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Mpog:

Tomkoug Karoyoug Adeiag Kukhogopiac

Katoxoug Eibikwv Adeiwv

Katdxoug Adeiag MapdAAnAng Eigaywyrc

TotmmkoUg Katoyoug Adeiag Xovdpikng MwAnong

Totikoug AvTitpoowTroug Kartoxwv Adeiag Kukhopopiag

Tomikoug Karoxoug Adeiag MNapaokeuric appakeuTikwy Mpoidvtwy

Ofpa: MpoeToIHaCia TOTTIKWY QOPEWY EV OWEI TNC ATTOXWPNONC TOU
Hvwpévou BaoilAgiou ard tnv EE (BREXIT).

Exw odnyieg va avagepBuw oTo Mo Tdvw Béua kai v owel Tou BREXIT va
EMOTAOW TNV TTPOCOXH 0ag OTIG aAAayég TTou Ba eMIPEPEl TO yEYOVOS OTNV
KUKAOQOPIa TWV QAPHAKEUTIKWIV TTROIOVTWV.

Omwg eival 1dn yvwaoTo, amo mig 30 Maprtiou 2019, 10 Hvwpévo BaciAeio (HB) Ba
givar exktog g E.E..  MeTagl dMwy, autd Ba éxer onuavtiké aviixtumo otnv
KUKAOQOPIO TWY QAPHAKEUTIKWY TTPOIGVTWY, T600 aTnv EE 600 kai otv Kutrpo.

Emonpaivetal 61, n KOmpog, cav WIKpd Kpdrtog, Siaxpovikd AVTIMETWTTIZE
TPOKARCEIG 0Tn BIGBe0N KAl ETTAPKEID PAPUAKEUTIKWY TTPOIOVTWY GTNV ayopd TS
Kal N KatdAAnAn Trpoetolpacia amoteAei 1IB10iTEPA ONUAVTIKG WETPO yid ThV
atroTpoTrh, aTo Babud Tou eival duvatd, TOU AVTIXTUTTOU TNG ATTOXWENONC Tou
Hvwpévou BaoiAeiou ouvetryg, TpokUTITEl 6T 01 TOTIKOI QOopeic Ba Tpémel va
mpoBolv  €ykaipa, OTIG  amapaitnTeG  IEUBETAOEIS KAl ETTIXEIPNOIAKO
TTPOYPANHATIONO E OKOTTO TNV ATTPOCKOTITH KUKAOQOPIT TWV TTPOIdVTWY TOUC.

Mo kdrw TmapatiBetar ouvoTmik kaBodriynon ot oxfon pe Ta mOavoTEPa
OEVAPIa TTOU £XOUV epapuoyr otnv Kdtpo:
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1. Xwpa gykardotaong Twv Kardxwv Adsiag KukAogopiag

ZUppwva pe TNV Keigevn vopoBeaia, or Kartoxor Adeiag KukAogopiag (KAK)
PETTEl va  eival eykateoTnuévol otn Anpokpatia i oe KPATOg MEAOC
(repidapBavopevou kar Tou EOX).  2uvemmwg, OAol oi KAK Ttou eivai
gykareatnuévol oto HB Ba mpeter va peteykataoTaBouv i va HETAQEPOUV TIG
adeieg Kukhopopiag Toug age KAK egyKateaTnueEvoug o KpAdTog PEAOG 1 OTOV
EOX.

Ta o Tdvw 10X00UV Kal yid ToUug TOTTIKOUG avTiTpoowTroug Twv KAK kabwg
Kal TOug TUXOvV aItnTéG yia ddeia KukAopopiag ol otroiol evBappuvovTal OTTwWG
METEYKATAOTABOUV TTPpIV KaTaBEéoouv aITACEIC.

2. Adzieg KukAogopiag

EBvikég Adeiegc KukAogopiag

Av kal ol EBvikég Adeieg Kukhogpopiag dev avapevetal va emrnpeacBoiv
ONUAVTIKA, ETICNHAIVETAI OTI OTAV TIEPITITWON TTOU TEAIKO TTPOIdV N KATTOI0
evOIGUEDO OTAdIO TNG TTAPAYWYNS TOU TTPOoIdVTOg TTapackeudletal oto HB
Kal Ba eloayBei ameuBeiag otnv Kutrpo, Ba 1oxUo0ouv OAEC Ol aTTaITATEIS OF
OXEON HE TNV EI0AYWYN QAPHOKEUTIKWY TTPOIOVTWY ATTO TPITEG XWPES TTOU
mepthapBavouv «Adeia MNapaokeung kal Eloaywyng amod Tpiteg Xwpeg»,
KaBwg Kal TAfpn epyactnpiakd éAeyxo (Quality control) moTotoinon kai
arreAeuBépwaon mrapTidag (batch release) amd Eidikeupévo MpoéowTro.

2E TIEPITITWON TTOU Ol TTAPACKEUAOTEG TWV JPACTIKWY OUCIWY BpiokovTal
oto HB, yia v eicaywyn Toug Ba amaiteital n «ypamTh emBelaiwony
(written confirmation) TTou atraiTeiTal yia TNV €loaywyri dpacTIKWyY oUCIWV
aTrd TPITEG XWPEG.

