MEPENIK
NIKAPCbKUX 3ACOBIB LOAO AKUX 3ABEPLUEHO PO3IrNAL PEECTPALINHNX MATEPIANIB NMPO BHECEHHSA 3MIH 0
PEECTPALINHNX MATEPIANIB NPOTAroM Ali PEECTPALIMHOIO NOCBIAYEHHA HA NIKAPCbKI 3ACOBU, AKI 3APEECTPOBAHI
KOMOETEHTHUMU OPTAHAMU CMOMYYEHUX LUTATIB AMEPUKW, LUBENLAPCbBKOI KOH®ELEPALLYI, ANOHII, ABCTPANII,
KAHAAN, NIKAPCbKUX 3ACOBIB, LWO 3A LEHTPA/TIISOBAHOIO NMPOLUEAYPOIO BAPEECTPOBAHI KOMMNETEHTHUM OPIrAHOM
EBPOMNENCBLKOIrO COK3Y

Ne Hassa dopma sunycky (nikapcbka 3asBHUK Kpaina Bupo6Huk KpaiHa PeecmpayjiliHa npoyedypa Ymosu Howmep
n/n JliKapcbK0o20 c¢hopma, ynakoska) Bgionycky | peecmpayiliHo2o
3acoby NocBi0YeHHs1
1. EHBAPCYC TabneTk NPosIoHroBaHoI fii, K'esi AscTpist BTOPVHHE NaKyBaHHS, AscTpis/ 3MmiHu 3 sKocTi. B.11.d.2.a, (type IA) - 3a UA/16205/01/01
no 0,75 mr, no 10 TabneTok y dapmac'toTike MapKyBaHHS: ITania/ Change in test procedure for the peyenmom
6nicTepi, no 3 6rictepu pazom n3 rm6X [.J1. dapma M'm6X, ABCTpIS; HimevunHa/ finished product — Minor changes to
i3 BO/1OronoriMHayeM y nakeTi BUNYCK cepil: YropwuHa an approved test procedure -
3 aJ1IloMiHieBOT chonbru 3 K'esi ®apmac'toTikens MmoéX, Change in HPLC test procedure for
MapKyBaHHSIM IHO3EMHOI0 ABCTpIS; Identification, Assay of tacrolimus,
MOBOI0; Mo 1, 2 abo 3 naketn y BTOPVHHE NakKyBaHHS, Degradation product, Uniformity of
KapTOHHI KOpo6L;i 3 MapKyBaHHs1, BUMYCK cepil: dosage units and Content of BHT to
MapKyBaHHSIM IHO3EMHOI0 K'esi ®apmaueyTtuui C.n.A., update the USP tailing factor
MOBOIO 3i CTiKepom ITanis; acceptance criteria from 0.8-1.5 to
YKpalHCbKO0 MOBOH KOHTPO/b SKOCTI: 0.8-1.8 to comply with those
HysicaH TmM6X, HimeuuunHa; reported updated Ph.Eur.
KOHTPO/b AKOCTi BUXIAHOT monograph 2.2.46.
CMPOBUHM Ta BUPOBHMLTBO, 3MmiHun 3 skocTi. B.11.d.2.d, (type IB) -
KOHTPO/b AKOCTi, BUMYCK Change in test procedure for the
cepii nikapcbkoro 3acoby: finished product — Other changes to
PotteHgopt ®apma MvbX, a test procedure (including
HimeuunHa; nepBuHHE replacement or addition) — Changes
nakyBaHHs!, BTOPUHHE in HPLC test procedure for
nakyBaHHs1, MapKyBaHHS: Identification, Assay of tacrolimus,
PotTengopd ®apma MmbX, Degradation products, Uniformity of
HimeuunHa; BTOPUHHE dosage units and content of BHT:
nakyBaHHs1, MapKyBaHHS: - to prepare the sample solution
TOB «®apma MNak XyHrapi», directly from the drug product tablets
YropLimHa extracted, after 120 minutes stirring,
in diluent without preventive
grinding, and subsampling of the
resulting powder (the stirring time of
the powder was also lower: 30
minutes) with variability reduction in
the active substance assay results;
- to prepare a simple standard
solution in diluent containing both
the active substance and the
antioxidant instead of two separates
reference solutions (in acetonitrile
and diluent, respectively), with
precisions enhancement in the
antioxidant evaluation.
2. EHBAPCYC TabneTkv NPosIoHroBaHoI g, K'esi AscTpis BTOPVHHE NaKyBaHHS, AscTpis/ 3miHu 3 sKocTi. B.11.d.2.a, (type IA) - 3a UA/16205/01/02




MOBOIO; M0 1, 2 abo 3 nakeTn y
KapTOHHI kopobui 3
MapKyBaHHSIM iHO3eMHOI0
MOBOHO 3i CTiKepom
YKPaiHCbKOI0 MOBOO

BTOPUHHE MaKyBaHHS,
MapKyBaHHs, BUNYCK cepii:
K'esi ®apmaueyTtuyi C.n.A.,
ITanis;
KOHTPO/b AKOCTI:
HysicaH TM6X, HimeuunHa;

Degradation product, Uniformity of
dosage units and Content of BHT to
update the USP tailing factor
acceptance criteria from 0.8-1.5 to
0.8-1.8 to comply with those
reported updated Ph.Eur.

