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Pouzivané zkratky

MAH = drzitel registrace

Al = Acceptable Intake

CAP = centralizovana procedura

NAP = narodni procedura

MRP = procedura vzajemného uznavani
DCP = decentralizovana procedura

NCA = narodni autorita

SWP = Safety Working Party

MS = Clensky stat

MA = registrace

API = |éciva latka

CAPA = napravna a preventivni opatreni
NMEG = Nitrosamine Multidisciplinary Expert group
RAN = Rapid Alert Network

IRN = Incident Review Network

SAR = structure-activity-relationship
GLP = Good Laboratory Practice

TTC = threshold of toxicological concern
LTL = less-than-lifetime
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Obsah prednasky

= Kde se nyni nachazime

», Step 2 —scénare a, b, ¢, d

-, Step 2 — hodnotici zprava

=, Step 2 — prioritizace pripadu

-, Step 2 — jak predkladat?

= Nastaveni limitQ pro nitrosaminy

%~ Novinky v Q/A k vystupu z CHMP referralu k nitrosaminiim

= Nitrosaminy v ramci bézicich registraci
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Jak to zacalo?

, Call for review — zahajeno v zari 2019 jako prvni vystup z referralu, vSichni drzitelé (MAH) jsou
povinni zhodnotit vyrobni procesy vsech svych |éCivych pripravkl obsahujicich chemicky
syntetizované nebo biologické latky.

— Step 1: Hodnoceni rizika (termin 31. 3. 2021 chemické pripravky, 1. 7. 2021 biologické pripravky)
— Step 2: Potvrzuijici testovani
— Step 3: Aktualizace registrace (termin 26. 9. 2022 chemické pripravky, 1. 7. 2023 biologické pripravky)

Step 1

. . , _ neni nutna dalsi
— Mozny vystup > RIZIKO NEIDENTIFIKOVANO g

okamzita akce

RIZIKO IDENTIFIKOVANO > Step 2

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Kde jsme nyni?

s, Call for review

Step 1

. . , neni nutna dalsi
— Mozny vystup > RIZIKO NEIDENTIFIKOVANO >

okamzita akce

RIZIKO IDENTIFIKOVANO > . '
.
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Step 2 — zakladni pozadavky

=, Pokud je identifikovano riziko, MAH pokracuje krokem 2 — potvrzujici testovani
- Je tfeba vyvinout vhodnou analytickou metodu.

- Informace o detekované pritomnosti nitrosaminu — nutno neprodlené sdélit autorité.

v oz Lo Scenarios at end of step 2
- Mozne scénare: | known or new nitrosamine (scenario d) P
identified- process depends on the

amount detected

Scenario a: nitrosamine(s) content: Al
exceeded: further assessment from
l Rapporteurs/RMS

!

E - L
hﬂ_“)’ Scenario b: nitrosamine(s) content: AI
not exceeded and >10%:
(includes the case where
10%AI <nitrosamine level < 30%AI):
assessment during step 3

Scenario c: nitrosamine not detected
or
=10% AI:
file case and no further action

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Step 2 —scenario b

%, Pritomnost nitrosaminu potvrzena
—

=, Hodnota neprekracuje Al (resp. celozivotni riziko neni vétsi nez 1:100 000)

%, ALE celkovy obsah nitrosaminu je vyssi nez 10 % Al

%, Je treba podat zadost o zménu — zarazeni limitu do specifikace

Mitrosamine (s) <Al
but >10% >

MaH submits
variation

%, Po schvaleni zadosti autoritou — pripad povazovan za vyreseny

Step 2 — scenario ¢

%, Nitrosamin nebyl identifikovan nebo

%, Pritomnost nitrosaminu potvrzena, ale nalezena hladina je konsistentné nizsi nez 10 % Al
%, Neni treba zadna dalsi akce — pfipad povazovan za vyreseny

© 2022 STATNI USTAV PRO KONTROLU LECIV

Authorities assessment to
evaluate testing
requirements including
eligibility to perform skip
testing (if < 30% AI)

Finalise
variation
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Step 2 —scenarioa / d

=, Pokud nalezeny nitrosamin
- Prekracuje stanoveny Al nebo prekracuje riziko vzniku rakoviny 1:100 000 (scenario a) nebo

- Jde o nové identifikovany nitrosamin (neni zahrnut do CHMP Art. 5(3), ani neni soucasti otazky Q.10 z Q/A
dokumentu) (scenario d)