ZTIG TIEPITITWOEIG AITOEWY Yyia adeia KukAogopiag yia yevoonua N
UBPIBIKG TTPOIdVTa OTIC OTIOIEG AVAPEPETAl WG QAPUAKEUTIKO TIPOIOV
avagopdg, TPoidv TTou £xel ddeia kKukAogopiag ato HB (UK RefMP), o
aimoelg 8a 1oxUouv pOVO OTNV TIEPITITWON TIOU Ol AVTIOTOIXEG AdEIEC
KukAogopiag xopnynBouv r €xouv xopnynBei tpiv 1i¢ 29 Mapriou 2019.
Fevikd, o1 aITnTéG evBappuvovTal OTTWS WG QUPUOKEUTIKO TTPOIOV
avagopds (RefMP) yia autég mig aitioeig Bdoel Twv omoiwv n adeia
KUKAo@opiag avapévetal va xopnynBei petd T1ig 29 Maprtiou 2019,
XPNOILOTTOI0UV TTPOIOV TToU €XEl ALl KUKAOPOPIag ot KpdTog HEAOG N
otov EOX ka1 amo@Uyouv tn xprion UK RefMP.

Adsieg KukAogopiag péow tng Apoifaiag Avayvwpiong
[ATrokevTpwpévng Aladikaoiag (MRP/DCP)

MNa 1oxvovoeg Adeieg Kukhogpopiag péow tng dtadikaciag MRP/DCP oTig
otroie¢ Kpartog Méhoc Avapopdg (Reference Member State-RMS) eivar 1o
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HB, yivetar cUoTaon 6mwg or KAK aAAd§ouv 1o RMS trpiv Tic 30 MapTiou
2019.

Ma Tpexouceg Sladikaagieg, ol aItnTéG Ba TTPETTE! va OAOKANPWOOUV GAEC TIC
EKKPEPOTNTEG TIPIV TTPOXWPIooUV o€ aAAayry RMS.

Merd 11¢ 29 Mapriou 2019, dev Ba eivar duvarh n KatdBeon oTToIWVSATTOTE
arroewv Je RMS o HB.

Ei81kég Adcieg

Znueiwvetal 1Idiaitepa, o1 oTa KABodnynTIKA £yypagpa Trou ekdidovral
avagopikd pe To BREXIT, péxpl otiyprig dev yiveral otroiadnmore avagopd
oTig €10IKEG adeieg oy ekdidovral duvaper To dpBpou 13A Tou NOpou
(apBpo 126a Tng Odnyiag 2001/83/EK).

ZUpgwva pe TNV Keipevn vouoBeoia, ol edikég adeleg ekdidovTal Ye Bdon
TTPOIOVTA TTOU KUKAOQOPOUV OE KPATN PEAN GUVETTWIG, ATTO TNV NUEPOMNVIa
amoxwpenong Tou HB amé tnv EE, ol mpévoieg Tou dpBpou 13A tou Népou
000 aPOPA QYUPUAKEUTIKG TTPOIGVTa avagopds atd 1o HB Ba mdwouv va
IoXUouV.

O1 kdTOXO! EIBIKWV AdEIV TTOU EXOUV WG TTPOIOY aVAPOPAS, PAPHAKEUTIKO
Tpoiov amé 1o HB ko emBupolv va dlatnprigouv To TPoidv oTnv
KUTTPIGKN ayopd, £XOUV TIG TTI0 KATW ETTIAOYEC:

(a) Na aAAdEouv To TTpoidv avagopds ot TTpoidy TTou RBpiokeTal ot
KpdaTog peEAog i Tou EOX. Znueiwveral, 611 yia auTr Tnv £TmiAoyr, Oa
TpETTel va KataTeBei Eykalpa ek vEou aitnon yia 18Ik Adeia Kol pe
TNV evdeXoUEvVn £YKpIOoN TNG Epéoov xopnynBei Tpiv Tic 30 MaprTiou
2019, n TpoyevéaTepn AdIa ATTOCOUPOEI.

(B) Zmig TEPIMTTWOEIG TTOU yId TO TIPoidv UTTApxel o€ 1oxU Gdeia
kukhogopiag peéow MRP/DCP, va pofouv o€ 6Aeg Tig KATAAANAEG
EVEPYEIEG WOTE VA TTPOOTEBEl N KUTTpog we evDIaPEPOUEVO KPATOC
MEAOG pEow Tng dladikaoiag zero Days rMRP.  YwevBupietar n
£YKUKAIOG pag nuepounviag 15 ®eBpouapiou 2018 avapopikd ue Ta
O1adikaoTIkd CNTAMATA N oTroia Cag EMCUVATITETAl YIO EUKOAIX
avagpopdg.

