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Produktet medicinale qé& pérmbajné folkodiné nuk jané mé té disponueshme né&
tregun e BE-s

Te nderuar profesioniste shendetesor,

Mbajtesi I autorizimit te marketingut te produktit me substance active Pholcodin monohydrate ne marreveshje
me Agjencine Evropiane te Barnave ( European Medicines Agency EMA) dhe Agjensionin Kosovar per Produkte
dhe Paisje Medicinale ( AKPPM) deshiron t'ju informoi si me poshte:

Pérmbledhje

» Pérdorimi i folkodinés brenda 12 muajve para anestezisé me agjenté bllokues
neuromuskularé (ABNM) &shté lidhur me rrezikun e njé reaksioni anafilaktik
perianestetik ndaj ABNMs.

* Nuk jané identifikuar masa efektive pér té minimizuar kété rrezik né pacientét e
ekspozuar ndaj produkteve medicinale qé pérmbajné folkodiné.

¢ Si pasojé, produktet medicinale me pérmbajtje folkodiné& po térhigen nga tregu i
Bashkimit Evropian.

* Mjekét duhet té rivlierésojné pacientét e tyre, té& marrin né konsideraté alternativa té
tjera trajtimi dhe t'i késhillojné pacientét té ndalojné& pérdorimin e produkteve
medicinale qé& pérmbajné folkodiné.

e N& rast anestezie qé kérkon administrimin e ABNMve, profesionistét e kujdesit
shéndetésor duhet té kontrollojné nése pacientét kané pérdorur produkte medicinale
qé€ pérmbajné folkodiné né 12 muajt e fundit dhe nése po, té ruajné vetédijen pér
reaksionet e mundshme anafilaktike perianestetike ndaj ABNM.

Informata shtesé

Pholcodine éshté njé ilac opioid qé pérdoret pér trajtimin e kolés joproduktive (té thaté) tek fémijét dhe té
rriturit.

Produktet medicinale qé& pérmbajné folkodiné kan& gené subjekt i dy rishikimeve té sigurisé né BE né 2011 dhe
tani né 2022 né lidhje me rrezikun e mundshém qé folkodina mund t& ¢ojé né ndjeshméri ndaj IgE ndaj agjentéve
bllokues neuromuskular (ABNMs) dhe si rezultat né reaksione anafilaktike.

Né vitin 2011, rishikimi i sigurisé arriti na pérfundimin se balanca pérfitim-rrezik i produkteve medicinale g&
pérmbajné folkodiné né trajtimin e kollés Jjoproduktive ishte pozitive né kushte normale pérdorimi. Megjithatg, u
arrit né pérfundimin se mundésia e njé lidhjeje midis pérdorimit t& folkodinés dhe njé reaksioni anafilaktik
perianestetik ndaj NMBA-ve duhet té hetohet mé tej. Prandaj, u imponua njé studim i sigurisé pas autorizimit
(PASS).



Né vitin 2022, rezultatet pérfundimtare té PASS, té quajtur ALPHO, u béné té disponueshme duke treguar njé
lidhje midis pérdorimit té folkodinés brenda 12 muajve para anestezisé me ABNM dhe rrezikut té reaksionit
anafilaktik perianestetik té lidhur me ABNM-t& (OR e rregulluar=4,2 CI 95% [2,5; 6.9]). Nuk kishte t& dhéna pér
rrezikun qé lidhet me pérdorimin e folkodinés pértej periudhés 12 mujore. Né dhjetor 2022, Komiteti i Vlerésimit
té Rrezikut té Farmakovigjilencés (PRAC) i EMA vierésoi rezultatet pérfundimtare té studimit ALPHO sé bashku
me té dhéna shtesé, duke pérfshiré t& dhéna nga literatura mjekésore e disponueshme dhe pérvoja pas
marketingut. PRAC nuk mund té identifikojé masa efektive pér t& minimizuar rrezikun pér pacientét, as té
identifikojé njé popullaté pacientésh pér té cilét pérfitimet e produkteve medicinale gé pérmbajné folkodiné mund
té tejkalojné rreziget e tij. Prandaj, tregtimi i kétyre produkteve medicinale do té& ndérpritet dhe duhet té zgjidhen
alternativat terapeutike. Pérveg késaj, pacientét duhet té késhillohen té ndérpresin trajtimin me produkte
medicinale qé pérmbajné folkodingé. Né rast té anestezisé gé kérkon administrimin e APNM, profesionistét e
kujdesit shéndetésor késhillohen t& kontroliojné nése pacientét kané pérdorur produkte medicinale qé pérmbajné
folkodiné né 12 muajt e fundit dhe nése po, té ruajné vetédijen pér reaksionet e mundshme anafilaktike
perianestetike ndaj ABNM.

Thirrje pér raportim

Raportimi i reagimeve t& padéshiruara t& dyshuara &shts i réndésishém. Kjo lejon monitorimin € vazhdueshém t&
bilancit pérfitim / rrezik t& produktit medicinal. Profesionistéve t& shéndetésisé u kérkohet t€ raportojné ¢do reagim
t€ dyshuar t& padéshiruar pérmes sistemit kombétar t& raportimit.

