Hogi gaHi onjiHKH 0e3meKkHu JTiKapCbKUX 3ac00iB, 1[0 MiCTATH CapTaHU

€BpomneicbKa areHrjis 3 Jjikapcbkux 3aco6iB (EMA) y paMkax OIliHKA
HasIBHOCTI [JOMIIIIOK HITPO3aMiHYy, 1[0 YTBOPIOKOTHCS MPU BUIOTOBJIEHHI JIIKAPChKUX
3aco6iB (J13) mo mictats capranu 01.02.2019 noBizomMua 1Mpo HaCTYTHI Ail.

Kommasii, mo BUpOO/ISIOTh aHTHUTiNepTeH3uBHi JI3, K/iacy capTaHiB (TakKox
BijoMi sK iHribitopu perieritopiB anrioreHsuHy II), MOBUHHI TeperyisHyTH CBOI
BUPOOHWYI TTpoLiecH, AJisi YHUKHEHHSI PUCYTHOCTI JOMIIIIOK HiTPO3aMiHy.

KomraHii MaTUMyTb TIepeXiZiHHUM 1epios A1t BHeCeHHs Oy Ib-IK1X HeoOXimHuX
3MiH, TIPOTSITOM $IKOT'O 3aCTOCOBYBaTMMYTbCSI >KOPCTKi THMuacoBi oOMe)XeHHs Ha
piBHI 1MX fAomiloK. Ilo 3akiHUeHHIO L[bOrO Tiepiofly KOMIaHisiM [0BeleThbCs
TPOJEMOHCTPYBATH, Bi/ICYTHICTb KiJIbKiCHO BU3HAUE€HUX PiBHIB LIUX JOMILIOK Yy CBOIU
TIPOAYKLII, A/11 OTPUMaHHSA 03B0JIy Ha BUKOpUcTaHHA B €C.

LIi pekoMeHpalii MiCcTSTh orasg EBpPONEUCHKOI areHuil 3 JIIKapChbKUX
3aco6iB(EMA) ctocoBHO N-HiTpo3ogumetunamin (NDMA) i N-HiTpo3oaueTuIaMiH
(NDEA), siki kmacudikyroTbCs K BiporifiHi KaHIjeporeHu /OAWHU (PeUOBUHU, SKi
MO)KYTh BUK/IMKATH PaK) i Oysiv BUsiB/IeHi y JiesIKUX TperapaTax capTaHiB.

i mepeBa)kHOI Oi/BIIIOCTI TIperapartiB capTaHiB, AoMilikd abo He Oyiu
BUsiBJIeHi ab0 OyJiv PUCYTHI Ha Ay»Ke HU3bKUX PiBHSIX.

Orsig  OL[iHMB HaWBUIIUM MOXJ/IMBUM PU3MK PO3BUTKY paky 3 LUMU
noMilrkamMy. Bysio 3po6sieHO BHCHOBOK, 1o Ha 100 000 marfieHTiB, 1[0 TTpUMMaId
BajicapTaH, BuUpoOHuIITBa Zhejiang Huahai (e Oynu 3HaiijeHi HaliBuilli PpiBHI
JIOMIIIIOK) WIOAHSA TIPOTAroM 6 PpOKIiB y HaWBHUIiA 031 MOKe BHUHUKHYTU 22
JNOJAaTKOBUX BUIMAAKUA paky, 1o Bukaukanud NDMA. [Jomimmka NDEA B nwmx
miKapchKMX 3acobax Mo)ke TIpu3BecTH A0 8 gogatkoBux BumazkiB y 100 000
TALEHTIB, SIKi TIPUMMAalOTh JIiIKWM B HAMBHUILIM [03i II0/IHS TIPOTATOM 4 POKIB.

Orjinku OyM eKCTparo/iboBaHi 3 AOC/i/PKeHb Ha TBAPUHAX i € Ay»Ke HU3bKUMU
B [IOPIBHAHHI 3 PU3UKOM paky B €C.

SIK y capTaHax 3'siBUINCS AOMILIIKH.

o uepBHst 2018 p. NDMA i NDEA He Gynu cepef IOMillIOK, BUsIBJIeHUX y JI3,
1110 MiCTSATh CapTaHH, i TOMY He Oy/1 BUsiB/IeHI 3BUUalfHUMU TeCTaMHU.

B pmanmii vac BiZOMO, L0 Wi [JOMIIIKKM MOXYTb YTBOPIOBaTHCS TpHU
BUPDOOHMIITBI CapTaHiB, $Ki MiCTATb TeBHY Ki/lblieBY CTPYKTYpy, BiZoMy S§K
TeTpaso/ibHOe Kijiblle, TIpyd T[IeBHUX YyMOBaX 1 IIpU BUKOPUCTAHHI IIeBHUX
PO3UMHHUKIB, peareHTiB Ta IHIIOI CUPOBMHU. KpiM TOro, MOX/IMBO, IO AOMIIIKHA
Oynu TIpUCYTHI B  [JesIKUX capTaHaX, TOMYy 110 BUPOOHUMKM BHWIIQJKOBO
BUKOPUCTOBYBa/IU 3a0pygHeHe 00/iaZiHaHHS ab0 peareHTH B TIPOIieCi BUPOOHMULITBA.