(y) Tio QapUakKeUTIKG TTPOIOVTA TTOU KUKAOQOPOUV Hovo oTo HB kal
gxouv €181k adeia atnv KOtrpo, yiveral c0oTaon 6mmwe peAetnBsi To
evdexopevo katabeong aitnong yia ddeia KUKAOQOPIOG WECW TNG
EBvikri¢ Aiadikaciag. Emonuaiverar idiaitepa 611, epdoov To HB Ba
armoteAei  TAéov  TpiTn  XWpa, of aAItnTég  Ba  TPETEl  va
OUUHOPQWVOVTAl WE TIG ATTAITACEIG TG VOPOBEeTiag yia eloaywyh
amrd TPITEG XWPEG, OTTWG QUTEG AVAPEPOVTAI TTIO TTAVW KAl YEVIKA,
Ba €xouv OAeg TG uTTOXPEWTEIG TTou €xouv of KAK OTIWS auTéc
TTPOVOOUVTAl ATTd TN VOoNoBeaia.
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Znpeiwveral 611, 0TV KUTTpo UTTAPXEI ONUAVTIKOG apIBUOG EIBIKWV adeiiv He
MPOIGVTa avapopdg atmd 1o HB, oUVETTWG o1 ETTNPEAlOHEVOl KAAOUVTAI OTTWG
TpoBoulv £yKkaipa o€ OAEG TIG KATAAANAES EVEPYEIEC.

. QappakogTaypulTrvnon

ZUPQwva pe TNV Keipevn vopoBeoia, Ta Eidikeupéva lMpéowtra yia n
®appakoerayputrvnon (Qualified Persons for Pharmacovigilance-QPPV),
TPETTEI VO €iVal EYKATEOTNPEVA OE KpdTog pEAOG n oTov EOX. Zuvemwg, oTIg
mepITTWOEg o0tTou of QPPV eival egykareotnuévol oto HB, Ba Trpérmel va
peTeykataoTaBouv 1 o1 KAK va diopicouv véo QPPV eykateotnuévo ot
Kpatog pEAoG 1 otov EOX. To iBio 1oxuel kal yia Tov avammAnpwth utretBuvo
(Deputy QPPV).

Opoiwg, TO KUPIO apxeEio TOU OUCTAMATOG  PAPMAKOETTAYPUTTVNONG
(Pharmacovigilance Master File-PSMF) o€ mepimrrwaon mou Bpioketal oto HB
Ba péTrel va peTeykaraoTabei oe kpdTog YéEAog i atov EOX.

Znueiwverar om, yia Ty ahhayrj Twy oToixeiwv Tou QPPV kai yia Thv
pereykardoraon tou PSMF dev amaiteitan aitnon yia Tpotrotroinon kai Ta
gToIXEIa PTTOPOUV va eTTIKAIPOTTOINBOUV YETW TNG Bdong dedopévwy Tou EMA
(article 57 database)

. XovOpIKA TTWANGCN KAl TTPAKTOPEUO PAPUAKEUTIKWY TTPOIOVTWY

Epboov amé 1¢ 31 Mapriou 2019 1o HB Ba amoteAei Tpitn Xwpa, ol
ouvoMayeg  XovdpIKAG  TTWANONG KAl  TTPOKTOPEUCNG  QPUPUAKEUTIKWV
mpoidvIwy amd 1o HB dev Ba emTtpémovial. O1 €100YWYEIC QAPHOKEUTIKWVY
Tpoioviwv amd HB., edv BéAouv va ouvexioouv Tig SpacTtnpIdTnTEC TOUC Ba
mpEmel va ggaocpalioouv «Adeia Eloaywyrig amé Tpitn Xwpa», evw n
TTPOKTOPEUOT BEV Ba eTITPETTETAI.

. NMapdAAnAeg eicaywyég

AOyw Tou 0TI dev €XOuv avakovweel eTTionUES KATEUBUVTAPIEG YPOUUES OF
Oxean HE TIG TTAPAAANAEg elcaywyeg kal To HB, dev gival yvwoTd av kal o€
oo Babuo Ba 1oxUoouv. EKTIpdTal 6T, Ao TN PEXP! OTIYMAG €EEMIEN Twv
dlampaypateloewy, Ta QOPHAKEUTIKA TTPOidvTa TTou TTpoépXovTal amd 1o HB
0ev Ba PTTOPECOUV VA ATTOTEAECOUV TTPOIOVTA ava@opds yia TTapdAAnAn
gl00ywyn Kal ouTe Ba eival duvaTth n TapdAAnAn e€aywyn oo HB.

ZUPTTANPWUATIKA PE Ta O Trdvw, n Eupwtraiky Emtpot, o Eupwraikoc
Opyaviopog ®appdkwy kai or AieuBuviég Opyaviopwyv Papudkwy HMA éxouv
EKOWOEI OEIPA EVNUEPWTIKWY QVAKOIVWOEWY O OTToiEG UTTopolv va eEsupeBoly
OTOV TTI0 KATW OUVOECHO KAl TIG OTT0IEG KAAEIOTE VO UEAETAOETE.

http://www.ema.europa.eu/ema/index.jsp?curl=pages/about us/general/general

content 001891.isp&mid=\VWCQ0b01ac0580ch2e5b
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Tac yivetal oUCTOON OTTWG EAEYXETE TOKTIKA TOV TTIO TTAVW OUVOECUO epOTOV TO
oToixeia kal Ta €yypaga duvard va emkaipotroinBouv kabwg Bpiokovral ot
£ZENIEN o1 DlaTTpaypATEUOEIS YIa TNV atmoxwpenon tou HB amd v EE.