- drzitel vyplni a zasle formulare:

- ,Jemplate for the notification of step 2 confirmatory testing outcome: confirmation of nitrosamine detected”
(*.doc)

CMDh 409 2019 Rev.3 2021 09 Step 2 Nitrosamine detected response template.docx (live.com)

- ,,Step 2 — Nitrosamine detected above acceptable intake or new nitrosamine detected response template” (*.xls)

CMDh 410 2019 Rev.1 2021 01-Step 2 -
Nitrosamine detected above acceptable intake or new nitrosamine detected response template.
xlsx (live.com)

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022


https://view.officeapps.live.com/op/view.aspx?src=https%3A%2F%2Fwww.hma.eu%2Ffileadmin%2Fdateien%2FHuman_Medicines%2FCMD_h_%2FAdvice_from_CMDh%2FNitrosamins%2FCMDh_409_2019_Rev.3_2021_09_Step_2_Nitrosamine_detected_response_template.docx&wdOrigin=BROWSELINK
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Step 2 —scenarioa / d

> Urcen ,lead” — pro CAP — CAP Rapporteur
— pro NAP — NCA
— MRP/DCP — RMS

-, ,Lead” vypracuje Step 2 Assessment report
CMDh 431 2021 Rev.0 05 2021 Nitrosamine assessment outcome step 2 template.doc (live.com)

* |dentifikace nitrosaminu, informace o limitu, nalezenych hodnotach, poctu sarzi
* Popis a validace analytické metody

e Zkoumani korenové pfriciny

* Navrh planu na zmirnéni rizika

 CAPA

* Hodnoceni poméru benefit/risk

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Step 2 — assessment report

Initial notification:
Presence of nitrosamine

- Was nitrosamine above Al detected in the Finished Product (FP).
- If so which nitrosamine impurity/nitrosamine impurities?
- At what level was each nitrosamine seen. State in ng and ppm, and provide range

- How many batches (APl and/or FP) have been tested? Is the amount and selection of batches considered to be representative Assessor
comments and in accordance with Q&A 8?

- What is the maximum daily dose in the SmPC according to the MAH (in mg)?
- What is the acceptable limit for each nitrosamine impurity (in ng/day) according to Q&A 10?

- For single nitrosamine detection: What is the acceptable limit Al (in ppm) calculated in accordance with Q&A 10 based on the maximum
daily dose?

- Where more than one nitrosamine has been detected, does the total daily intake of all identified nitrosamines exceed the Al of the most
potent n-nitrosamine detected, or does the total risk level of the sum of all detected nitrosamines exceed the 1 in 100,000 lifetime risk.

- Where a new impurity not listed in the Q &A Q10 has been identified, the RMS confirms that the Al has been agreed by SWP or else the
default class specific TTC of 18ng/day has been applied

- Has the limit been correctly calculated by the MAH?

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Step 2 — assessment report

Initial notification:

Analytical method

State type of analytical method used:

- Is the analytical method used suitable and properly validated?

- State LoD

- State LoQ

- Are limit of detection (LoD)/limit of quantification (LoQ) sufficiently low to ensure a total risk of not more than 1 in 1000007?

Investigation report
Root cause <preliminary> where available:

- Was a root cause identified?
- Was the investigation thorough, considering all currently identified root causes for presence of nitrosamines (Q&A 4)?

- If a root cause is proposed, is the identified root cause plausible? Has a thorough investigation been performed, including for example,
control experiments and robust data been provided??

<Final> Conclusion of root cause
investigation:

- Root cause <confirmed>- provide detail <cannot be confirmed>

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Step 2 — assessment report

Risk mitigating plan
- Has the applicant proposed an interim measure until CAPA implementation?

- Is an interim limit proposed that needs to be evaluated by CHMP via NMEG? Request MAH to fill in the Excel ‘Scenario A for
critical medicinal products’

- Is release testing for the finished product being proposed as an interim measure to ensure only compliant batches are released? If
so, what is the timeline for this? Is this reasonable?

- Is a recall proposed by the MAH?

Benefit/Risk assessment

- Is the risk assessment comprehensive?

- Does the RMS agree with the MAH'’s conclusion of the benefit/risk assessment?

- Is the overall benefit risk balance of the medicine still positive according to RMS?

RMS <Preliminary><Final> conclusion on benefit/risk assessment (including preliminary recommendation market actions based on
RAN criticality assessment).