Ne Hassa ®opma sunycky (/ikapcbka 3asiBHUK KpaiHa Bupo6Huk Kpaina PeecmpayjitiHa npoyedypa Ymosu Homep
n/n | siKkapcbko2o ¢hopma, ynakoska) Bionycky | peecmpayitiHo2o
3acoby nocsi04YeHHs1
no 1 mr, no 10 TabneTtok y dapmac'toTike MapKyBaHHs: ITanis/ Change in test procedure for the peyenmom
6nictepi, no 3 6icTepy pasom n3 rmex [.J1. dapma M'v6X, ABCTpIs; HimeyuunHa/ finished product — Minor changes to
i3 BO/1IOronor/iMHa4YeM y nakeTi BUNYCK cepil: YropwuHa an approved test procedure -
3 aJ/TIOMiHIEBOI hoNbrn 3 K'esi ®apmac'ioTikens Mv6X, Change in HPLC test procedure for
MapKyBaHHSIM IHO3EMHO0 ABCTpIS; Identification, Assay of tacrolimus,
MOBOIO; M0 1, 2 abo 3 naketTn y BTOPUHHE MakyBaHHA, Degradation product, Uniformity of
KapTOHHI kopobui 3 MapKyBaHHs1, BUMYyCK cepii: dosage units and Content of BHT to
MapKyBaHHSIM IHO3EMHO0 K'esi ®apmaueyTtuyi C.n.A., update the USP tailing factor
MOBOIO 3i CTiKepom ITanis; acceptance criteria from 0.8-1.5 to
YKPaiHCLKOK MOBOI KOHTPO/b AKOCTI: 0.8-1.8 to comply with those
HysicaH MM6X, HimeuunHa; reported updated Ph.Eur.
KOHTPO/b AKOCTi BUXIAHOT monograph 2.2.46.
CMPOBUWHM Ta BUPOOHULITBO, 3miHm 3 skocTi. B.11.d.2.d, (type IB) -
KOHTPO/b SIKOCTi, BUMYCK Change in test procedure for the
cepii nikapcbkoro 3acoby: finished product — Other changes to
PotTengopd ®apma MvbX, a test procedure (including
HimeuunHa; nepBuHHE replacement or addition) — Changes
nakyBaHHs1, BTOPUHHE in HPLC test procedure for
nakyBaHHs1, MapKyBaHHS: Identification, Assay of tacrolimus,
PotteHgopd ®apma MvbX, Degradation products, Uniformity of
HimeyunHa; BTOpMHHE dosage units and content of BHT:
nakyBaHHs1, MapKyBaHHS: - to prepare the sample solution
TOB «®apwma Mak XyHrapi», directly from the drug product tablets
YropwuHa extracted, after 120 minutes stirring,
in diluent without preventive
grinding, and subsampling of the
resulting powder (the stirring time of
the powder was also lower: 30
minutes) with variability reduction in
the active substance assay results;
- to prepare a simple standard
solution in diluent containing both
the active substance and the
antioxidant instead of two separates
reference solutions (in acetonitrile
and diluent, respectively), with
precisions enhancement in the
antioxidant evaluation.

3. EHBAPCYC Tabn1eTkv NPOIOHroBaHoI fii, K'esi AscTpis BTOPVHHE NakKyBaHHS, AscTpis/ 3miHu 3 sKocTi. B.11.d.2.a, (type IA) - 3a UA/16205/01/03
no 4 mr, no 10 TabneTtok y dapmac'toTike MapKyBaHHS: ITania/ Change in test procedure for the peyenmom
6nictepi, no 3 6icTepy pasom n3 rméex [.J1. dapma M'v6X, ABCTpIS; Himeuuunna/ finished product — Minor changes to
i3 BO/1IOronor/iMHa4YeM y nakeTi BUNYCK cepil: YropwumHa an approved test procedure -

3 aJ1ItoMiHiEBOT honbru 3 K'esi ®apmac'toTikens Mv6X, Change in HPLC test procedure for
MapKyBaHHSIM IHO3EMHO0 ABCTpIS; Identification, Assay of tacrolimus,




Ne Hassa ®opma sunycky (/ikapcbka 3asiBHUK KpaiHa Bupo6Huk Kpaina PeecmpayjitiHa npoyedypa Ymosu Homep
n/n | siKkapcbko2o ¢hopma, ynakoska) Bionycky | peecmpayitiHo2o
3acoby nocsi04YeHHs1

KOHTPO/b AKOCTi BUXIigHOT
CUPOBWHMN Ta BUPOBHMLTBO,
KOHTPO/b SIKOCTi, BUNYCK
cepii nikapcbkoro 3acoby:
PotTeHgopd ®apma MvbX,
HimeuunHa; nepBuHHE
nakyBaHHs1, BTOPUHHE
nakyBaHHS, MapKyBaHHS:
PotteHgopd ®apma MvbX,
HimeyunHa; BTOpMHHE
nakyBaHHSs!, MapKyBaHHS:
TOB «®apma Mak XyHrapi»,
YropwmHa

monograph 2.2.46.
3MiHu 3 skocTi. B.11.d.2.d, (type IB) -
Change in test procedure for the
finished product — Other changes to
a test procedure (including
replacement or addition) — Changes
in HPLC test procedure for
Identification, Assay of tacrolimus,
Degradation products, Uniformity of
dosage units and content of BHT:
- to prepare the sample solution
directly from the drug product tablets
extracted, after 120 minutes stirring,
in diluent without preventive
grinding, and subsampling of the
resulting powder (the stirring time of
the powder was also lower: 30
minutes) with variability reduction in
the active substance assay results;
- to prepare a simple standard
solution in diluent containing both
the active substance and the
antioxidant instead of two separates
reference solutions (in acetonitrile
and diluent, respectively), with
precisions enhancement in the
antioxidant evaluation.