6. AMEOEG EVEPYEIES VIO TTPOYPAHHATIONO KO CUVTOVIOHO

Me Bdon ta MO Tavw, TTApakKaAoUvTal Ol QOPEIG TTou eTrnpeddovTal OTTwWG
evnueEPWoouV TIG PUPUOKEUTIKEG YTINPETIEG YIa TIG EVEPYEIEG OTIG OTTOIES
£xouv TTPOREi KAl O€ QUTEG TTOU TTPOTIBEVTOl va TTPOPROUV KAl YEVIKA, TOV
emixeipnotakd Toug oxedlaoud oe oxeon pe o BREXIT kataBétovrag petagu
GAAWV KAl TOV KATAAOYO TWV QAPPAKEUTIKWY TTPOIOVTWY TTOU ETTNPEAloVTAl HE
Mo apxikr) TTPORAEWN yia TO TTold Ba TTapapEivouv TNV KUTTPIGKR ayopd Kal
ola X1, TO apyoTepo pEXP! Tnv 30n ZemrrepPpiou 2018.

Emiong, oe oxéon pe KABe OXETIKI aAAnAoypagia Kal AITNOEIG, O EUTTAEKOUEVOI
POPEIC TTAPAKAAOUVTAI OTTWG OTIG KAAUTTTIKEG ETTIOTOAEG KAVOUV avapopd OTI N
oXeTikp aAAnAoypagia oxeridetal pe 1o BREXIT yia okomoug kaAutepou
QuUVTOVIOHOU.

Emonpaiverar 61 6Aa Ta mo TAvw, Ba TpEmel va oAokAnpwBouv trpiv mig 30
Maprtiou 2019 ouvetTwg, oI eTTnpealopevol Ba TTPETTE! va TTpoBouv EyKaIpa Kal EV
AN TEPITITWAOEI OTTOU gival duvaTd, TTPIV TO TEAOG TOU TPEXOVTOG £TOUG, OE OAEG
TIC QTTAPAITNTEG EVEPYEIEG WAOTE VA PNV TTapaTnEnOEi cup@opnon TTPog To TEAOG
auTAG TNG TTpoBeopiag pe cuvakoAouBeg KaBuoTepnaoEelg Kal TTpoBARpaTa e TNV
KUKAOQOPIO TWV TTPOIOVTWY OTNV KUTTPIGKA ayopd.

AGyw Tou o1l ol dlatrpayuateloelg yia tnv é€odo Tou HB Bpiokovral oe eCEMIEN,
duvarto Tnv TTapoloa va TNV ETTOKOAOUBNOOUV KAl AAAEG OXETIKEG ETTIOTOAEG.

Omwe avagépdnke Kal o TTdvw, n Tapouoa agopd ota meavoTepa oevapia
Tou ekTidTal 61 Ba emnpedoouv TV Kotmpo kai yia TpooBeTn mTAnpopodpnan
KaAgioTe OTTWC avaTpEXETE TNV IOTOCEAIDO TTOU TTapaTiBeTal M0 TTAVW.

O1 apuédiol AsiToupyoi Twv PapuaKeUTIKWY YTTNPECIWY Eival 0Tn diIdBeon oag yia
TUXOV TTEPQITEPW TTANPOQYOPNON KAl DIEUKPIVIOEIS.

e -
P

Ap Noung Mavayn

AiguBuvTtic PApPAKEUTIKWV YTINPETIWV
Ytroupyeio Yyeiag

‘E@opog ZuppBouliou Dapudkwy
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PHARMACEUTICAL SERVICES
REPUBLIC OF CYPRUS 1475 NICOSIA

MINISTRY OF HEALTH

File No.: Ph.S.5.21.02.01 1 August 2018
Tel.: 22-608607

Fax: 22-608649

email: phscentral@phs.moh.gov.cy

To:

Local Marketing Authorisation holders

Exceptional License holders

Parallel Import License holders

Local Wholesalers License holders

Local Representatives of Marketing Authorisation holders
Local Pharmaceutical Manufacturers License holders

Subject: Preparation of local stakeholders for the UK's departure from the
EU (BREXIT).

With reference to the above subject and, in view of the BREXIT, the Drugs
Council wishes to inform you about the changes for pharmaceutical products as
a result of the BREXIT.

As is already known, as of March 30, 2019, the United Kingdom (UK) will be
withdrawn from the European Union. Among other things, this will have a
significant impact on the supply chain of pharmaceutical products, both in the EU
and in Cyprus.