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Step 2 — assessment report

CAPAs
- Have CAPAs been proposed by applicant? Provide a summary list of all CAPAs proposed
- Do proposed CAPAs address all identified root causes? Do they sufficiently address the problem and are the timelines reasonable?

RMS <Preliminary><Final> recommendation on acceptability of CAPAs (note related variations will be assessed separately)
MAH Conclusion of risk assessment:

RMS<preliminary> <final> overall conclusion on risk assessment

© 2022 STATNI USTAV PRO KONTROLU LECIV
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Step 2 — scenario a

© 2022 STATNI USTAV PRO KONTROLU LECIV

Known
nitrosamine
(5) exceeding
limit (Al or
1:100,000)

Authorities assessment:

*  Rapp/RMS case assessment
*  Rapid alert network product
criticality assessment

Rapid alert to follow up in | Yes
accordance with criticality
assessment

Market
action
required?

IRM convened in order to
facilitate exchange of information
and recommend on the best
regulatory pathway required to
address the situation and
communication strategy
{including the possible need for a
referral procedure) (IRN may
need to be convened several
times as info becomes available)

Authorities

agree on
corrective

MAH submits variation

actions and
tentative

timeframe to
submit

'

wvariation

Yesg

Referral
procedure

Referral
initiated?

8.6./9.6.2022
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Step 2 — scenario a

=, Pro pripady, kdy neni riziko vypadku na trhu — pouzije se Al

=, Pro pripady, kdy nejsou dostupné terapeutické alternativy a je riziko vypadku na trhu — aplikovan docasny
limit

=, Proces pro nastaveni doc¢asného limitu:

= Implementovdny CAPA, schvaleny vSechny potrebné Zadosti o zmény, obsah nitrosaminu v pripravku pod Al
— pfipad povazovan za vyreseny

—

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Step 2 — scenario d

» Nalezen novy nitrosamin
—

=, Dokud neni k dispozici vystup SWP, akceptovatelny pouze

— Class specific TTC pro N-nitrosaminy 18 ng/den nebo

— Limit zalozeny na pristupu SAR

=, Navrzeny pfristup je tfeba zdUvodnit
—

*»y Hodnoceno , leadem® konzultovano s SWP

Scenario a: Al
exceeded: further
assessment from
Rapporteurs/RMS

MNeaw Authorities assessment®:
nitrosamine(s) —» Rapps for CAF;.{CRMS for DCP,

Safety WP
consultation

© 2022 STATNI USTAV PRO KONTROLU LECIV

Scenario b: Al not
exceeded and >10%
(includes
10%Al<nitrosamine
level< 30%AI):
submit a variation

Scenario c: £10%:
file case and
no further action

8.6./9.6.2022



r
‘ ® S U KL Nitrosaminy — sougasna situace 17

Step 2 — proces prioritizace pripadt

=, Pri nastaveni konkrétniho regulacniho postupu se zohledni:
— Kriti¢nost pripravku (Iékarska potreba, dostupnost alternativ)
— Rozsah kontaminace (podil zasazenych Sarzi, zasazenych MS)
— Uroven kontaminace (dosazené % Al)
— Rozsah zasazenych pacientt (denni davka, trvani expozice)
— Dotéené casové obdobi (problém existujici od MA?)
— Potencidlni/identifikovana kofenova pficina

%, Dalsi detaily k scénadrdm a postuplim viz dokument: ,,European Medicines Regulatory Network approach for the
implementation of the CHMP Opinion pursuant to Article 5(3) of Regulation (EC) No 726/2004 for nitrosamine impurities in

human Medicines”
Implementation Process Article 5(3) Nitrosamine (europa.eu)

% Vysvétlujici otazky a odpovédi: ,Questions and answers for marketing authorisation holders/applicants on the CHMP Opinion
for the Article 5(3) of Regulation (EC) No 726/2004 referral on nitrosamine impurities in human medicinal products”

Nitrosamines EMEA-H-A5(3)-1490 - Q&A Art. 5(3) Implementation 06 May for CHMP - new Q&A20 and update to Q&A 10-
adopted (europa.eu)

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Jak tedy predlozit vystup ze Step 2?

, Predkladaji se vysledky testovani na konecném pripravku.

= Pro ,,no nitrosamine detected” staci vhodna kombinace napt. sil, |ékovych forem.

