FippoxnopTtiasna — PU3MK HEMENAHOMHOro paky Wwkipn (6a3anbHOKNITUHHA
KapuMHOMa, NIOCKOKNITUHHA KapuyMHOMa)

LWaHoBHMIA cnewianict cucTeMu OXOpoHM 380poB’A!
BnacHWKM peecTpauiifHOro nocBigYeHHA NiKapcbKUx 3acobis, WO MICTATbL rinpoxnoptiasng, 3i 3roau
LepasHoro ekcnepTHoro ueHTpy MO3 Ykpaiiu NoBigoMAAOTL NPO HacTyNnHe:

Ornapg

- Pe3ynetat dapmakoenigemionoriyHmnx AoCNiaXeHb NOKasanu BUCOKMN PU3MK HEMENAHOMHOrO paky
WKipn (6a3aNbHOKNITUHHOT KapUMHOMM Ta MIOCKOKNITUHHOT KapuuHOoMM) NpW 3acTocyBaHHI BWCOKMX
CyMapHuMx 403 rigpoxnopriasnay (MFXT3)

- Nauientie, aki npuimaiote MXT3 okpemo abo B kombBiHauii 3 iHWWMKM NikapcbKUMKM 3acobamu, cnig
npoiHGopMyBaTH WOA0 PUIUKY BUHUKHEHHA HEMENAHOMHOIO paKy LIKIpK Ta pekomMeHayBaTh IM perynapHo
NepeBipATW LWKIpY Ha NpeAMeT HOBUX BOTHWLL YPaKEeHHA, @ TaKOX 3MiH B ICHYIOUMX, Ta NOBIAOMAATH npo
Byab-AKi NiQ03PINi ypasKeHHA WKipK.

- Nigo3pini ypaskeHHA WKipU NOBMHHI NOTEHLIMHO TiCTONOMNYHO AocniaxyBsaTuca Gioncieio.

- NaujenTam cnig pekomeHAyBaTH 0BMEKNTH 3HAXOXKEHHA NIl COHAYHMMM NPOMEHAMM Ta YD-NPOMEHAMM
Ta BUKOPMCTOBYBATU HANEXKHWIA 3aXMCT NPU 3HAXOPKEHHI Nif| COHAYHUMM NPOMEHAMM Ta YD-NpoMeHAMU 3
METO0 MiHIMI3aLiT pU3KMKY paKy WKipw.

- BukopucTtanua MXT3 TakoX Caifl peTenbHo nepernaHyTh ANA NALIEHTIB i3 pakom WKIpW B aHaMHe3i.

3aranbHi BigoMocTi 3 nuraHb 6e3nexku

Nikapcbki 3acobu, Wo mictate XT3, WKMPOKO BUKOPUCTOBYIOTHCA ANA NiKYBaHHA rinepTeHsii, a Takox
CepLeBoro, Ne4iHKOBOro Ta HEMPOreHHOro HabpAKy Ta XPOHIYHOT CepLEeBOi He0CTaTHOCTI.

KomiteT 3 ouiHkn pusuky y dapmakonarnaai (PRAC) Esponeiicskoi areHuii 3 nikapcbkux 3acobis (EMA)
BMKOHAB OUiHKY AOCTynHWX gxepen iHdopmauii (To6To nitepaTypu, EudraVigilance). Pesaynbtatn aBox
OCTaHHiX dapmMaKoeniaemioNnoriuHMx AOCNi/KEHb 3 BUKOPWUCTAHHAM AATCbKMX 3aranbHOHALiOHANbHMX
Axepen inpopmauii (BKN104a0YM A4aTCHKUIA PEECTP BUNAAKIB PaKy Ta AepKaBHUI PEECTp NPU3HAYEHNX niKie)
NoKasanu CyKynHuii [0303aNemHnit 38'A30K MidK TXT3 Ta BUHVKHEHHAM 6a3anbHOKAITUHHOI KapuuHOMM i
NNOCKOKNITUHHOI KapunHomu. PoToceHcubinisyioua aia MNXT3 MOKe BUCTYNaTH MOMAMBUM MeXaHi3MOM
PO3BUTKY AaHWX NaTOMOTIM,

