MEPENIK
NIKAPCbKUX 3ACOBIB LWOAO AKUX 3ABEPLUEHO PO3IrNA4 PEECTPALINHUX MATEPIANIB NMPO BHECEHHSA 3MIH A0
PEECTPALINHNX MATEPIANIB NPOTAroM Ali PEECTPALIMHOIO NOCBIAYEHHA HA NIKAPCbKI 3ACOBU, AKI 3APEECTPOBAHI
KOMOETEHTHUMUW OPTAHAMU CMONMYYEHUX LUTATIB AMEPUKW, LUBENLAPCbKOI KOH®ELEPALLT, ANOHII, ABCTPAII,
KAHAAN, NIKAPCbKUX 3ACOBIB, LWO 3A LEHTPA/TIISOBAHOIO NMPOLUEAYPOIO BAPEECTPOBAHI KOMMNETEHTHUM OPIrAHOM
EBPOMNENCBLKOIrO COK3Y

Ne Hassa Popma sunycky 3asBHUK KpaiHa Bupo6Huk Kpaina PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka ¢hopma, gionycky | peecmpayiliHo2o
3acoby ynakoska) nocsi0YeHHs1
1. NAM3EAE NOPOLLOK A5 K'esi ABCTpIs BUPOGHULITBO NiKapCbKOro 3acoby, ITanis/ B.l.a.2.a, IB- Changes in 3a UA/18519/01/01
pPO34unHy AnA Papwmac'toTike BMNPOBYBaHHA Mpu BUMYCKY, PpaHuin the manufacturing process peuyenmom
iHQoy3ilA, 10 mr; no n3 rméex BMNPOOYBaHHS Ha CTabINbHICTb, of the AS - Minor change in
10 mr y donakoHi 3 rnepBUHHE NakyBaHHs: MNMaTeoH the manufacturing process
MapKyBaHHAM ITania C.n.A., ITanis; Bunpo6yBaHHs of the AS:
aHrNIRCHKO npv BUMYCKY, BUMYCK cepil, Minor changes in the
MOBOI0; Nno 1 BTOPVHHE NakKyBaHHS, 36epiraHHA manufacturing process of
doniakoHy B Ta auctpubyuis: K'esi the active substance
KapTOHHI kopobui 3 dapmaueytuui C.n.A., ITanis; velmanase alfa to change
MapKyBaHHAM BMNPOGYBaHHA Mpu BUMYCKY: Nuie the bioreactor volume on
HiMeLbKOK MOBOH HeBMAUMI yacTkn: KoHdapma harvest day from 250-270
3i CTMKepoM ®paHuis - Fombypr, ®paHuis; TAN- L to 270-290L.
YKpPaiHCbKOI0 MOBOH TecCT, HeBUAMMI YacTkn: EBpodpiHC B.l.a.2.z, IB - Changes in
Bionab6 Cpn, Itanis the manufacturing process

of the AS - Other variation:
To update the composition
of the buffer
“Phosphat_107_60mM pH
8.2" used in Virus
Inactivation step “V107,
elution buffer
“Phosphat_096_90 mM
pH7.7" used in mixed
mode chromatography step
(C10) and the composition
of equilibration/wash buffer
“Tris_056_20mM _pH7.5"
used in Anion exchange
chromatography step
(C40).

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

To tighten the Isopropanol
Concentration set point
and range, applied during
the manufacture of the
active substance
Velmanase alfa, from
14.5% (14.2 — 14.9%) to
14.65% (14.4 — 14.9%) as
a consequence, the
addition factor of the
inactivation buffer when
added to the inactivation
step starting material is
increased from 0.94 kg/kg
t0 0.97 kg/kg.
B.l.b.1.b, IA - Change in
the specification
parameters and/or limits of
an AS, starting
material/intermediate/reage
nt - Tightening of
specification limits:

To tighten the HCL 012 2M
buffer control used in the
manufacturing process of
the active substance
Velmanase alfa
specification limits for
Specified density from
1.018 — 1.048 g/cm3 to
1.030 — 1.036 g/cm3 .
The MAH took opportunity
to introduce editorial
changes in sections
3.2.S.2.2 and 3.2.5.2.3.

NAM3EAE

NOpPOLLOK AN
PO34MHy Ans
iHdysiiA, 10 mr; no
10 mr y donakoHi 3
MapKyBaHHSAM
aHIMiNCLKOL
MOBOIO; Mo 1
hnakoHy B
KapTOHHIi kopobLii 3

K'esi
dapmac'toTike
n3 rmex

ABCTpIA

BMPOGHULITBO /1iKapCbKOro 3acoby,

BUNPOGYBaHHS NP BUAMYCKY,

BMMNPOBYBaHHSA Ha CTabiNbHICTb,
nepBUHHE NakyBaHHS: MNMaTeoH
ITania C.n.A., ITanis; Bunpo6yBaHHs

npv BUMYCKY, BUMYCK cepil,

BTOPWHHE NakyBaHHS, 36epiraHHA

Ta gucTpunbyuisa: K'esi

dapmaueytuui C.n.A., ITanis;

ITania/
PpaHuin

B.ll.e.2.c, IB - Change in
the specification
parameters and/or limits of
the immediate packaging
of the finished product-
Deletion of a non -
significant specification
parameter (e.g. deletion of
an obsolete parameter):

3a
peyernmom

UA/18519/01/01




Ne Hassa ®dopma sunycKy 3asBHUK KpaiHa Bupo6Huk KpaiHna PeecmpayjitiHa npoyedypa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka ghopma, Bionycky | peecmpayitiHo2o
3acoby ynakoska) nocsi04YeHHs1
MapKyBaHHAM BMNPOBYBaHHSA MpU BUMYCKY: NnLle To delete the non-
HiMeLbKOK MOBOH HeBuauMi yacTkn: KoHthapma significant parameter
3i CTUKepoOM ®paHujisa - Ffombypr, ®paHdisa; NA- ‘Identification by

YKPaiHCbKOIO MOBOIO

TeCT, HEBMAMMI YacTkn: €BpocpiHC
Biona6 Cpn, ITanis

determination of total
ashes test' and the non-
significant parameter
'Heavy metal test' from the
immediate packaging
specifications of the
finished product. In
addition, the MAH has
taken the opportunity to
include editorial changes to
sections 3.2.P.7.3 and
3.2.P.7.5 of the dossier.