=,V pripadé detekce nitrosaminu — nutno testovat vSechny sily i Iékové formy.

=, Pokud je splnén schvaleny Al nebo class specific Al, neni treba predkladat zpravu z Setreni.

=, Predklada se pfrislusny formular “no nitrosamine detected” nebo “nitrosamine detected”
https://www.hma.eu/620.html|

= Pokud je zdGvodnéno, Ze riziko pochazi VYHRADNE ze vstupni suroviny pro API, APl, pomocné

latky, meziproduktu, atd., je mozné predlozit vysledky testovani pouze této vstupni suroviny pro
API, APIl, pomocné latky, meziproduktu, atd.

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Jak tedy predlozit vystup ze Step 2?

=, Testovani musi byt provedeno metodou, ktera je dobre popsana a validovana, limit kvantifikace
metody (LoQ) musi byt maximalné na urovni Al pro dany nitrosamin.

= Pro zduvodnéni ,,skip testing” musi byt LoQ < 30 % Al
%, Pro zdGvodnéni vynechani testovani musi byt LoQ <10 % Al

=, Pokud neni pripravek na trhu a nejsou tedy k dispozici Sarze, které by bylo mozné testovat -
moznost predlozit pisemné potvrzeni, ze testovani bude provedeno, nez bude pripravek uveden
na trh.

= Vysledky testovani (Step 2) + potrebné Zadosti o zmény (Step 3) musi byt predlozeny a schvaleny
pred uvedenim pripravku na trh.

Dalsi detaily viz CMDh practical guidance for Marketing Authorisation Holders of nationally
authorised products (incl. MRP/DCP) in relation to the Art. 5(3) Referral on Nitrosamine.

CMDh 412 2019 Rev.15 2021 12 clean - PG to MAHs on nitrosamines.pdf (hma.eu)

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Zakladni principy pro nastaveni limitu

=, Expozice nitrosaminum predstavuje vyssi riziko
nez je bézny TTC limit nastaveny ICH pokynem
M7.

=~ Nitrosamin ,,class specific” limit 18 ng/den nebo
ve zdlvodnénych pripadech pristup zalozeny na
SAR.

= Nelze aplikovat , less than lifetime® pristup.
—

>, Pouze pro pripravky indikované na rakovinu v
pokrocilém stadiu (viz definice ICH S9) je mozné
kontrolovat nitrosaminy dle pokynt ICH Q3A(R2)
nebo ICH Q3B(R2).

=, Specifické nitrosaminy — Q.10 — Table 1.

— Aktualizovana v kvétnu 2022

© 2022 STATNI USTAV PRO KONTROLU LECIV

ng/day*

N-Nitrosamine (CAS number)

96.0

N-Nitrosodimethylamine, NDMA! (62-75-9)
N-Nitrosodiethylamine, NDEA! (55-18-5)
N-Nitrosoethylisopropylamine, EIPNAZ (16339-04-1)
N-Nitrosodiisopropylamine, DIPNA? (601-77-4)
N-Nitroso-N-methyl-4-aminobutyric acid, NMBA3 (61445-55-4)
1-Methyl-4-nitrosopiperazine, MeNP2 (16339-07-4)
N-Nitroso-di-n-butylamine, NDBAZ2 (924-16-3)
N-Nitroso-N-methylaniline, NMPA! (614-00-6)
N-nitroso-morpholine, NMOR* (59-89-2)
N-nitroso-varenicline, NNV >
N-nitrosodipropylamine, NDPA (621-64-7)2
N-nitrosomethylphenidate®

N-nitrosopiperidine (100-75-4)

N-nitrosorasagilene’

7-Nitroso-3-(trifluoromethyl)-5,6,7,8-tetrahydro[1,2,4]triazolo-

[4,3- a]pyrazine®
N-nitroso-1,2,3,6-tetrahydropyridine (55556-92-8)
N-nitrosonortriptyline®

N-methyl-N-nitrosophenethylamine, NMPEA (13256-11-6)

26.5

26.5

26.5

96.0

26.5

26.5

34.3

127

37.0

26.5

1300

1300

18

37

37
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Zakladni principy pro nastaveni limit

= V pripadé pritomnosti vice nitrosamin(
- Celkova denni expozice nitrosaminy neprekracuje Al pro nejrizikovéjsi nitrosamin
- Celkové riziko vypoctené pro vSechny nitrosaminy nepresahuje 1:100 000