Opke pocnigkerna [1] Bkaoyano nonynauiio 3 71 533 nauieHTis 3 6a3anbHOKNITUHHOK KapPLUUHOMOO (BKK)
i 8 629 naujieHTiB i3 NNOCKOKAITUHHOW KapuuHomoto (IMKK), Ak nopiHioBanuce 3 1430833 i 172 462
nauieHTamm 3 KOHTPO/NLHOI nonynauii BianoeigHo. Bucoke cnomsanHa XT3 (2 50 000 mr cymapHo)
nos’A3yBanocsa 3i ckopurosaHum KoeoiuieHtom pusuky (KP) 1,29 (95 % AoBipuwii inTepsan (Cl): 1,23-1,35)
AnA BKK i 3,98 (95 % Cl: 3,68-4,31) ana MKK. CnocTepiranacs 3asexHicTb cyKynHuit gosa-edekrt gns BKK i
NKK. Hanpuknap, cykynHa pgosa 50 000 mr signosigae 12,5 mr MXT3 npu wogeHHoOMy NPUIAOMI NPOTArom
6nm3bKo 11 pokis.

IHwe pocnipkeHHA [2] NOKaszano MOMAMBKIA 3B'A30K MiX pakom rybu (MKK) Ta BuKopucTaHHAmM XT3:
633 naujeHtn 3 pakom rybu (MNKK) nopisHioBanuch 3 63 067 nauieHTaMu 3 KOHTPONbHOI nonynauii 3
BMKOPUCTaHHAM CTpaTerii BUNagKoBoi BMOIPKOBOT CyKynHOCTI. 3anexHicTb CykynHoro ao3sa-edekty 6yna
NPOAEMOHCTpOBaHa i3 ckopurosawmm KP 2,1 (95% Cl: 1,7-2,6) npu 3aranbHOMy BUKOPWCTaHHI 3
nigguuwerHam KP ao 3,9 (3,0-4,9) npu Bucokomy BukopuctarHi (~25 000 mr) i KP 7,7 (5,7-10,5) npw HaNBULLLI
CYKynHii no3i (~100 000 mr).

HemenaHoMHMIA pak WwKipn € pigKicHUM ABMLLEM. YaCTOTa 3axBOPIOBAHOCTI BaraTo B YOMY 3aNeMMTb Bif
$beHoTUNIB WKipK Ta iHWKX GaKToPIB, WO NPU3BOANUTL A0 PI3HOTO PIBHA PU3MKY Ha BUXiIAHOMY PiBHI Ta Pi3HKMX
PiBHIB 3aXBOPIOBAHOCTI ¥ Pi3HMX KpaiHax. OuiHeHi piBHI 3axBOPOBaHOCTI BigPI3HAIOTLCA Y Pi3HWUX perioHax
€Bponu Ta 3a OLiHKOI CTaHOBAATL Big 1 A0 34 Bunaakie Ha 100 000 4onosik Ha pik ansa NKK i Big 30 po
150 Bunaakie Ha 100 000 4onosik Ha pik 41a BKK. Ha ocHOBI pesynbTaTis ABOX A4aTCHKMX eniaemionoriuHmx
AOCNIAXEHD PU3UK MOXKE NIABULLMTUCA ¥ BaM3bKO 4-7,7 pasis ana MKK i 8 1,3 pazu ana BKK 3anekHo Big,
CYKYNHOT n03m MNXT3.



KopoTKka xapaKTepucTuKa nikapcbKoro 3acofy Ta IHCTPYKUiA ANA MeaM4YHOro 3acTOCYBaHHA ANA BCIX
NikapcbKKx 3acobis, Wwo mictaTe NXT3 6yayTb OHOBAEHI 3 BKAKYEHHAM iIHDOpPMaLLT WO A0 PU3UKY BUHUKHEHHA
BKK i MKK, noB’a3aHOro 3 BUKOpUCTaHHAM XT3,

3aKJIMK 4O NoBigoOMJIeHHSA

MoBigoMAEHHA NPO MOXIUBI HEBAXaHi peakLii nicna peecTpalii Nikapcbkux 3acobis € Ayxe Baxnusum. Lie
[O3BONAE KOHTPONOBATH CNIBBIAHOWEHHA KOPUCTb/pPU3UK Nikapcbroro 3acoby. Mu npocumo cneuianictie
CUCTEMW OXOPOHW 340POB'A nosigomnath npo Oyab-Aki HebarkaHi peakuii Yepes pgepiKaBHYy cucTemy
3BITHOCTI:

MNam’ATaiTe, Wo HeobxiAHO NOBIAOMAATK NPO ByAb-AKI NiQ03pK Ha HebarkaHi peakuii nicna BUKOPUCTaHHA
npenaparTie riapoxnopTiazuay.

