step 12: adaptation of column
loading. Wild type trypsin will be
deleted from the applications as not
used anymore. B.l.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 Type
IB: To increase the batch size linked
to process yield improvement for
TRY 1052: one fermentation run will
yield one or two final batches (due to
equipment capacity), which can be
traced back to a single bioreactor.
B.l.a.2.z - Changes in the
manufacturing process of the AS -
Other variation Type IB: To

Ne Hassa dopma BUMYCKY 3assHUK KpaiHa Bupo6Huk KpaiHa PeecmpayitiHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka gpopma, BionycKy peecmpayjiliHo2o
3acoby yrnakoska) nocsi04YeHHs1
CPP12.2, CPP12.3, CPP12.4, CPP
13.1.
2. CO/IKBA PO34mMH ANs iH exuiii, 100 TOB "CaHodi- YkpaiHa CaHodi-ABEHTIC Himeuunna B.l.a.2.c - Changes in the 3a UA/16775/01/01
Op./mn+33 Mkr/mn, Ne3 ABeHTIC YKpaiHa" [Doiunang Tm6X manufacturing process of the AS - peyenmom




Ne
n/n

Hassa
NiKapcbKo20
3acoby

dopma BUMYCKY
(nikapcbka gpopma,
yrnakoska)

3asBHUK

KpaiHa

Bupo6Huk

KpaiHa

PeecmpayitiHa npoyedypa

Ymosu
BiOnycKy

Homep
peecmpayjiliHo2o
nocsio4yeHHs

extended the storage of crystalline
insulin glargine after reversed phase
chromatography (step 12): the
change proposes to establish an
extended storage of crystalline
insulin glargine at ? 8°C from today
14 days to up to 60 days, supported
by validation data. B.l.a.2.z -
Changes in the manufacturing
process of the AS - Other variation
Type IB: Ti implement other minor
updates to the manufacturing
process description related to results
gained from additional process
knowledge and studies: - Step 3:
adaptation of pH. - Step 8:
adaptation of L-cysteine
concentration and pH. - Step 10:
adaptation of linear flow elution. -
Step 11: adaptation of column
loading & pH, adjustment of 1-
propanol content in eluate, more
concise description of gradient. -
Step 12: adaptation of column
loading & pH of elution buffer, more
concise description of gradient,
adjustments of crystallization
parameters. B.l.a.4.z - Change to in-
process tests or limits applied during
the manufacture of the AS - Other
variation Type IB: To implement a
change referring to the upgrade of
Critical Process Parameters, related
to additional process knowledge and
studies CPP 3.2., CPP 8.1, CPP 9.1,
CPP10.1, CPP 11.1, CPP 11.2, CPP
11.3, CPP 11.4, CPP 12.1,
CPP12.2, CPP12.3, CPP12.4, CPP
13.1.

KEHIPEKCAN

MOPOLLIOK AnS
KOHLEHTPATY A/151 PO34NHY
Ans iH'ekuiii / iHdysin, 50
Mr; no 50 Mry dh1iakoHi, no
10 h/1aKoHIB B KAPTOHHIl
KOpOoO6Li

K'esi
dapmac'toTikens
eX

ABCTpIs

BUPOBHMLTBO,
KOHTPO/Ib AKOCTI
Ta nepBuHHe
nakyBaHHS:
MarteoH Itanis
C.n.A,, Itanis;
BTOPWHHE
nakyBaHHs: K'e3i
dapmaueyTuui
C.n.A., Itanis,

ITania/
HimeuunHa

C.1.11.b - Introduction of, or
change(s) to, the obligations and
conditions of a marketing
authorisation, including the RMP -
Implementation of change(s) which
require to be further substantiated by
new additional data to be submitted
by the MAH where significant
assessment is required Type II:
Submission of an updated RMP

3a
peyenmom

UA/17224/01/01




Ne Hassa dopma BUMYCKY 3assHUK KpaiHa Bupo6Huk KpaiHa PeecmpayitiHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka gpopma, BionycKy peecmpayjiliHo2o
3acoby yrnakoska) nocsi04YeHHs1
BUNYCK cepil: (version 3.1) in order to revise the

Xanbca ®apma
'M6X, HimeuyunHa

objectives, the safety concerns to
address and the milestones for a
study listed as category 3 in the
RMP: a multicentre retrospective
observational study of patients
undergoing percutaneous coronary
intervention (PCI) who receive
cangrelor and transition to either
clopidogrel, prasugrel or ticagrelo
(ARCANGELO - ltalian prospective
study on cangrelor). The protocol
synopsis of the PASS is included in
the Annex to the RMP. In addition,
the RMP and the list of safety
concerns are revised in accordance
with the GVP Module V guideline
(rev. 2).