It is noted that Cyprus, as a small member state, at times faces challenges in the
availability and the adequate supply of pharmaceutical products in the Cyprus
market and appropriate preparation is a particularly important measure to
prevent, as far as possible, the impact of the United Kingdom's withdrawal. Local
industry stakeholders should make timely, necessary arrangements and
operational planning to ensure the uninterrupted supply of their products on the
market.

Below is a brief outline of the most likely scenarios that apply to Cyprus:
1. Country of establishment of the Marketing Authorisation Holders

Under current legislation, Marketing Authorisation Holders (MAHs) must
be established in the Republic or in a Member State (including the EEA).
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Therefore, all MAHs established in the UK should relocate or transfer their
marketing authorisations to MAHs that are established in an EU Member
State or a EEA country.

The above applies also to local representatives of MAHs as well as to any
applicants for marketing authorization, who are encouraged to relocate
before filing applications.

2. Marketing Authorisations

National Marketing Authorisations

Although national marketing authorizations are not expected to be
significantly affected, it should be noted that if a final product or an
intermediate product to be used in the manufacture of the final product is
manufactured in the UK and imported directly into Cyprus, all
requirements relating to the import of pharmaceuticals from third countries
that include a "Third Country Manufacturing and Import License", as well
as complete Quality Control certification and batch release by a Qualified
Person, must be met.

If the manufacturers of the active substances are in the UK, they will
require the "written confirmation" required for the import of active
substances from third countries.

In the case of applications for marketing authorizations for generic or
hybrid products that make reference to an authorised UK Reference
Medicinal Product (UK RefMP), applications will only be valid if the
respective marketing authorizations will be or have been granted before
29 March 2019. In general, applicants are encouraged, for those
applications under which marketing authorization is expected to be
granted after March 29, 2019, to use Reference Medicinal Product
(RefMP) which is authorised in an EU member state or a EEA country and
to avoid the use of a UK RefMP.

Marketing Authorisations through the Mutual Recognition /
Decentralised Procedures (MRP/DCP)

For current MRP / DCP Marketing Authorisations where the Reference
Member State (RMS) is the UK, it is recommended that MAHs change the
RMS before 30 March 2019.

For ongoing procedures, applicants will need to finalise all outstanding
issues before proceeding to change the RMS.

After March 29, 2019, it will not be possible to submit any applications with
the UK as RMS.
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Exceptional Licenses

It is noted in particular that in the guidance documents issued with regard
to the BREXIT, no reference to Exceptional Licences issued under Article
13A of the Law (Article 126a of Directive 2001/83/EC) has been made so
far.

According to the legislation in force, Exceptional Licenses are issued
based on authorised products that are marketed in Member States.
Therefore, from the date of withdrawal of the UK from the EU, the
provisions of Article 13A of the Law relating to UK pharmaceutical
products will cease to apply.

Holders of Exceptional Licenses with a reference product that is a product
authorised in the UK and who wish to maintain the product in the Cypriot
market, have the following options:

(@) To change the reference product to a product authorised in an
EU Member State or the EEA. It should be noted that for this option
a new application for a Exceptional License should be submitted in
due time and, if approved before 30 March 2019, the previous
license shall be withdrawn.

(b) In cases where for the product of interest there is a valid MRP /
DCP marketing authorisation, to take all appropriate steps in order
to add Cyprus as a Concerned Member State through the zero
Days rMRP procedure. Please refer to our circular, dated February
15, 2018, for procedural issues and which is attached for ease of
reference.

(c) For medicinal products that are only available in the UK and are
licensed in Cyprus, it is recommended that an application for a
marketing authorization be considered through the National
Procedure. It is stressed that, since the UK will become a third
country, applicants will have to comply with the requirements for
importation of pharmaceutical products from third countries, as
outlined above and, in general, will have all the obligations of the
MAHSs as provided for by legislation.

It should be noted that, in Cyprus there are a significant number of
Exceptional Licenses with reference products from the UK, therefore,
stakeholders are urged, as soon as possible, to proceed with the
appropriate actions.
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3. Pharmacovigilance

According to the legislation in force, Qualified Persons for Pharmacovigilance
(QPPV) must be established in an EU Member State or in the EEA.
Therefore, in cases where QPPVs are established in the UK, they should be
relocated or the MAHs must appoint a new QPPV established in an EU
Member State or the EEA. The same applies for the Deputy QPPV.

Similarly, the Pharmacovigilance Master File (PSMF), if located in the UK,
should be relocated to an EU Member State or the EEA.

Note that for the amendment of QPPV data and for changes in the location of
the PSMF, a variation application is not required and the data should be
updated through the EMA database (article 57 database)

4. Wholesaling and brokering of pharmaceutical products

Since the UK will be a third country as of 31 March 2019, wholesaling and
retailing of pharmaceutical products from the UK will not be permitted.
Importers of pharmaceutical products from the UK, if they wish to continue
their activities, should obtain a "Third Country Import License" while brokering
will not be permitted.