AN «OepraBHuit ExkcnepTHui LeHtp MO3 YkpaiHu», (044) 202-17-00. EnekTpoHHa dopma KapTu-
NoBiAOMNEHHA 3Hax0AMTbCA 3a nocunaHHam https://aisf.dec.gov.ua

KoHTakTHa iH¢pbopmayis koMnaHii

AKwo y Bac BUHMKAM NUTaHHA abo Bam HeobxinHa aopatkoea iHbopmauis WOAO rigpoxnopTiaznay, Bu
MOXeTe 3BepHyTUCA [0 MeAMYHOro BiAAiNy BNACHUKA PeEecTpauifiHoro noceig4eHHAa B YKpaidi, wo
3HAX0AUTLCA 3@ aAPECOI0:

04070 Kuis, Byn. InniHbCKa, 8,

11 nin’i3p, 5 noBepx.

Ten.:+380 44 498 90 07

dakc: +380 44 498 93 87

Mo6.: 066 416 57 15

En.apgpeca: Info.ukraine@polpharma.com
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<Date>

Hydrochlorothiazide - Risk of non-melanoma skin cancer (basal cell
carcinoma, squamous cell carcinoma)

Dear Healthcare Professional,

Marketing authorisation holders of the products containing hydrochlorothiazide in agreement with <the
European Medicines Agency> and the <National Competent Authority > would like to inform you of the
following:

Summary

Pharmacoepidemiological studies have shown an increased risk of non-melanoma skin cancer
(NMSC) (basal cell carcinoma, squamous cell carcinoma) with exposure to increasing cumulative
doses of hydrochlorothiazide (HCTZ)

Patients taking HCTZ alone or in combination with other medications should be informed of the
risk of NMSC and advised to regularly check their skin for any new lesions as well as changes to
existing ones and report any suspicious skin lesions.

Suspicious skin lesions should be examined potentially including histological examinations of
biopsies.

Patients should be advised to limit exposure to sunlight and UV rays and use adequate
protection when exposed to sunlight and UV rays to minimize the risk of skin cancer.

The use of HCTZ may also need to be carefully reconsidered in patients who have had previous
skin cancer.

Background on the safety concern

HCTZ containing medicinal products are widely used to treat hypertension, as well as cardiac, hepatic
and nephrogenic oedema or chronic heart insufficiency.

EMA Pharmacovigilance Risk Assessment Committee (PRAC) assessed the available data sources (i.e.
literature, EudraVigilance). Two recent pharmaco-epidemiological studies conducted in Danish
nationwide data sources (including Danish Cancer Registry and National Prescription Registry) have
shown a cumulative dose-dependent association between HCTZ and NMSC (basal cell carcinoma,
squamous cell carcinoma). Photosensitizing actions of HCTZ could act as possible mechanism for NMSC.

One study [1] included population comprised of 71, 533 cases of basal cell carcinoma (BCC) and 8,629
cases of squamous cell carcinoma (SCC) matched to 1,430,833 and 172,462 population controls,
respectively. High HCTZ use (250,000 mg cumulative) was associated with an adjusted odds ratio (OR) of
1.29 (95% confidence interval (Cl): 1.23-1.35) for BCC and 3.98 (95% Cl: 3.68-4.31) for SCC. A cumulative
dose response relationship was observed for both BCC and SCC. For example, 50 000 mg cumulative dose
corresponds to 12.5 mg HCTZ taken daily for about 11 years.

Another study [2] showed a possible association between lip-cancer (SCC) and exposure to HCTZ: 633
cases of lip-cancer (SCC) were matched with 63,067 population controls, using a risk-set sampling
strategy. A cumulative dose-response relationship was demonstrated with adjusted OR 2.1 (95% Cl: 1.7-
2.6) for ever users increasing to OR 3.9 (3.0-4.9) for high use (~25,000 mg) and OR 7.7 (5.7-10.5) for the
highest cumulative dose (~100,000 mg).



NMSC is a rare event. Incidence rates highly depend on skin phenotypes and other factors leading to
different baseline risks and varying incidence rates in different countries. Estimated incidence rates vary
across different regions in Europe and are estimated at rates of around 1 to 34 cases per 100,000
inhabitants per year for SCC and 30 to 150 per 100,000 inhabitants per year for BCC. Based on the results
of the two Danish epidemiological studies, this risk might increase approx. 4 to 7.7-fold for SCC and 1.3-
fold for BCC depending on the cumulative dose of HCTZ.

The Summary of Product Characteristics and Package Leaflet for all the concerned products will be
updated to inform on the risk of NMSC associated with the use of HCTZ.

Call for reporting

Reporting suspected adverse reactions after authorization of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system:

<details on the national reporting system=

Company contact points

<A table of Companies, their concerned products and contact points.>
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