KomriaHii MOBWHHI BXWTU 3axO0fiB, ILIOAO YHUKHEHHSI TMPUCYTHOCTI LIUX
JIOMILLIOK 1 TIPOBOJUTU peTejibHe TeCTyBaHHS CBOE] MPOAYKLIil.

TecTyBaHHA Mif Yyac i mic/is mepexifHOro nepioay

Xoua MeTa T0JISiTa€ B TOMY, 11100 He MaTH KiJIbKiCHUX JOMIIIIOK HiTPO3aMiHy B
capraHax, Ans NDMA i NDEA Oynu BCTaHOB/IEHi THMYacoBi 0OMe>KeHHs
BiZIMOBIZIHO /10 Cy4acCHUX MiXKHAapOJHUX peKOMeHZallil.



[IpoAyKTH, 10 MICTSTh OAHY 3 [ABOX [OMIIIOK, IO TMepeBUIlyE TPAHUUYHO
JOTMYCTUMUM piBeHb, a00 MPOAYKTH, III0 MiCTATb 00H/BA HiTPO3aMiHM 3 OyAb-IKUM
piBHEM, He 0MyCKatThCsA B €C.

['paHnyHO JomycTMMI PpIiBHI 3aCHOBaHI Ha MaKCHMMa/JlbHOMY I[OZ€HHOMY
BXXMBaHHI J/I1 KOXXHOI [JOMIIIKWA, OTPUMaHi 3 [JOC/i)KeHb Ha TBapuHax: 96,0
HaHorpam g NDMA i 26,5 nanorpam gyt NDEA. Ilogin iX Ha MakCMMasbHY
N000BY /103y /i1 KOJKHOI aKTHBHOI PEUOBWHM JIa€ MeXKy B UaCTKaX Ha MilbUOH (UB.
Tabmuro 1).

Table 1. Temporary limits for NDMA and NDEA impurities

NDMA NDEA

Active substance Maximum daily Limit (ppm) Maximum daily Limit (ppm)

(max daily dose) intake (ng) intake (ng)
Candesartan (32 mg) 96.0 3.000 26.5 0.820
Irbesartan (300 mg) 96.0 0.320 26.5 0.088
Losartan (150 mg) 96.0 0.640 26.5 0.177
Olmesartan (40 mg) 96.0 2.400 26.5 0.663
Valsartan (320 mg) 96.0 0.300 26.5 0.082

[TepexigHuy nepiof, SIKUKW TPpUBaTHUMe 2 POKU, AO3BOJIUTh KOMITAHISIM BHECTU
HeoOXigHi 3MiHM y BUpOOHMUI ITPOIeCH Ta 3arpOBaJUTH PEXKUMH TECTYBaHHS, 3/laTHi
BUSIBJISITU HAMeEHIIII KUJIBKOCTI [JUX JOMIIIIOK.

[Ticnst mepexizgHoro mepiofy KomrmaHii moBuHHI 3HW3UTH piBeHh NDEA ab6o
NDMA y cBoix npoaykrax (<0,03 yacTWH Ha MiJIbHOH).

Po3ciigyBaHHsA TpUBae

EMA Ta HaLjioHa/IbHI OpPraHy MpoJOBXYBaTUMYTh AOC/II)KYBaTU NPUCYTHICTh
JIOMIIIIOK HiTpO3aMiHy B JliKapChKUX 3aco0ax, BK/IFOUAIOUM iHIII JJOMIIIIKH, TakKi K N-
HiTpo3oetwizonponinamin (EIPNA), N-witpo3oguizonponinamin (DIPNA) ta N-
HiTpo30-N-MeTu/namiHOBY KuUc/10Ty (NMBA).

OdinitiHi opranu €C TakoXX po3r/isglaTUMYTh BUCHOBKH, 1110 MOYKHa BUHECTH 3
I[LOTO OrJ/IsIAy, 100 TIOJIIMIIUTH CIIoCiO BHSIBJIEHHS Ta OOpPOOKW [OMIIIIOK ¥
NiKapCchKUX 3acobax.

Pexkomengatiii EMA gnss NDMA ta NDEA Temnep OyayTh HarpaB/ieHi 10
€BporeicbKoi KOMICiT 1711 TPUMHATTS IOPUAMYHO 000B'I3KOBOTO pillleHHs1. 3BiT Mpo
OLIiHKY 3 Oi/blll eTanbHOIO iH(OopMaliieto 1po orJsi Oye omy0O/TiKoBaHUM
Haib/IKUMM 9acoM Ha Beb-caiiti EMA.

ITocunanus Ha npec-peni3zu EMA:

https://www.ema.europa.eu/en/news/sartan-medicines-companies-review-
manufacturing-processes-avoid-presence-nitrosamine-impurities
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