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Nitrozaminu piemaisijumi (I)

paredzéto zalu komiteja (CHMP) sledziens par nitrozaminu
piemaisijumiem:
« RAI pienakums izvertéet nitrozaminu piemaisijumu risku
zalés (registrétas lidz 2020. gada jdlijam)
 Noverst nitrozaminu klatbutni zalées vai samazinat to
daudzumu lidz pielaujamam
- Izstradat atbilstosu kontroles stratégiju
 Iesniegt attiecigas izmainas zalu registracijas
dokumentacija (termins 01.07.2023. - biologiskajam
zalem; 01.10.2023. - “kimiskajam” zalem)




Nitrozaminu piemaistijumi (II)

Jauniem registracijas iesniegumiem:
« Riska izvértéjums procedduras laika

« Visbiezak uzdotais major objection, jo nav:

pilnas informacijas par aktivas vielas sintéezi

nepiecieSamas/ atbilstoSas informacijas par izmantoto analitisko metodi (LOQ
limits)

apskatiti visi iesp&jamie riska faktori

ieklauta jaunaka zinama informacija par konkrétiem piemaisijumiem

« Proceduru péc clock stop neatsak, kameér:

netiek iesniegts akceptéjams nitrozaminu piemaisijumu riska izvertéjums
EMA NcWP nav noteikusi Al konkrétam piemaisijumam
nav veikta apstiprinosa testéSana (confirmatory testing)



Nitrozaminu piemaisijumi (III)

« Riska izvertéjuma principi/darbibu seciba:
« EMA Q&A dokuments (15. versija)

« CMDh ieteikumu dokuments (20. versija)

 Lugums sekot
dinamiski

lldzi jaunakajai

informacijai, jo ta mainas


https://www.ema.europa.eu/en/documents/referral/nitrosamines-emea-h-a53-1490-questions-answers-marketing-authorisation-holders/applicants-chmp-opinion-article-53-regulation-ec-no-726/2004-referral-nitrosamine-impurities-human-medicinal-products_en.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Advice_from_CMDh/Nitrosamins/CMDh_412_2019_Rev.20_2023_04_clean_-_PG_to_MAHs_on_nitrosamines.pdf

Multilingual Packaging (MLP) procedura

« MLP - vértigs instruments zalu pieejamibas nodrosinasanai

- MLP darba grupas izveide - CY, EE, EL, ES, IE, IS, MT, NO,
NL, PT, LV, SI

- Vadlinija CMDh Best Practice Guide on Multilingual
Packaging pieejama CMDh timek]vietne

* MLP pilotprojekts - uzsakts 2020. gada junija (attiecinams
uz MRP/DCP registraciju un Art 61.3 procediru)



Ieteikumi registracijas apliecibas 1pasniekiem

- Vélésanas veidot vairakvalodu iepakojumu

« Identificgjiet valstis (t.s. cluster), ar kuram veidos vairakvalodu iepakojumu

« Noradiet informaciju pavadvestuleé (cover letter)

« Komunicé&jiet kompanijas iekSiené un sagatavojiet saisinato mark&juma tekstu

« Iesniedziet to kopa ar paréjo produkta informaciju 1.3.1. moduli un ka

working documents

- Nemiet véra, ka =zalu pieskirtajam nosaukumam (invented name) un

izsniegSanas kartibai cluster ietvaros jabut vienadiem



Kompetento iestazu darbibas

« Atsauces valsts (RMS) un iesaistitas valstis (CMS)
uzruna registracijas apliecibas ipasnieku iesaistities MLP
validacijas faze un Clock stop faze

« Atsauces un iesaistitas valstis veic saisinata markejuma
teksta izvertejumu

 Procedura tiek noslegta ar apstiprinatu «pilno» un
«salsinato» markejuma tekstu



Standarta komentars DCP/MRP
proceduras

The applicant is advised, in consultation with the RMS, to consider the suitability of this
application for the CMDh pilot on multilingual packaging - preparation of an EU
harmonised full/reduced text for the labelling, as outlined in the CMDh multilingual
packaging guideline (CMDh Best Practice Guide on Multilingual Packaging)

This approach to an agreed template for multilingual packages may be helpful to the
marketing of medicines in smaller markets. The outcome of discussions including those
applications where no reductions in text are considered necessary, should be
communicated in the D106/160 (DCP) or D40 (MRP, RUP) responses.
If it was already indicated that this application participates in the CMDh pilot, the note

above can be ignored.



https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/procedural_guidance/Application_for_MA/CMDh_413_2019_Rev3_2021_10_clean_CMDh_BPG_on_multilingual_packaging.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/procedural_guidance/Application_for_MA/CMDh_413_2019_Rev3_2021_10_clean_CMDh_BPG_on_multilingual_packaging.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/procedural_guidance/Application_for_MA/CMDh_413_2019_Rev3_2021_10_clean_CMDh_BPG_on_multilingual_packaging.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/procedural_guidance/Application_for_MA/CMDh_413_2019_Rev3_2021_10_clean_CMDh_BPG_on_multilingual_packaging.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/procedural_guidance/Application_for_MA/CMDh_413_2019_Rev3_2021_10_clean_CMDh_BPG_on_multilingual_packaging.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/procedural_guidance/Application_for_MA/CMDh_413_2019_Rev3_2021_10_clean_CMDh_BPG_on_multilingual_packaging.pdf
https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/procedural_guidance/Application_for_MA/CMDh_413_2019_Rev3_2021_10_clean_CMDh_BPG_on_multilingual_packaging.pdf

Pilotprojekta process

Applicant indicates request for MLP cluster and participation in pilot in cover letter and proposes a
reduced text for MLP during initial submission (Mv of full text). A common EU
full and reduced harmonised text is to be prepared by the applicant, I.e. one document, no
separate "reduced harmonised text” document should be prepared.

