NMEPENIK

NIKAPCbKUX 3ACOBIB LWOAO0 AKNX 3ABEPLLUEHO PO3rNa4 PEECTPALINHNX MATEPIANIB NPO BHECEHHA 3MIH 40

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

KOMMNETEHTHUAMW OPFAHAMU CMOJTYYEHUX WUTATIB AMEPUKW, LUBENLAPCBHKOI KOHOELEPALLN, AMOHII, ABCTPAII,

KAHAAW, NIKAPCbKNX 3ACOBIB, LWO 3A LEHTPANIBOBAHOLO MNMPOLIEAYPOLO 3APEECTPOBAHI KOMMNETEHTHAM OPIrAHOM
EBPOIMNENCBLKOIo COKO3Y

Ne Hassa Popma sunycky 3assHuUK Kpaina Bupo6Huk KpaiHa PeecmpayjiliHa npoyedypa Ymosu Homep
n/n JNliKapcbKo20 (nikapcbka ¢hopma, BionycKy peecmpayiliHo2o
3acoby ynakoska) nocsi0O4YeHHs1
1. OHKACNAP® MOPOLLIOK AN15 po3unHy | Jle Nabopatyap ®paHuis BMNpobyBaHHA cTabinbHOCTI CLUA/ BHECEHHS 3MiH 0 peecTpaLinHux 3a UA/18776/01/01
ONs iH'ekUii/iHdy3ilA, CepB'e (BUnNpobyBaHHs Ha Himeuunna/ marepianie: B.Il.b.1.a — IAin- peyenmom
750 MO/mn; no 3750 NPOHVKHEHHSI 6apBHMKA): PpaHuis Replacement or addition of a

MO y cbnakoHi; no 1
chnakoHy B KOpoobLi 3
KapToHy 3
MapKyBaHHSAM
YKpaiHCbKOK MOBOIO;
no 3750 MO y
donakoHi 3
MapKyBaHHAM
iHO3eMHOI0 MOBOIO; MO
1 donakoHy B
CTaHfapTHO-
€KCMOPTHI ynakosLi 3
MapKyBaHHSAM
iHO3eMHOI0 MOBOIO,
sKa MiCTUTbCS B
KOpo6Li 3 KApTOHY 3
MapKyBaHHAM
YKpPaiHCLKOK MOBOIO;
no 3750 MO y
chnakoHi 3
MapKyBaHHAM
iHO3eMHOI0 MOBOIO; MO
1 donakoHy B KOpoo6Lji 3
KapToHy 3
MapKyBaHHSAM
iHO3eMHOI0 MOBOIO 3i
CTiKEPOM YKPAaTHCbKOI0
MOBOIO

ABicta ®apma ContoLHc, IHK.,
CLUA;

KoHTposb SiKOCTi nig, yac
BWMYCKY MPOAYKTY 3a
MOKa3HMKOM Yac BiJHOBNEHHS,
NpO30piCTb, 30BHiLLHIl BUrNAA,
pH, [OMILLKM, BU3HAUYEHHS
TNBS, KoHUEeHTpauis 6inka,
cuna gii/akTuBHICTb,
cneuudiyHa(nuToma)
aKTVBHICTb, O4HOPIAHICTb
[1030BaHNX OAVHWLIb, BMICT
BOJIOTU, YNCTOTA,
iLEHTNYHICTb:
Eiiy[abn’toBaii ®apma
Cepsice3 'M6X, HimeuunHa;
BMNPO6YyBaHHA CTabisIbHOCTI,
KOHTPO/b AKOCTI Nif, Yac
BUMYCKY NPOAYKTY,
MapKyBaHHS Ta BTOPUHHE
nakyBaHHs:

Ekcenig, IHk., CLUA;
KOHTPO/Ib SKOCTI Mif Yac
BUMYCKY NPOAYKTY 3a
NOKA3HNKOM CTEPUSIBHICT,
MeXaHiuHi BKOYEHHS
(HeBMAMMI YacTku),
6akTepiasibHi eHA0TOKCUHMU:
Na6op NC CE & Ko. KT,
HimeuuunHa,
MapkyBaHHs, BTOPUHHE
nakyBaHHs, BUNycK cepil
roTOBOro NikapcbKoro 3acooby:
Na6opaTtopii Ceps'e IHgacTpi,
®paHuis;

manufacturing site for the FP -
Secondary packaging site

To add Les Laboratoires Servier
Industrie, 905, route de Saran,
45520 GIDY, FRANCE, as an
alternative site responsible for

secondary packaging of the
Powder and solvent for solution for
injection/infusion, 750 U/ml
(EU/1/15/1070/002).

B.Il.b.1.a — IAin-Replacement or
addition of a manufacturing site for
the FP - Secondary packaging site

To add DERET LOGISTIQUE, 645
rue des Chataigniers, SARAN,
45770, France, as an alternative
site responsible for secondary
packaging of the Powder and
solvent for solution for
injection/infusion, 750 U/ml
(EU/1/15/1070/002).

B.l.b.1.b — IA - Change in the
specification parameters and/or
limits of an AS, starting
material/intermediate/reagent -
Tightening of specification limits

To tighten the specification
acceptance criteria for microbial
contamination for the raw material




Ne Hassa dopma sUMyCKY 3assHUK KpaiHa Bupo6Huk Kpaina PeecmpayjitliHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka gpopma, BionycKy peecmpayjiliHo2o
3acoby ynakoska) nocsi04YeHHs1
BMPOGHMLITBO, KOHTPO/1b Q Sepharose Fast Flow used in
the manufacturing process of L-

AKOCTI Nif, yac BUMYyCKy
NpoAyKTY 3a NOKa3HUKOM
BMICT BOAU:
NiodpinizeliwH Cepsice3 o
H'to IHrneHg, IHk., CLUA;
MapkyBaHHs1, BTOPUHHE
nakyBaHHs:
[Lepe JloxicTik, ®paHuis

Asparaginase from <100 CFU/mL
to <20 CFU/mL.