5. Parallel importing

Due to the fact that no formal guidelines have been issued in relation to
parallel imports and the UK, it is not known whether and to what extent they
will apply. It is expected that, from how negotiations have been progressing to
date, pharmaceutical products originating in the UK will not be permitted to be
a reference product for parallel imports nor will parallel exports to the UK be
possible.

In addition to the above, the European Commission, the European Medicines
Agency and the Heads of Medicines Agencies have issued a series of
informative announcements that can be found in the following link and which you
are encouraged to read.

http://www.ema.europa.eu/emalindex.jsp?curl=pages/about us/general/general
content 001891.isp&mid=WC0b01ac0580ch2e5b

It is recommended that you regularly check the above webpage as information
and documents are likely to be updated as negotiations on the UK's withdrawal
from the EU are still in progress.

6. Immediate actions for programming and coordination

On the basis of the above, the affected stakeholders are Kindly requested to
inform the Pharmaceutical Services of the actions they have taken and of the
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actions they intend to take and, in general, of their operational planning in
relation to the BREXIT, including, among others, the list of pharmaceutical
products that are affected, along with an initial estimation of which products
will remain in the Cypriot market and which will not, by 30 September 2018 at
the latest.

In addition, in relation to any relevant correspondence and applications,
stakeholders are requested to clearly identify in the cover letters that the
correspondence or applications are in relation to the BREXIT thereby allowing for
better coordination.

It should be noted that all of the above will have to be completed before March
30, 2019. Therefore, affected stakeholders should act early and, in any case
where possible, before the end of this year, to take all necessary action, so as to
minimise any backlogs towards the end of this period and consequential delays
and problems with the pharmaceutical product supply chain in the Cyprus
market.

Due to the fact that the UK withdrawal negotiations are in progress, it is possible
that this circular will be followed by subsequent circulars.

As mentioned above, this circular outlines the most likely scenarios that are
expected to affect Cyprus, and for further information, please refer to the website
listed above.

The responsible officers of the Pharmaceutical Services are at your disposal for
further information and clarifications.

Dr Louis Panayi

Director Pharmaceutical Services
Ministry of Health

Registrar Drugs Council

Pharmaceutical Services Ministry of Health 1475 Lefkosia
Tel: 22-608-607 Fax: 22-608-649 Website: http.// www.maoh.gov.cy/phs
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Ap. Pak.: 05.21.02.01 & 5.13.2.2 15/2/2018
TnA. : 22608618

dag: 22608639

Email: emavrokordatou@phs.moh.gov.cy

English Text Follows

Méow nAekrpovikou raxudpouciou

Mpog: Kardxoug Adeiiv KukAogpopiag Kal TomkoUg AVTITTPOOWTTOUC

Ofpa: EykOkAlog avagopikd pe Tn Siadikacia zero Days rMRP- Awadikaoia
ApoiBaiag Avayvwpiong pndév nuepwv

€ OUVEXEID TNG EYKUKAIOU nuepopnviag 11 Auyolatou 2011, OXETIKG We TNV eyypan
QAPHAKEUTIKWV TTPOIOVTWY péow TG Bladikaagiag zero Days rMRP, 10 ZupBouAio
Pappdkwy UTevBupiel Toug aITnTéS OTI yia va akoAoubrigouv T Siadikacia zero Days
rMRP Trpemrel apxika va evnpepivouy 10 ZupBoUAio Pappdkwy yia TN TpoBeon Toug
va KaraBegouv aitnon yia ékdoon ddeiag KUKAopopiag Péaw TnG ev Adyw diladikaaiag.

Ma exdnAwon péBeong yia kardBeon aitnong péow g diadikaciag zero Days rMRP
EQEENS TTPETTEl va uTToRAAAETal TTARPWC OUUTTANPWHEVO TO ETMOUVNUPEVO EVTUTTO
EkONAWONG EVBIAQEPOVTOG (D.Y. 164). TnUEIOVETQI OTI TO EVTUTTO Exel avaptnBei atnv
10T00EAIBa TWV PapPaKEUTIKWY YTTnpeoiwv
(https //www.moh.gov.cy/MOH/phs/phs.nsf/All/8957 COF4F 7D9791 5C225730800376
730?0OpenDocument ).

YrevBupigeral 611 epooov To ZupRouAio Sev @Epel EvoTaoN yia Kardean tng aitnong
HEow Tng diadikaciag zero Days rMRP, evnuepvel OXETIKA TOV QITNTH O OToiog
KAAEITOl VO ETTIKOIVWVAOE! PE TO KPATOC PEAOC avagopds (RMS) kal va karabéoel
aitnon e POVO EVOIaPEPOUEVO KPATOG HEAOS (CMS) v Kimpo. Znueiverar 6t A
KUtrpog Sev @pépel EvaTaon atn OUPUETOXR GAAWY EVOIOPEPOPEVWIV KPATWIV HEAWV OTN
dladikacia  dedopévou 6T emBupolv  va aKoAouBrioouv 10 guVTOpEUNEVO
xpovodiaypappa Tng diadikagiag (undév PéPEC).

