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benapa (x;0pMaHOHA anieTar + STHHUIICTPAIHOI),
myOJIMKAaLMK U PactipoCTPaHEHUH B o
oOpalleHus K creualucTaM CUCTEMbI 3JpaBOOXPaHEHHS

YBaxaemblii Kanat TemupGexoBuu!

Ot umenn pyxoBojctBa Xumudeckoro 3aBoga OAO «I'eneon Puxrepy
CBHJIETEIBLCTBYIO Bam cBoe noyTeHue.
Hacrosumm mucbMoM nipocuM Bac npussars riad ynpasienus puckamu (ITYP)
JUISL JIeKapCcTBEHHOTo npenapara bemnapa (Bepcus 0.2), cornacoBaHHBIi B COCTaBe
PErMCTPALMOHHOrO A0Che, Aara coriacoBanus 13.12.2023 r. B cocrase I[1YP
OBLIO COrIacoBaHO OOpallleHUE K CHELMAIMCTAM CHCTEMbI 3/IPABOOXPAHEHHS O
Mepax MUHMMM3ALUKA PUCKA PA3BUTHSI MEHUHTHOMBI.

JIrob6e3Ho0 mpocuM onyOIMKOBaTh OOpalieHWe K CIeIMaTUCTaM CHCTEMBI
3/IpaBOOXPAHEHMS 0 MEpax MUHUMHU3AUMM PUCKA PA3BUTHUS MEHMHTUOMBI Ha Be0-
caiire JIJJICuMMU.

[11aH pacchuUIKu:

OOpamenne K CHENHAJHCTAM CHCTEMbl  3ApaBoOXpaHeHusi Oyjer
HaNpaBJIAThCA LENEBOH ayUTOpUM B OyMaKHOM HIIM 3JIEKTPOHHOM (hopmare.
[lepeueHs JieueOHO-NPOPHUIAKTUUECKUX YUPEKICHUM, B KOTOPHIE ILIAHUPYETCA
HarnpasuTh oOpamieHHe K  CHOEHMAIMCTaM  CHCTEMBl  3paBOOXpPAHEHMS,
npeacrasieH B [Ipunoxkenun 2. Pactipocrpanenue oOpaieHust K CrielMaInucTam




CHUCTEMbI 3PAaBOOXPAHEHHS IJIAHUPYETCSl HA4aTh B TIEPHOJL MOCIE 11y OaMKaLIH
oOpamenus Ha BebO-caiire JI/ICUMMU u 10 31 mas 2024 r.

[ Ipuioxenus:
1. OOpaienune K crienMaaIucTaM CUCTEMbI 3APaBOOXPAHEHUS.
2. Cnucok 1e4eOHO-NPOPUIAKTUYECKUX YUPEHKICHHI — aIPECcaToB.
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XJ10pMaIHHOHA ALETAT ¥ HOMErecTPOJIa ALEeTaT:

Mepbl M0 MHHMMH3ALUMH TNOTEHUHMAJALHOIO PHCKA MEHUHIHOMbBI: 0 TOTOBSILEMCS
00HOBJICHHH HHCTPYKLHH 10 NIPUMEHEHH IO

YBa)kaeMbl€ CreLMaIMCThI 3iPaBOOXPaHEeHuUs !
OAO «I'eneon Puxtep» (Benrpus) mo cornacoBanuio ¢ EBponeiickuM areHTCTBOM MO
nexapcTBeHHbIM cpeacTaM v JIUJICuMU undopmupyer Bac o crenyromem:

Pestome

e JlekapcTBeHHBIE mpemapartbi, cojepiKalMe XJopmaauHoHa anerat (5-10mr B
Tabserke) wiaM HomerecTpoJa auerar (3,75-5 mr B TabieTke), MOKa3aHbI K NPUMEHEHHIO
TOJIbKO B TOM CJIy4ae, KOrja APYrue MeToAbl TepanuH He noaAxoasrt. Tepanus Jo/pKHA