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 Endotoxin Test to the
specifications for Q Sepharose
Fast Flow used in the
manufacturing process of the
active substance, with acceptance
criteria <5.0 EU/mL.

B.ll.d.1.a - IB - Change in the
specification parameters and/or
limits of the finished product -
Tightening of specification limits

To tighten the specification limits
for Residual Water from ‘DP at
release and end of shelf-life: NMT
2.0%’ to ‘DP at release and end of
shelf-life: NMT 1.0%’.

B.ll.d.1.a — IB - Change in the
specification parameters and/or
limits of the finished product -
Tightening of specification limits

To tighten the specification limits

for Protein concentration from ‘DP
at release and end of shelf-life: 5.5
— 8.0 mg/mL’ to ‘DP at release and
end of shelf-life: 5.5 - 7.5 mg/mL’.

B.ll.d.1.a - IB - Change in the
specification parameters and/or
limits of the finished product -
Tightening of specification limits




Ne Hassa dopma sUMyCKY 3assHUK KpaiHa Bupo6Huk Kpaina PeecmpayjitliHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka gpopma, BionycKy peecmpayjiliHo2o
3acoby ynakoska) nocsi04YeHHs1

To tighten the specification limits
for Potency (Activity) from ‘DP at
release and end of shelf-life: 675 —
900 U/mL’ to ‘DP at release and
end of shelf-life: 675 — 855 U/mL’.

B.ll.d.1.a - IB - Change in the
specification parameters and/or
limits of the finished product -
Tightening of specification limits

To tighten the specification limits
for Specific Activity from ‘DP at
release and end of shelf-life: = 85
U/mg protein’ to ‘DP at release
and end of shelf-life: = 100 U/mg
protein’.

B.ll.d.1.a - IB - Change in the
specification parameters and/or
limits of the finished product -
Tightening of specification limits

To tighten the specification limits
for Total Free PEG amount from
‘DP end of shelf-life: < 4.0 mg/mL’
to ‘DP end of shelf-life: < 2.0
mg/mL’.

B.ll.d.1.a — IB Change in the
specification parameters and/or
limits of the finished product -
Tightening of specification limits

To tighten the specification limits
for 10K PEG amount from ‘DP end
of
shelf-life: < 0.4 mg/mL’ to ‘DP end
of shelf-life: < 0.2 mg/mL’.

B.l.b.1.b: - IB - Change in the
specification parameters and/or
limits of an AS, starting
material/intermediate/reagent -
Tightening of specification limits




Ne

Hassa dopma sUMyCKY 3assHUK KpaiHa Bupo6Huk Kpaina PeecmpayjitliHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka gpopma, BionycKy peecmpayjiliHo2o
3acoby ynakoska) nocsi04YeHHs1

To tighten the specification limits
for Potency (Activity) applied
during the manufacture of the

active substance from ‘DS: 1850 —

3020 U/mL’ to ‘DS: 2000 — 3000

U/mL'.

B.l.b.1.b — IB - Change in the
specification parameters and/or
limits of an AS, starting
material/intermediate/reagent -
Tightening of specification limits

To tighten the specification limits
for Specific Activity applied during
the manufacture of the active
substance from ‘DS: = 85 U/mg
protein’ to ‘DS: = 100 U/mg
protein’.

B.l.b.1.b — IB - Change in the
specification parameters and/or
limits of an AS, starting
material/intermediate/reagent -
Tightening of specification limits

To tighten the specification limits
for Total Free PEG amount
applied during the manufacture of
the active substance from ‘DS: <
6.0 mg/mL’ to ‘DS: < 5.0 mg/mL’".

B.l.b.1.b — IB- Change in the
specification parameters and/or
limits of an AS, starting
material/intermediate/reagent -
Tightening of specification limits

To tighten the specification limits
for 10K PEG amount applied
during the manufacture of the

active substance from ‘DS: < 0.6
mg/mL’ to ‘DS: < 0.5 mg/mL’.

B.l.a.2.a — IB - Changes in the
manufacturing process of the AS -




Ne Hassa dopma sUMyCKY 3assHUK KpaiHa Bupo6Huk Kpaina PeecmpayjitliHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka gpopma, BionycKy peecmpayjiliHo2o
3acoby ynakoska) nocsi04YeHHs1

Minor change in the manufacturing
process of the AS

Minor changes in the
manufacturing process of the
active substance pegaspargase to
re-use filter in the filtration step of
the drug substance.

B.l.a.1.f — IB - Change in the
manufacturer of AS or of a starting
material/reagent/intermediate for
AS - Changes to quality control
testing arrangements for the AS -
replacement or addition of a site
where batch control/testing takes
place

To replace Exelead, Inc, 6925
Guion Road, 46268 Indianapolis,
Indiana (IN), USA, by Eurofins
PHAST GmbH, Kardinal- Wendel-
Str. 16, 66424 Homburg,
Germany, as site responsible for
activity potency release testing of
L-Asparaginase. Excelead Inc.,
remains responsible for stability
sample storage and testing.

MpuBeaeHHsT hyHKLIA Y
BiANOBIAHICTL A0 Mogynto 3
yactuHa 3.2.P.3.1. ans BMpo6bHuka
'N3 NabopaTtopii Ceps'e IHaacTpi,
®paHuin, a came BYUHECEHHS
ChyHKLii MapKyBaHHA Ta BTOPUHHE
nakyBaHHS.