AleukpiviCetal 6T 0 aITNTAG OQEIAEl OTTWE WE TNV uTroBoAr TnG aitnong kataBéos Tov
TARPN QAKEAD TOU TTPOIGVTOG TOV OTToI0 XEl OTN 01dBean Tou TN dedopévn xpovikn
onypn. O aintig ogeldel emiong omwe katadéoer Ka OAeg TIG €TTaKOAOUBEC
TPOTTOTTOINOEIG TTOU €XOUV KATATEDEI KAl EyKpIBEl aTO KPATOG PEAOG avagopdg (RMS)

Pharmaceutical Services Ministry of Health 1475 Nicosia
Tel.: 22608607 Fax.. 22608639 Webpage: hitp:/aww.moh.gov. cy/phs
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KaBWg Kal GUYKEVTPWTIKN AIOTA TWV TPOTTOTTIOINCEWV QUTWV. YmevlOupiletar 611 o
ainTig oeikel dTrwg karabéoel padi pe v aitnon Tou EMOTOAN pE TNV oToia va
BeBaiwver 0TI 0 PAKEAOS TTOU UTTORAAAETAN EiVall TTAVOOIOTUTIOS HE EKEIVOV TTOU EXEl
ndn eykpiBel aTo KpdTog péAog avagopds (RMS). O airnréc TapoTtpUvovTal OTTWG
uTToBAAOUV EVNUEPWHEVD Sequence WE TIG TPEXOUTEC TANPOYOPIES ToU PakéAou av
autd elvar SiaBéoipo. Emmpdobera, 1o TupBolAio Papudkwy cuvioTd OTTWwS 0
PdxeAog TOU TPOIGVTOG KaTaTiOETON Ot popery eCTD, 6Tou autéd cival EQIKTO,
dedopevou OT oUpQwva pe To EU Esubmission Roadmap v.2.0 OAeg ol aitioeig
(€kdoong, aVaveéwang Kal TPOTTOTIOINGNG) TTPCIGVTWY PEow apoiBaiag avaywwpiong
amé 1/1/2018 umopdAAovral oe poper eCTD. Ze efaupeTikéC TEPITTTWOEIS TO
ZupBoUMo Papudkwy Ba €§eTAlEl TO EVOEXOPEVO VA KGVE! QTmodEKTEG AITHOEIC pE
@dakeAo oe AAAeG Hopég (T1.x NeeS). QoT600 emakOAouBeC TPOTTOTTOINCEIG TTRETTEN
va uttoBaAAovral o€ poper eCTD.

YwevBupiZetan 61 ota mAaiola g Siadikaoiac zero Days rMRP, of DAPHUAKEUTIKESG
Ymnpecieg éxouv oTn 8IGBeon Toug 14 £pyAoIPES PéPEC yia TV ETKUPWON TNG aitnong
(validation) kan perd 10 TéAog Tng diadikaciag (end of procedure) akoAouSei n eBvikn
@aon omou o anTig oeiAel WG KaTaBETEl TI EAANVIKEC HETAQPAOEIS TWV
EYKEKPILEVWYV TTANPOQOPILY Yia To Tpoiév: MepiAnyn XapaktnpiaTikwy Mpoiévrog
(SPC), ®UAAo OBnyiwv Xpriong (PIL) kai Emioripavan (labelling), KaBWS Kal HakéTeg
MG eWTEPIKAG Kal OTOIXEIDSOUG CuoKeuaaiag otnv evOedelyHEVn nAekTPOVIKA
6ieuBuvon (mrp-depnew@phs.moh.gov.cy). Emonuaiveral o1 ta SPC, PIL Kai
labelling Trpémer va karatiBevial ot popen word.

ZnUelveral 01 ol Adeieg KukAopopiag TTou ekdidovral Péow TS Siadikaoiag zero
Days rMRP é&xouv mevraets 10X0 kai UTTOKEIVTQI OF TouAdxigTo pia avavéwaon
aveapTitwg €dv 010 KPATog PEAOG avapopds Karf oTa GAAG Kparn pEAn 1o
QAPUAKEUTIKG TPOIGY éxer Gdeia kukhogopiac pe € adpioTo IOXU. Ze TETOIEC
TEPITTWOEIC O KATOXOG Gdeiag KukAogopiag WTopei va utroBdAAer dloIknTIKNA
avaveéwan (shorten renewal). H aitnon avavéwang umopei va karateBsi otroladATToTE
XPOVIKA OTIYPR) pETA TV €kdoan Tng Gdeiag KukAogopiag otny Kumpo Kai TIPIV TNV
NUEpPoUNVia Agng TnG. Znueiddvetal 611 n ev Adyw Biadikacia ev Tnpeddel Tov kUKAO
Cwn¢G TOU TTPOIGVTOG,

Ma omoleodiroTe BIEVKPIVATEIS 1) TTEPAITEPW TTANPOPOPIEC, TTAPUKAAL QTTOTEIVEDTE
otv k. Mapiva lepeidn ( TnA. + 357 22608681, mieridi@phs.moh.gov.cy ).