OrpaHHYHBATHCH MHHHMAJIbHOH I peKTHBHOMH n030i H MHHHMAJIbHOH
NPOAOJIKHTEILHOCTHIO.
o CymecTByeT MNOBbIIMIEHHbIH PHCK Ppa3sBHTHS MEHHHTHOMbI (EIMHUYHOH WJIH

MHO’KeCTBEeHHO#) nocJie MPUMeHeHHs XJIOPMAIHHOHA ALeTATA HJIH HOMErecTPoJia aueTara,
MPEeHMYIIeCTBEHHO NPH MPHMEHEHHH B BBICOKHX 032X B Te4eHHe AJIHTEIbLHOr0 BPEMEeHH.
Puck Bo3pacTaer ¢ yBeJIHHEHHEM KYMYJISITHBHOM 103bl.

s IlpenapaTbl, cogep:kaiiHe XJIOPMAAHHOHA alETAT HJIH HOMErecTpojia AaueTar,
MPOTHBOMOKA3AHBI NAHEHTAM ¢ MEHHHTHOMO#H HJIH MEHHHTHOMO# B aHAMHe3e.

& IMauMeHTKH A0/KHBLI HAXOAHTHCH MOJ HA0JII0JeHHEM HA NpeAMeT BO3HHKHOBEHHS
MEHHHIHOMbBI; B COOTBETCTBHH €O CTAHAAPTAMH KJIHHHYECKOH NMPAKTHKH.

. Ecau y naumeHTKHM, NPUHHMAKOUMIEH XJ0PMAJHHOHA aueTaT MW HOMEerecTpoJia
aneraT, AMArHOCTHPYETCS MEHHHIHOMA, JIeYeHHEe J0/IKHO ObITh MPEeKpPaleHo H He J0/DKHO
B0300HOBISATHCS.

Cnpasounan unopmayus o npodieme no besonacnocmu

B pa3HbIX cTpaHax 3aperucTpHpOBaHbI JIEKAPCTBEHHBIE NTPENapaThl C pa3auuHOH GOpPMYIMPOBKOH
MOKa3aHUN K MPUMEHEHHIO.

3apeructpupoBannbie B cTpaHax EC npenapatsl ¢ BBICOKMMH 103aMHU XJIOPMaIMHOHA alleTaTa uiu
HomerecTposia auerarta (B g03e 5-10 mr 1 3,75-5 Mr, COOTBETCTBEHHO) MOKa3aHbI ISl TEPANUH
pacCcTPOMCTB, CBSA3aHHbIX C ASQUUMTOM MPOrecTepoHa B IPEMEHONAY3aJbHOM [EPHOE,
(YHKLIMOHATBHBIX KPOBOTEUYEHUAX M MEHOPparud NpH MHOMAax, 3HAOMETPHO3E, LMKIHYECKOH
MaCTOJMHUH U np. B koMOMHAILMU ¢ 3CTPagH0IOM HOMETECTPOIA aleTaT B 103€ 3,75 Mr rokasaH
JUIS 3aMECTUTENBbHOM ropmoHanbHON Tepanuu (3I'T) npu cumnrTomax neduLUTAa 3CTPOr€HOB Y
JKEHILMH, Yepe3 6 u bonee MecAleB NOCe NMOCIeIHEH MEHCTPYalHH.

B crpanax EADC npenapatsl, coAepiKallli€ BbICOKHE [03bl XJIOPMAJMHOHA alerata WA
HOMETEeCTpoIa aleraTta, He 3aperHCTPUPOBAHBbI.

Ha teppuropuu crpan EADC 3apeructpuposan npenapat benapa® npoussonctsa OAO «I'eneon
Puxtepy, comepikaluii HU3KYI0 103y XJIOpPMaJWHOHA aneTata — 2 MI B KOMOMHALMHM C
stuHMIICcTpaaronaomM 0,03 mr. Ilpenapart nokasas A TOPMOHAIBHON KOHTPALIETILIHH.
MeHHHTHOMa — pejKasi, 4alle BCero a00poKadyecTBEHHas OMyXoyb, (POPMUPYHOILASCS W3
MO3roBbIX 00010ueKk. KiMHUYECKHE NMpU3HAKM M CUMITOMBI MEHMHTHOMBI HE CHELM(HYHBI H
MOTYT BKJIHOYATh M3MEHEHHE 3PEHMs, CHIKEHHUE CIIyXa WM 3BOH B yIIAX, MOTEPIO OOOHSIHMS,
rOJIOBHbIE 00N, YCHIMBAIOLIMECS CO BPEMEHeM, MOTEep MaMsATH, CYyIOpOrd MM cnaboctk B
KOHEYHOCTSX.

