MEPENIK

NIKAPCbKNX 3ACOBIB LLOAO AKNX 3ABEPLLEHO PO3rNA4 PEECTPALINHNX MATEPIAMIB NMPO BHECEHHA 3MIH A0 PEECTPALINHUX

MATEPIANIB MPOTAroM Ali PEECTPALIAHOINO NOCBIAYEHHSA HA NIKAPCbKI 3ACOBU, AKI SAPEECTPOBAHI KOMMNETEHTHUMM

OPrAHAMMU CMOJTYHYEHUX LUTATIB AMEPUKW, LUBENLIAPCbKOI KOH®EAEPALLI, AMOHII, ABCTPANII, KAHAAWN, NIKAPCbKUX 3ACOBIB, WO

3A LEHTPA/II3OBAHOIO NPOLEAYPOK 3APEECTPOBAHI KOMNETEHTHUAM OPIFAHOM EBPOMENCBLKOIrO COK3Y

Ne Hassa ®dopma BUNYCKY 3assHUK KpaiHa Bupo6Huk Kpaina PeecmpayjitiHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka cpopma, BiOnycKy peecmpayjiliHo2o
3acoby ynakosKa) nocsio4YeHHs1
1. NAM3ELE NOPOLLOK A1 PO3UNHY K'e3i ABCTpIs BUPOBHULTBO ITania/ B.l.a.4.a, IA - Change to in-process tests or 3a UA/18519/01/01
4ns iHdpysiid, 10 mr; no 10 dapmac'tioTikens NiKapcbKoro 3acooy, ®paHuina limits applied during the manufacture of the peuyenmom
Mr Yy dp/iakoHi, no 1 rM6X BMNPOGYBaHHS Npu

(h/1aKOHY B KapPTOHHii
Kopoo6ui

BUMYCKY,
BMNPOGYBaHHA Ha
CTabiNbHICTb,
nepBuHHe
nakyBaHHs: MNareoH
ITania C.n.A., ITanis;
BUNPOBYBaHHA Npu
BWMNYCKY, BUMYCK
cepii, BTOPUHHE
nakyBaHHs1,
36epiraHHA Ta
ancTpubyuis: K'esi
dapmaveyTuui
C.n.A,, ITanis;
BUMPOOYBaHHA Npu
BUMYCKY: ivLie
HeBUAVMI YacTKu:
KoHthapma ®paHLuis
- Fombypr, ®paHuis;
JNIAN1-TecT, HeBUAMMI
4yacTku: €BpodiHC
Biona6 Cpn, ITania

AS Tightening of in-process limits - To tighten
the in-process limits for the bioburden in the
upstream process (after harvest filtration), from
>100 CFU/10 ml to > 10 CFU/10 ml.
B.l.a.4.a, IA - Change to in-process tests or
limits applied during the manufacture of the
AS Tightening of in-process limits- To tighten
the in-process limits for the endotoxins in the
upstream process (after harvest filtration), from >
10 EU/ml to > 10 EU/m.

B.l.a.4.a, IA - Change to in-process tests or
limits applied during the manufacture of the
AS Tightening of in-process limits- To tighten
the in-process limits for the bioburden in the
downstream process in the step C10 "Mixed
Mode Chromatography”, from > 100 CFU/10 ml
to > 10 CFU/10 ml.

B.l.a.4.a, IA - Change to in-process tests or
limits applied during the manufacture of the
AS Tightening of in-process limits- To tighten
the in-process limits for the endotoxins in the
downstream process in the step C10 "Mixed
Mode Chromatography”, from > 10 EU/ml to >10
EU/mI.

B.l.a.4.a, IA - Change to in-process tests or
limits applied during the manufacture of the
AS Tightening of in-process limits- To tighten
the in-process limits for the endotoxins in the
downstream process in the C20 "Hydrophobic
interaction chromatography”, elution step, from >
10 EU/mI to > 10 EU/ml.

B.l.a.4.a, IA - Change to in-process tests or
limits applied during the manufacture of the
AS Tightening of in-process limits- To tighten
the in-process limits for the endotoxins in the
downstream process in the step C30




Ne Hassa dopma sUMYCKY 3assBHUK KpaiHa Bupo6HuK Kpaina PeecmpayjitiHa npoyedypa Ymosu Homep
n/n NiKapcbKo20 (nikapcbka cpopma, BIiOnycKy peecmpayjiliHo2o
3acoby ynakoska) nocsio4YeHHs1
"Hydroxyapatite (HA) chromatography"

postwash step, from >10 EU/ml to >10 EU/ml.
B.l.a.4.a, IA - Change to in-process tests or
limits applied during the manufacture of the
AS Tightening of in-process limits- To tighten

the in-process limits for the endotoxins in the
downstream process in the step 110 "Tangential
flow filtration", diafiltration step, from > 10 EU/mlI

to > 10 EU/mL.

B.l.a.4.a, IA - Change to in-process tests or
limits applied during the manufacture of the
AS Tightening of in-process limits- To tighten

the in-process limits for the endotoxins in the
downstream process in the step C40 "Anion
exchange (AIEX) chromatography”, elution step,
from > 10 EU/ml to >10 EU/mI.

B.l.a.4.a, IA - Change to in-process tests or
limits applied during the manufacture of the
AS Tightening of in-process limits- To tighten

the in-process limits for the endotoxins in the
downstream process in the step 130 "Tangential
flow filtration", diafiltration step, from > 10 EU/ml
to > 10 EU/mI.

B.l.a.4.b, IA - Change to in-process tests or
limits applied during the manufacture of the
AS Addition of a new in-process test and
limits- To add an additional in-process
monitoring test for bioburden control before
filtration of eluate (as action limit at >100 CFU/10
ml) for manufacturing step C10 "Mixed Mode
Chromatography".

B.l.a.4.b, IA - Change to in-process tests or
limits applied during the manufacture of the
AS Addition of a new in-process test and
limits- To add an additional in-process
monitoring test for bioburden control before
filtration (as action limit at > 100 CFU/10 ml) for
manufacturing step 140 "Formulation and filling".