// 7 Q

v

E. Maupokopddrou
‘Epopog ZupBouhiou dapudkwy

Pharmaceutical Services Ministry of Health 1475 Nicosia
Tel.; 22608607 Fax.: 22608639 Webpage: http.//iwww.moh.gov.cy/phs
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Tel.: 22608618
dag: 22608639
Email: emavrokordatou@phs.moh.gov.cy

English Text

Via Email
To: All Marketing Authorisation Holders and Local Representatives

Subject: Circular on zero Days rMRP procedure

In continuation of the circular dated 11 August 2011 concerning the registration of
pharmaceutical products through the zero Days rMRP procedure, The Drugs Council
reminds the applicants that in order to follow the zero Days rMRP procedure, initially
they should inform the Drugs Council of their intention to submit an application via this
procedure.

From now on, in order to inform the Drugs Council for their intention to submit an
application via the zero Days rMRP procedure, applicants have to submit the attached
form (Ph.S. 164) fully completed. Please note that the form has been uploaded and is
available from Pharmaceutical Services website:
(https.//www.moh.gov.cy/MOH/phs/phs.nsf/All/8957 COF4F7D9791 5C225730800376
73070penDocument ).

Applicants are reminded that if the Drugs Council does not have any objections to the
submission of the application via the zero Days rMRP procedure they will be informed
accordingly and they should then contact the Reference Member State (RMS) and
submit an application with Cyprus as the only Concerned Member State (CMS). Itis
noted that Cyprus does not have any objection if other member states wish to
participate as concerned member states in the procedure as long as they accept to
follow the shortened timetable (zero Days).

Itis clarified that the applicant has to submit the application with the full dossier for the
product available at the time. The applicant has to also submit all subsequently
submitted and approved variations in the RMS along with a collective list of these
variations. Applicants are also reminded that they have to submit a letter declaring
that the dossier submitted to Cyprus is identical to the dossier submitted and approved

Pharmaceutical Services Ministry of Health 1475 Nicosia
Tel.: 22608607 Fax.. 22608639 Webpage: hitp://www.moh.gov.cy/phs
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by the RMS. Applicants are advised to submit an updated dossier if available.
Additionally, the Drugs Council strongly recommends that the dossier is submitted in
eCTD format as according to the EU Esubmission Roadmap v.2.0 all applications
(issue, renewal, variations) via the MRP procedures as of 1/1/2018 must be submitted
in eCTD format. In exceptional circumstances the Drugs Council may consider
accepting applications with dossiers in other formats (e.g. NeeS). However, any
subsequent variations must be submitted in eCTD format.

It is noted that within the zero Days rMRP procedure, Pharmaceutical Services have
14 working days for validation of the application and upon closure of the procedure
(end of procedure) the national phase (30 days) follows, where the applicant must
submit the Greek translations of the approved product information: Summary of
Product Characteristics (SPC), Patient Information Leaflet (PIL) and labelling along
with the inner and outer packaging mock-ups in the specified mailbox (mrp-
depnew(@phs.moh.gov.cy). Please note that SPC, PIL kai labelling must be submitted
in word format.

Please note that the marketing authorisations issued via the zero Days rMRP
procedure are valid for 5 years and are subjected to one renewal irrespective of the
fact that the product in the RMS and/or in other CMSs may have a marketing
authorisation with unlimited validity. In such case, the marketing authorisation holder
may submit an administrative renewal (shorten renewal). The renewal application may
be submitted any time after the marketing authorisation in Cyprus has been issued
and before its expiry date. This procedure does not affect the lifecycle of the product.

For any clarifications or further information, please contact Ms Marina leridi (tel: + 357
22608681, mieridi@phs.moh.gov.cy ).

E. Mavrokordatou
Registrar Drugs Council

Pharmaceutical Services Ministry of Health 1475 Nicosia
Tel.. 22608607 Fax.. 22608638 Webpage: hitp:/www.moh.gov.cy/phs
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Drugs Council
Pharmaceutical Services
1475 Nicosia

Cyprus

PHARMACEUTICAL SERVICES

1475 AEYKQZIA

Date: dd/mm/yyy

Letter of Intent for a Repeat Mutual Recognition Procedure (rMRP): Zero days rMRP

We, [Applicant name], intend to submit a zero days repeat-use procedure for [Name of the
Product] with Cyprus as a/ the only (choose as appropriate) CMS. [Name of the Product] is
authorized via MRP/DCP [choose as appropriate] with [Name of the Country] as RMS.

Name of the medicinal product

Proposed name of the medicinal product in in Cyprus

Dosage Form

Strength

Active Ingredient

MRP / DC procedure number

Other CMS in the zero Days procedure (if applicable)

Approved common SmPC attached:

We kindly ask the Drugs Council to confirm the receipt of this documentation and its
agreement in following the Zero Days rMRP procedure for the above mentioned product,

Signature of the applicant

(Form Ph. S. 164)

Pharmaceutical Services Ministry of Health 1475 Nicosia
Tel.: 22608607 Fax.: 22608649 Webpage. http.//www.moh.gov.cy/phs