Ju lutem raportoni ¢do dyshim t& nj& efekti t& padéshiruar né Departamentin e Farmakovigjilencés né AKPPM, duke
plotésuar formularin ¢ raportimit pér reaksion anésor q¢ mund ta shkarkoni né webfagen e AKPPM-s&
(https:/akppm.com/en) dhe ta dérgoni né njérén nga ményrat e méposhtme:

Né ményré elektronike: info@akkpm-rks.cov

Me posté: AKPPM
Rrethi i Spitalit p.n. (Q.K.UK)
10000 Prishting, Kosové

Me faks: +383 38 512 243

Kur raportoni efektet ¢ padéshiruara & barit, ju lutemi qé t& specifikoni sa mé shumé informata, pérfshiré
informatat pér historing e sémundjes, barnat e pérdorura njgkohésisht, datén e shfagjes sé reaksionit t& padé&shiruar
dhe datén e administrimit t& produktit medicinal t& dyshimtg. Gjithashtu, ju mund t’i raportoni dyshimet e

reaksioneve t& padéshiruara edhe tek Bartési i Autorizim Marketingut né Kosové.
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Té dhénat kontaktuese té personit té autorizuar

Marketing té produktit medicinal:

Mr.Ph.Venera Komoni
Pérgjegjése pér farmakovigjilencé

Alk&Kos Pharmaceuticals
Kosovo

ALKALOID A.D. SKOPJE
Mobile: + 377 45 266 023
Office: + 38138606011

Fax: + 381 38 606 008
Email: vkomoni@Alkaloid.com.mk
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Notification for healthcare professionals

5 April 2023

Pholcodine-containing medicinal products no longer available on the EU
market

Dear Healthcare professional,

The marketing authorization holder of the product with active substance Pholcodin monohydrate in agreement
with the European Medicines Agency (EMA) and the Kosovo Agency for Medicinal Products (AKPPM) we would
like to inform you :

Summary

e Use of pholcodine within 12 months preceding anaesthesia with neuromuscular
blocking agents (NMBAs) has been linked to a risk of perianesthetic anaphylactic
reaction to NMBAs.

¢ No effective measures have been identified to minimise this risk in patients exposed
to pholcodine-containing medicinal products.

e As a consequence, pholcodine-containing medicinal products are being withdrawn
from the European Union market.

* Doctors should re-evaluate their patients, consider other treatment alternatives, and
advise patients to stop using pholcodine-containing medicinal products.

¢ In case of anaesthesia requiring administration of NMBAs, healthcare professionals
should check whether patients have used pholcodine-containing medicinal products in
the last 12 months and if so, maintain awareness of potential perianaesthetic
anaphylactic reactions to NMBAs.

Background on the safety concern

Pholcodine is an opioid medicine that is used for the treatment of non-productive (dry) cough in children and
adults.

Pholcodine-containing medicinal products have been the subject of two EU safety reviews in 2011 and now in
2022 regarding the potential risk that pholcodine may lead to IgE-sensitisation to neuromuscular blocking agents
(NMBAs) and to anaphylactic reactions as a result.

In 2011, the safety review concluded that the benefit-risk balance of pholcodine-containing medicinal products
in the treatment of non-productive cough was positive under normal conditions of use. However, it was concluded
that the possibility of an association between pholcodine use and a perianaesthetic anaphylactic reaction to
NMBAs should be further investigated. Therefore, a post-authorisation safety study (PASS) was imposed.

In 2022, the final results of the PASS, called ALPHO, became available showing a link between use of pholcodine
within 12 months preceding anaesthesia with NMBAs and a risk of perianesthetic anaphylactic reaction related
to NMBAs (OR adjusted=4.2 CI 95% [2.5; 6.9]). Data about the risk related to the use of pholcodine beyond the
period of 12 months was not available. In December 2022, EMA’s Pharmacovigilance Risk Assessment Committee
(PRAC) assessed the final results of the ALPHO study together with additional data, including data from available
medical literature and post-marketing experience. The PRAC could not identify effective measures to minimise



the risk for the patients, nor identify a patient population for whom the benefits of pholcodine-containing
medicinal products could outweigh its risks. Therefore, marketing of these medicinal products will be stopped,
and therapeutic alternatives should be selected. Additionally, patients should be advised to stop treatment with
pholcodine-containing medicinal products. In case of anaesthesia requiring administration of NMBAs, healthcare
professionals are advised to check whether patients have used pholcodine-containing medicinal products in the
last 12 months and if so, maintain awareness of potential perianaesthetic anaphylactic reactions to NMBAs.

Call for reporting

Reporting suspected side effects is important as it allows for continuous monitoring of the benefit/risk balance
of the medicinal product. Health professionals are required to report any suspected side effects through the
national reporting system

Please report any suspicion of an adverse effect to the Pharmacovigilance Department at the KAPPM, by
completing the adverse reaction reporting form that you can download from the KAPPM website
(https://akppm.com/en) and send it to one of the following ways:

Electronically: info@akkpm-rks.gov

By post : AKPPM
Rrethi I Spitalit p.n (Q.K.U.K)
10000 Prishtine, Kosove

By fax : +38338512243

When reporting adverse drug effects, please specify as much information as possible, including information on
the history of the disease, concomitant medications, the date of occurrence of the adverse reaction, and the
date of administration of the suspected medicinal product.

You can also report suspected adverse reactions to the Marketing Authorization Holder in Kosovo.

Company contact point

Alk&Kos Pharmaceuticals sh.p.k

Adress: Rr.Magjistralja Prishtine -Shkup,km 7
Prishtine,Kosove

Mr.Ph.Venera Komoni

Responsible for Pharmacovigilance
ALKALOID AD SKOPIJE

Mobile: +38345266023

Office: +38338606011
Email:vkomoni@Alkaloid.com.mk
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