L

[ RMS reviews full and reduced labelling texts and provides comments in D70 AR (or at D120) |

L

CMS involved In MLP clusters provide comments on reduced text proposal and feedback on any

RMS queries raised at D100 (or D145), focusing on issues of safety

!

Applicants can provide mock-ups for MLP as part of D106 responses that account for RMS and CMS

comments on EU full and reduced harmonised text

U

The RMS can request a MLP breakout session in clockstop (or D195) in exceptional cases if issues

remain

| EU full and reduced harmonised text is agreed by EOP |

ﬂ

Applicant provides mockups where required In accordance with national requirements to involved
MSs, based on the agreed EU full or reduced (for MLP cluster) harmonized text, either during

national phase or register prior to marketing according to national requirements
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Piemers pavadvestulei (I)

You will find enclosed the submission dossier as specified hereafter:

D4 ¢CTD format, Sequence number: 0001

(<] We confirm that all future submissions for this specific product will be submitted in this same
format.

- The relevant fees have bzen paid.

- The content of documents submitted in paper is identical io the documents included in
electronic submission.

We intended to apply multilingual packaging and the following clusters will apply: LT/EE, AT/IE,
K/NO, CZ/SK, FI/SE, HUNL, LV/SI, BG/HR.

In Annex 5.19 we have provided a proposal for the invented name for assessment to the member
states involved in each multilingual packaging cluster,
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Piemers pavadvestulei (II)

[X] We confirm that the electronic submission has been checked with an up-to-date and state-of-the-art virus
checker.

X We, , hereby certify that the dossiers submutted to the RMS and CMS(s) are
fully 1dentical.

We mtend to apply multilingpal packaging and the following clusters will apply: EE/LT/LV

| 11



Piemers salsinatam markéejuma tekstam

PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON — EU full/reduced harmonised labelling text

| 1. NAME OF THE MEDICINAL PRODUCT

=[Invented name]> 2.5 mg film-coated tablets
=[Invented name]> 5 mg film-coated tablets
=[Invented name]> 10 mg film-coated tablets
perindopril arginine

| 2. STATEMENT OF ACTIVE SUBSTANCE(S) I

<[Invented name]> 2.5 mg: Each film-coated tablet contains 2.5 mg perindopril arginine equivalent to
1.6975 mg perindopril. _ _

=[Invented name]> 5 mg: Each film-coated tablet contains 5 mg perindopril argimine equivalent to
3.395 mg perindopril. _ _

=[Invented name]> 10 mg: Each filim-coated tablet contains 10 mg perindopril arginine equivalent to
6.790 mg perindopril.

| 3.  LIST OF EXCIPIENTS |

Contains lactose. See the package leaflet for further information,

| 4. PHARMACEUTICAL FORMN AND CONTENTS ]

Film-coated tablet

=[Invented name]> 2.5 mg:

B
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Noderiga informacija

« CMDh Best Practice Guide on Multilingual Packaging v3

Template for cover letter for new applications submitted
through MRP/DCP

« Cover letter for variation applications in the mutual
recognition procedure
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https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/procedural_guidance/Application_for_MA/CMDh_413_2019_Rev3_2021_10_clean_CMDh_BPG_on_multilingual_packaging.pdf
https://www.hma.eu/human-medicines/cmdh/templates/applications-for-ma.html
https://www.hma.eu/human-medicines/cmdh/templates/applications-for-ma.html
https://www.hma.eu/human-medicines/cmdh/templates/variations.html
https://www.hma.eu/human-medicines/cmdh/templates/variations.html

Jautajumi (I)

1. 2021. gada oktobri CMDh sniedza noradijumus par daudzvalodu iepakojumu
veidosanu. Viens ieteikums ir ar valsts kompetento iestadi saskanot harmonizétu
saisinatu produkta informacijas tekstu (angl. "EU reduced harmonised text"). Kada
veida informaciju markéjuma teksta ZVA Jautu saisinat sadas harmonizacijas
ietvaros? Vai sie ieteikumi ir saskanoti ar citam Baltijas un citam ES valstim?

