NMEPENIK

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

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

KOMOETEHTHUMW OPTAHAMW CMONMYYEHUX LUTATIB AMEPUKW, LUBENLAPCbKOI KOH®ELEPALLT, ANOHII, ABCTPAII,

KAHAAW, NIKAPCbKUX 3ACOBIB, LLO 3A LEHTPA/TIISOBAHOIO NMPOLUEAYPOKO SAPEECTPOBAHI KOMMNETEHTHAM OPIrAHOM

EBPOMNENCBLKOIrO COK3Y

Ne Hassa Popma sunycky 3asBHUK KpaiHa Bupo6Huk Kpaina PeecmpayjiliHa npoyedypa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka ¢hopma, BionyckKy peecmpayiliHo2o
3acoby ynakoska) nocsio4yeHHs
1 KICKANI TabneTku, BKPUTI HosapTic LBeiiLapis BMPOBOHULITBO: Cinranyp/ B.l.a.1.z type IB — Change 3a UA/18157/01/01
nNiBKOBOO Papma Al HosaprTic CiHranyp HimeuunHa/ in the manufacturer of AS |peyenmom
060/10HKO10, N0 200 dapmacbroTikan Lsenuapis or of a starting

Mmr, no 21 Tabnetui
y 6nictepi, no 3
6nictepn y
KapTOHHI kopobuy;
no 21 tabnetuiy
6nictepi, no 3
onictepuny
KapTOHHI kopobuiji,
no 3 KOpooKN y
KapTOHHI KopoobLi

MeHbtochekuepiHr Mre. NiT4.,
CiHranyp
YacCTKOBWiI1 KOHTPOJ1b SKOCTI,
NnepBMHHE Ta BTOPVHHE
nakyBaHHS:
HosapTic ®apma MNpogakiiH
'mM6X, HimeuunHa
YaCTKOBWIN KOHTPOJ1b SIKOCTI,
nepBMHHE Ta BTOPVHHE
nakyBaHHs:
Hosaprtic ®apma LUTeiiH AT,
LLiseliyapis
YacCTKOBWiN KOHTPO/Ib:
dapmaHanitvka CA,
LLBeiuapis
BUMYCK cepii:
HoBapTic ®apma 'mM6X,
HimeuunHa

material/reagent/intermedia
te for AS — Other variation
To add Raybow (Suzhou)
Pharmaceutical Co., Ltd.,
18 Tonglian Road, Bixi
Subdistrict, Changshu
Jiangsu 215537, China, as
a site responsible for
manufacture and quality
control testing of the active
substance and quality
control testing site of the
intermediate B8 (all tests
except metals.

A.4 type IA —
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
To change the name of the
site responsible for
manufacturing of the
intermediate B7 from
Suzhou Novartis Pharma
Technology Co., Ltd., 18
Tonglian Road, Riverside




Ne Hassa ®dopma sunycKy 3asBHUK Kpaina Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JlikapcbKo20 (nikapcbka ¢hopma, Bionycky peecmpayitiHo2o
3acoby yrnakoBkKa) nocsioYeHHs

Industrial Park, Changshu
Economic Development
Zone, 215537, China to

Raybow (Suzhou)

Pharmaceutical Co., Ltd.,

18 Tonglian Road, Bixi
Subdistrict, Changshu
Jiangsu 215537, China.

The site address has been

slightly adapted due to the
change in street name by

the local government with
no change in the physical
location.

B.l.b.1.z type IB — Change
in the specification
parameters and/or limits of
an AS, starting
material/intermediate/reage
nt - Other variation
To add specification
parameters with the
corresponding test
methods for solvents:

- 'ldentity by GC' and
‘ldentity by refractive index’
for methyl isobutyl ketone
- 'ldentity by GC' and
'ldentity by refractive index'
for methanol (used in
manufacture of compound
BIO)

- 'ldentity by GC' for
isopropanol (used in the
manufacture of final step of
active substance)
B.I.b.1.z type IB — Change
in the specification
parameters and/or limits of
an AS, starting
material/intermediate/reage
nt - Other variation
- To add specification
parameters with the
corresponding test




Ne Hassa ®dopma sunycKy 3asBHUK Kpaina Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JlikapcbKo20 (nikapcbka ¢hopma, Bionycky peecmpayitiHo2o
3acoby yrnakoBkKa) nocsioYeHHs
methods for reagents:
- 'Appearance by Visual

Examination’, 'ldentity by
Wet chemistry' and 'Assay
by Titration' for
hydrochloric acid 31% and
sodium hydroxide solution
32%
B.l.a.3.a type IA — Change
in batch size (including
batch size ranges) of AS or
intermediate - Up to 10-fold
increase compared to the
originally approved batch
size
To increase the batch size
of the intermediate B9 from
120 kg to 240 kg (B7 as
input) used in the
manufacturing process of
the active substance at
Raybow (Suzhou)
Pharmaceutical Co., Ltd..
B.l.a.3.a type IA — Change
in batch size (including
batch size ranges) of AS or
intermediate - Up to 10-fold
increase compared to the
originally approved batch
size
To increase the batch size
of the intermediate B10
from 400 kg to 620 (B9 as
input) used in the
manufacturing process of
the active substance at
Raybow (Suzhou)
Pharmaceutical Co., Ltd..
B.l.a.3.a type IA — Change
in batch size (including
batch size ranges) of AS or
intermediate - Up to 10-fold
increase compared to the
originally approved batch

