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, LUBENLAPCbHKOI KOH®EAEPALLIT, ANOHII, ABCTPAII,

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

EBPOMNENCbLKOIo CO3Y

Ne Hassa dopma sunycky 3assHukK Kpaina Bupo6Huk Kpaina PeecmpayjiliHa npoyedypa Ymosu Howmep
n/n JliKapcbKo20 (nikapcbka ¢hopma, Bgionycky | peecmpayiliHo2o
3acoby ynakoska) NocBi0YeHHs1
1. ASALUNTNAVH NOPOLLIOK A/151 CyCneH3il CaHpi03 CnoseHis BUMYCK cepil: CnoseHisa/ Type IA - B.l.b.1.c - Change in pa UA/19561/01/01
CAHAO3® ons iH'ekuijin, 100 mr; no 1 dapmacboTikan3 Jlex dapmaneBTUYHA HimeuuunHa/ the specification parameters peyenmom
(h1aKOHY 3 MOPOLLUKOM Y a.a. KomnaHia A.4., CnoseHis; IHpia/ and/or limits of an active
KapTOHHi KopobLyi BUMNYCK cepil: ManbTa substance, starting
Cantotac dapma M'mbX, materiallintermediate/reagent
HimeuunHa,; used in the manufacturing
BMPOOHULITBO process of the active substance
Hepo3hacoBaHOro - Specific optical rotation

NpoayKTy, NepBrHHe Ta
BTOPUHHE NaKyBaHHS,
TeCTyBaHHA:

MCH Na6opaTopic MpaiiBat
Nimiten, IHAiA; TeCTyBaHHS:
dapmagokc Xenckep fita,
ManbTa

The Specification for Specific
optical rotation for active
substance is included for better
quality requirment.
Consequence change has been
made to DPM specification and
analytical procedure same as
made in DSM specification and
analytical procedure.
Type IA - B.l.b.1.d - Change in
the specification parameters
and/or limits of an active
substance, starting
material/intermediate/reagent
used in the manufacturing
process of the active substance
- Heavy metals
The risk assessment for the
elemental impurities as per ICH
Q3D was performed and
accordingly the Heavy metals test
has been removed.
Consequence change has been
made to DPM specification and
analytical procedure same as
made in DSM specification and
analytical procedure.
Type IA - B.l.b.1.b - Change in
the specification parameters
and/or limits of an active
substance, starting
materiall/intermediate/reagent




Ne Hassa ®opma surnycKy 3asBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka gpopma, Bionycky | peecmpayitiHo2o
3acoby yrnakoska) nocsi04YeHHs1

used in the manufacturing
process of the active substance
- Related substances by HPLC
Based on the available drug
substabce barches trend data,
specification limits has been
tightened.
Consequence change has been
made to DPM specification and
analytical procedure same as
made in DSM specification and
analytical procedure.

Type IA - B.l.b.1.b - Change in
the specification parameters
and/or limits of an active
substance, starting
materiallintermediate/reagent
used in the manufacturing
process of the active substance
- Bacterial Endotoxin
Based on the available drug
substabce barches trend data,
specification limits has been

tightened.
Consequence change has been
made to DPM specification and
analytical procedure same as
made in DSM specification and
analytical procedure.

Type IA - B.l.b.2.a - Change in
the test procedure for active
substance or starting
materiallreagent/intermediate
used in the manufacturing
process of the active substance
- Assay by HPLC
In the test procedure for Assay by
HPLC the note for Solution and
Mobile Phase stability is included
based on analytical method
validation date.
Consequence change has been
made to DPM specification and
analytical procedure same as
made in DSM specification and
analytical procedure.




Ne Hassa ®opma surnycKy 3asBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka gpopma, Bionycky | peecmpayitiHo2o
3acoby yrnakoska) nocsi04YeHHs1
Type IA - B.L.b.1.b - Change in

the specification parameters
and/or limits of an active
substance, starting
materiallintermediate/reagent
used in the manufacturing
process of the active substance
- Tetra acetyl ribofuranose
content by GC
Based on the available drug
substabce barches trend data,
specification limits has been
tightened.
Consequence change has been
made to DPM specification and
analytical procedure same as
made in DSM specification and
analytical procedure.

Type IA - B.l.b.2.a - Change in
the test procedure for active
substance or starting
materiallreagent/intermediate
used in the manufacturing
process of the active substance
- Water content by KFR
The test procedure for
determination of water content for
active substance is updated from
manural instrument method to
automated instrument method as
per current practice. However,
there is no change in the testing
procedure of water determination.
Consequence change has been
made to DPM specification and
analytical procedure same as
made in DSM specification and
analytical procedure.