Atbilde: i
« Aicinam RAI markéjuma teksta noradit informaciju atbilstosi:
 QRD standarta formai

« izvairities no liekas, zalu drosu lietoSanu neietekméjosas informacijas
noradiSanas markeJuma teksta

« informacijas atkartosanas

« lietot apstiprinatos QRD un Ph.Eur Standartterms saisinajumus un
saisinatos terminus

« CMDh vadlinija noraditie ieteikumi ir harmonizéti starp ES valstim, noraditi
MLP vadlinijas 2. pielikuma

« “leteikumi kopéja Baltijas iepakojuma sagatavosanai” (anglu valoda)

| 14


https://www.zva.gov.lv/sites/default/files/inline-files/Ligums_par_Baltic_Package_Labelling_03.09.2015b..pdf

Jautajumi (II)

2. Kura 3.modula sadala (3.2.P.5.5. Characterisation of Impurtities vai 3.2.P.5.6. Justification of
Specification) butu ievietojams pilns riska vértéjuma dokuments uz nitrozaminiem? Vai nitrozaminu
saistoSais dokuments (no MAH puses aizpilditais Step template par nitrozaminu veidoSanas
izvértéjumu saskana ar EMA vadliniju) bitu ievietojams taja pasa 3.modula sadala ka pilns
nitrozaminu riska veértéjums? Vai aizpilditais Step template butu jadublé ari 1.moduli, kura sadala?
Vai 3.2.P.5.6. Justification of Specification sadala ieklaujamo aizpilditu CMDh/439/2022 template
nitrozaminu risku izvértésanai bitu jaduble ari 1.moduli? Kura sadala?

Atbilde:

« Nitrozaminu risku izveértéjuma atrasanas vietai dokumentacija ir sekundara nozime. Ligums
noradit, kur kompanija to ir ievietojusi;

« Atbilstosi CMDh Practical guide (1.6.apaksSpunkts) Template for nitrosamine risk evaluation
(CMDh/439/2022) jaievieto 3.2.P.5.6, nav jadublé 1.moduli

 AtbilstoSi CMDh Practical guide (1.8.apakspunkts) izvértéjuma secinajums (Step template) jaievieto
1.moduli sadala “additional data”, noradot atsauci uz 3.2.P.5.6. Riska izvértéjumu ievieto 3.2.moduli

« Ldgums izvairities no dokumentacijas dublésanas, ta vieta noradit atsauces uz attiecigo
dokumentacijas sadalu

« CMDh practical guidance un Information on nitrosamines for marketing authorisation holders
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https://www.hma.eu/fileadmin/dateien/Human_Medicines/CMD_h_/Advice_from_CMDh/Nitrosamins/CMDh_412_2019_Rev.20_2023_04_clean_-_PG_to_MAHs_on_nitrosamines.pdf
https://www.hma.eu/human-medicines/cmdh/nitrosamine-impurities.html

Jautajumi (III)

1.moduli “additional data” atbilstosi 3.2.P.5.6 ievietojama standarta forma
situacijai ievietojama standarta forma  (CMDh/439/2022 template)

May 2022
(Step template)
Currently identified risk factors for presence Evaluated? Reference to
of nitrosamines (Q4 of EMA/409815/2020) _{Yes { Noj annexed
Eiznuf. Elznur. Eisanu‘r. g:nur_ E:nut ﬂ:nm’_ hﬂCkQﬂJUl‘Id
1 2 _ 1 2 _ documents

. . . . . Risk factors relared to the manufacture of the active substance:
Marketing authorisation holders should use the templates below in their responses: 1| Use of nite salt and esters (e.g. NaNOZ,
alkyl nitrites), or other pjirgsating agents

(e.g. nitroso halides, pifrosoninm salts.
nifrogen oxides, nitro alkanes, halogenated

« Step 1 - No risk identified response template B o ef secondary
or tertiary amines within the same or
different steps of the manufacturing

] ] - rocess. Sources for secondary or tertia
« Step 1 - Risk identified response template (doc) Bmines can also be staring materias,
intermediates, reagents, solvents (g.g, DMF,
DMAc and NMP) and catalysts, which
. . . contain amine functionality, amine impurities
« Step 1 - Risk identified response template (xIs) (e.. quatemary ammonium salts) or ihich

are susceptible to degradation to reveal

amines.
2 | Nitrite formation by oxidation of
hydroxylamine or nitrite release from nitro-
aromatic precursors (g0 by flyoro de-
nifration), in the presence of secondary or
tertiary amines within the same or different
steps of the manufacturing process (see 1).
3 | Use of disinfected water (chlorination,
chlorg-amination, ozonisation) in the
presence secondary or terfiary amines
within the same or different steps of the
manufacturing process (see 1).
4 | Oxidation of hygrazings. hydrazides and
hydrazones by hypochlorite, air, oxygen,
ozone and peroxides in the manufacturing
process or during storage. Use of
contaminated raw materials in the AP
manufacturing process (g.0. solvents,
reagents and catalysts).
5 | Use of contaminated recovered or recycled
materials (£.0. solvents, reagents and
catalysts).
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Dace Peiseniece

Zalu registracijas departamenta
Farmaceitiskas informacijas izvértésSanas nodalas vaditaja

Talr.: +371 67078403, Dace.Peiseniece@zva.gov.lv

Zalu valsts agentara

19.06.2023., Riga
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