Size




Ne Hassa ®dopma sunycKy 3asBHUK Kpaina Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JlikapcbKo20 (nikapcbka ¢hopma, Bionycky peecmpayitiHo2o
3acoby yrnakoBkKa) nocsioYeHHs

To increase the batch size
of the active substance
from 70 kg to 140 kg (B10
as input) manufactured at
Raybow (Suzhou)
Pharmaceutical Co., Ltd..
B.l.b.2.b type IA — Change
in test procedure for AS or
starting
material/reagent/intermedia
te - Deletion of a test
procedure for the AS or a
starting
material/reagent/intermedia
te, if an alternative test
procedure is already
authorised
To delete the alternative
test procedure 'ldentity by
IR (ATR)' for the solvent
methyl isobutyl ketone
used in the manufacturing
process of the active
substance at Raybow
(Suzhou) Pharmaceutical
Co., Ltd. Manufacturing
site.

B.l.b.2.b type IA — Change
in test procedure for AS or
starting
material/reagent/intermedia
te - Deletion of a test
procedure for the AS or a
starting
material/reagent/intermedia
te, if an alternative test
procedure is already
authorised
To delete the alternative
test 'ldentity by IR (thin
film)' for the solvent
isopropanol at Raybow
(Suzhou) Pharmaceutical
Co., Ltd. manufacturing

site.




Ne Hassa ®dopma sunycKy 3asBHUK Kpaina Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JlikapcbKo20 (nikapcbka ¢hopma, Bionycky peecmpayitiHo2o
3acoby yrnakoBkKa) nocsioYeHHs
B.l.b.2.b type IA — Change
in test procedure for AS or

starting
material/reagent/intermedia
te - Deletion of a test
procedure for the AS or a
starting
material/reagent/intermedia
te, if an alternative test
procedure is already
authorised
To delete the alternative
test 'ldentity by IR (ATR)'
for the solvent heptane at
Raybow (Suzhou)
Pharmaceutical Co., Ltd.
manufacturing site.
B.l.b.z type IB — Change in
control of the AS — Other
variation
Change in the
specifications of the
antistatic agent used in
step B9 at Raybow
(Suzhou) Pharmaceutical
Co., Ltd. Manufacturing
site.
B.l.a.2.atype IA —
Changes in the
manufacturing process of
the AS - Minor change in
the manufacturing process
of the AS
Minor change in the
manufacturing process of
the intermediate BIO to use
32% sodium hydroxide
solution instead of currently
approved 30% sodium
hydroxide solution at
Raybow (Suzhou)
Pharmaceutical Co., Ltd.
manufacturing site.
B.l.b.2.c type IB — Change

in test procedure for AS or




Ne Hassa ®dopma sunycKy 3asBHUK Kpaina Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JlikapcbKo20 (nikapcbka ¢hopma, Bionycky peecmpayitiHo2o
3acoby yrnakoBkKa) nocsioYeHHs

starting
material/reagent/intermedia
te — Other changes to a
test procedure for a
reagent, which does not
have a significant effect on
the overall quality of the AS
To replace the
'Spectroscopic' test method
by the '‘Colourimetric’ test
procedure for Iron testing
for the reagent sodium
chloride at Raybow
(Suzhou) Pharmaceutical
Co., Ltd. manufacturing
site.

B.l.b.z type IB — Change in
control of the AS — Other
variation
To add purified water
quality (used in B10
intermediate) at at Raybow
(Suzhou) Pharmaceutical
Co., Ltd. manufacturing
site.

B.l.a.1.z type IB — Change
in the manufacturer of AS
or of a starting
material/reagent/intermedia
te for AS — Other variation
To add Lianhe Chemical
Technology (Taizhou) Co.,
Ltd., No. 3 Donghai, 8th
Avenue Toumengang, New
District Taizhou Zhejiang
317016, China, as a
manufacturing site and
quality control site for the
intermediate B8 (i.e. steps
B8b, B8a and B8). In
addition, the following
changes have been made:
- Minor changes in the
manufacturing process of
the intermediate B8a for




Ne Hassa ®dopma sunycKy 3asBHUK Kpaina Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JlikapcbKo20 (nikapcbka ¢hopma, Bionycky peecmpayitiHo2o
3acoby yrnakoBkKa) nocsioYeHHs

crystallization temperature
- Minor changes in the
manufacturing process of
the intermediate B8 for
reaction temperature

- Decrease in the batch

size of the intermediate
B8a from 299 kg to 197 kg

(B8b as input)

- Decrease in the batch
size of the intermediate
B8b from 300 kg to 200 kg
(B8e as input)

- Decrease in the batch
size of the intermediate B8
from 412 kg to 271 kg (B8a
as input)

B.l.b.z type IB — Change in
control of the AS — Other
variation
To add potable water
quality (used in B8b and
B8a intermediates) at
Lianhe Chemical
Technology (Taizhou) Co.,
Ltd. Manufacturing site.