- Fixni pfistup — je nastaven pevny limit pro kazdy nitrosamin jako procento z Al a suma procent nesmi
presahnout 100 %

- Flexibilni pfistup — kazdy nitrosamin ma svj specificky limit a zadroven plati limit pro sumu
- Xi je mnoistvi jednotlivych nitrosaminu, Ali jsou jednotlivé Al

© 2022 STATNI USTAV PRO KONTROLU LECIV
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Novinky v Q/A k vystupu z CHMP referralu k nitrosaminiim

=, Aktualizace tabulky s Alv Q.10

=, Je akceptovan negativni vysledek in vitro AMES testu? — rozSifeni Q.10

— Negativni AMES test momentalné neni akceptovan jako jediny dlikaz, Ze prislusny nitrosamin nemda mutagenni
potencial.

— Dlvod: nékteré nitrosaminy in vitro negativni byly prokazany in vivo mutagenni.

— Regeni: dobfe provedeny in vitro test v souladu s GLP mdZe byt jako souéast prikazu, ale pro findlni akceptovani
necistoty jako Class 5 je tfeba dolozit dalSi podplrnd data.

— Vize EU sité: vytvorit test vhodny pro hodnoceni mutagenicity nitrosaminu.

=, Doplnéni popisu moznosti kontroly pro genotoxické APl — rozsifeni Q.10
— Pokyn ICH M7 se nepoutzije na API a pripravky vyjmenované v ramci pokynu ICH S9.

— Pro mutagenni nebo klastogenni API: nitrosaminy kontrolovany v souladu s ICH Q3A/B, ale pokud API poddvana
v davkach, kde neni riziko mutagenniho a klastogenniho Gcinku, nitrosaminy kontrolovany dle Art 5(3).

— Pro aneugenni API: nitrosaminy kontrolovany dle Art 5(3).
— Pro APl dle rozsahu ICH Q9: nitrosaminy kontrolovany dle Art 5(3).

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Novinky v Q/A k vystupu z CHMP referralu k nitrosaminiim

=~ Nova Q.20 — Jaké jsou regulacni kroky autorit poté, co byl identifikovan nitrosamin prekracujici
Al?
— Je identifikovana ,lead” autorita, ktera bude odpoveédna za hodnoceni.
— Je informovan RAN (Rapid Alert Network) a SPOC (Single Point of Contact) = urci kriticnost.

— Zpétna vazba z RAN/SPOC je brana v Uvahu pfti tvorbé preliminary AR, ndvrhu predbéznych opatreni ¢i akce na
trhu a hodnoceni CAPA navrzenych MAH.

— Konzultace s IRN (Incident Review Network) za uc¢elem usnadnéni vymeény informaci a zjisténi potreby
pripadnych dalSich opatfeni.

— Pokud je nutnd akce na trhu, postupuje kazda narodni autorita podle svych narodnich postupu, pricemz
zohledni kriti¢nost pripravku. Je moznost doCasného vyssiho limitu nebo LTL konceptu.

© 2022 STATNI USTAV PRO KONTROLU LECIV 8.6./9.6.2022
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Nitrosaminy u pripravkl v ramci registracniho Fizeni

=, Povinnost predlozit hodnoceni rizika pfitomnosti nitrosamin
=, Nutno vzit v ivahu vSechna znama rizika — viz Q.4
— Rizika souvisejici s vyrobou lécivé latky
— Rizika souvisejici s konecnym pripravkem
— Rizika souvisejici s GMP aspekty
=, Nové pozadovano vyplnéni formulare, jehoz vyplnéni doplni dikladné hodnoceni od Zadatele (bod 1.6 PG).
=, Formular je uveden jako priloha k CMDh practical guidance.
=) Moznost pouzivat formular okamzité, povinné pro DCP Zadosti podané po 1. 7. 2022.

=, Zadatel je odpovédny za to, Ze byla vzata v Uvahu véechna zndma potencidlni rizika a to i pokud se né&jaké
nové objevi v pribéhu registracni procedury.

=, Pokud zadatel identifikoval riziko — nutno predlozit vysledky potvrzujiciho testovani a navrhnout opatreni
pro zmirnéni rizika.

=, Dokud neni zfejmy pozitivni pomér benefit/risk, procedura setrva v clock-stopu.

=, Veskeré odpovédi na komentdare a pripominky k hodnoceni rizika pritomnosti nitrosamint je nutno
predlozit do konce procedury.
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