Type IA - B.l.b.2.a - Change in
the test procedure for active
substance or starting
materiallreagent/intermediate
used in the manufacturing
process of the active substance
- Related substances by HPLC

In the test procedure for related




Ne Hassa ®opma surnycKy 3asBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka gpopma, Bionycky | peecmpayitiHo2o
3acoby yrnakoska) nocsi04YeHHs1

substances by HPLC the note for
Solution and Mobile Phase
stability is included based on
analytical method validation date.
Consequence change has been
made to DPM specification and
analytical procedure same as
made in DSM specification and
analytical procedure.

Type IA - B.l.b.2.a - Change in
the test procedure for active
substance or starting
materiallreagent/intermediate
used in the manufacturing
process of the active substance
- Tetra acetyl ribofuranose
content by GC
In the test procedure for Tetra
acetyl ribofuranose content by GC
the note for Solution and Mobile
Phase stability is included based
on analytical method validation

date.
Consequence change has been
made to DPM specification and
analytical procedure same as
made in DSM specification and
analytical procedure.

Type IA - B.l.b.2.a - Change in
the test procedure for active
substance or starting
materiallreagent/intermediate
used in the manufacturing
process of the active substance
- Limit of 1-B-D-ribofuranosyl-3-
gunylurea by HPLC
In the test procedure for Limit of 1-
[3-D-ribofuranosyl-3-gunylurea by
HPLC the note for Solution and
Mobile Phase stability is included
based on analytical method
validation date.
Consequence change has been
made to DPM specification and
analytical procedure same as
made in DSM specification and




Ne Hassa ®opma surnycKy 3asBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka gpopma, Bionycky | peecmpayitiHo2o
3acoby yrnakoska) nocsi04YeHHs1

analytical procedure.

Type IA - B.l.b.2.a - Change in
the test procedure for active
substance or starting
materiallreagent/intermediate
used in the manufacturing
process of the active substance
- Assay by HPLC
Note with respect to standard
solution and sample solution
preparation has been included for
additional precaution.
Similarity factor for the standard
solution has been included.
Order of injections has been
updated.

Type IA - B.l.b.2.a - Change in
the test procedure for active
substance or starting
materiallreagent/intermediate
used in the manufacturing
process of the active substance
- Residual solvents by GC
(Method-I)

Note with respect to standard
solution and sample solution
preparation has been included for
additional precaution.
Similarity factor for the standard
solution has been included.
Order of injections has been
updated.

Type IA - B.l.b.2.a - Change in
the test procedure for active
substance or starting
materiallreagent/intermediate
used in the manufacturing
process of the active substance
- Residual solvents by GC
(Method-I1)

Note with respect to standard
stock solution preparation-1 & 2
has been included for better
clarity.

Note with respect to standard
solution and sample solution




NpoayKTy, NepBMHHE Ta
BTOPVHHE NakKyBaHHS,
TeCTyBaHHS:

MCH Na6opartopic MpaiBat
NimiTen, IHAIA; TeCTyBaHHA:
dapmagokc Xenckep Jita,
ManbTa

Minor changes in the
manufacturing process were
necessary to conducty the scale

up.
Type II: B.lIl.b.4 - Change in the
batch size (including batch size
ranges) of the finished product
d) The change relates to all other
pharmaceutical forms
manufactured by complex
manufacturing processes
Scale up from 63.90 Kg
(Equivalent to 65.0 L/4248 vials) to
181.8 Kg (Equivalent to 185.0
L/12091 vials) to increase
commercial capacity.

Ne Hassa ®opma surnycKy 3asBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka gpopma, Bionycky | peecmpayitiHo2o
3acoby yrnakoska) nocsi04YeHHs1
preparation has been included for
additional precaution.
Similarity factor for the standard
solution has been included.
Order of injections has been
updated.
2. A3ALUNTUONH NOPOLLOK A8 CycneHsil CaHpo3 CnoseHis BUNYCK cepil: CnoseHis/ Type IA: B.ll.b.3 - Change in the 3a UA/19561/01/01
CAHAO3® Ons iH'ekuid, 100 mr; no 1 dapmacboTikan3 Nex dapmaneBTUUHA HimeyuunHa/ manufacturing process of the peuenmom
(h1aKoHy 3 MOPOLLKOM Y 0.0, KoMnaHis g.4., CnoseHis; IHgis/ finished product, including an
KapTOHHI Kopo6Lyi BUNYCK cepil: ManbTa intermediate used in the
Cantotac ®apma 'mM6X, manufacture of the finished
HimeuunHa,; product
BVPOGHMLTBO a) Minor change in the
Hepo3hacoBaHOro manufacturing process