HenaBHo cTaim 10CTYIHBI HOBbIE JaHHbIE ABYX (DPAHLLy3CKUX IMHAEMHOIOTHUYECKHX KOTOPTHbBIX
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HCCJICIOBAHUM, B KOTOPBIX M3YYaliCl PHCK Pa3sBHUTUS MEHUHTHOMBI Y SKEHILMH, TPHHAMAIOLINX
penaparkl, COAEPKaLIME HOMETECTPOIT WIH XJIOPMaAMHOH . JlaHHbIE ITHX IBYX MCCIICIOBAHMIA
CBHUAETEILCTBYIOT O TOM, 4TO PHUCK Pa3BHTUS MEHHMHTHOMBI BO3PACTAET C YBENHYECHHEM J03bl H
NPOJIOJDKUTENBHOCTH JICYEHHS ¥ MOXKET ObITh BbILLE Y XKEHIIHH, IPUHUMAIOLIMX HOMETECTPOJI UIIH
XJIODMaJIMHOH B TCYECHUE HECKOJIbKUX JIET. B uccienoBanusaX Taike ObUIO BBISABICHO, YTO Yepes
OIMH TOA H O0JIee MOCIe NPEKPAIEH A TPHEMa HOMETECTPOIA HIIH XJIOPMAIHHOHA PHCK Pa3BHTHA
ITHX OIMYXOJIeH yMEHbIIAETCS 10 YPOBHSA, COMOCTABUMOTO C OOLIEIIONY ISLHOHHBIM.

Y4uThiBas HOBbIE JaHHbIC, JIEYEHHE BBICOKMMH J103aMM XJIODMAJMHOHA AaleTaTa MM
HOMETEeCTPOIIa aleTaTa cieAyeT NPOBOAMTH TONLKO B TEX CITy4asX, KOraa Apyrue BMEIIaTe1bCTa
TIPU3HAHBI HELENEC000pasHbIMU. JIedeHHe JOMKHO TPOBOAUTHCS B CAMON HU3KOM 3()(PeKTHBHO#
A03¢ U B TEYEHHE Haubo/Iee KOPOTKOrO NepHOa BPEMEHH.

Hukakux HOBBIX MpobJieM 110 6e30MacHOCTH, CBA3AHHBIX C PHCKOM Pa3BUTHS MEHMHTHOMBI, TIPH
TPUMEHEHHH HH3KO103MPOBAHHBIX [TPENapaToB, COAEPKALIMX XJI0PMaJIHHOHA alleTaT (2 Mr) WiH
HomerecTpona auerar (2,5 mr), He BbisiBneHO. C y4eTOM MMEIOIIMXCs Ha CErOAHALIHWI JCHb
JlaHHbIX MO 0E30MacHOCTH COOTHOLIEHHE I0JIb3bI M pucKa npenapata benapa®™ seasercs
O/1aronpUsiTHLIM.

Tem He MeHee, MOCKOABKY PHCK pa3BUTHUS MEHHHTHOMBI BO3pPAcTaeT C YBEJIHUYEHHEM
KYMYJISTHBHBIX /103 ITPENapaToB, COAEPKALIMX XJIOPMaAMHOHA alETaT HIM HOMEreCTpoia aleTar,
HHM3KO/I03MPOBAHHBIE TIPENapaThl TOXKE TIPOTHBOIOKA3aHbI MAIMEHTAM C MEHHHTHOMOHW WJIH
MEHHUHTHOMOM B aHaMHE3€, a MPH MOSABJICHUH PU3HAKOB M CHMIITOMOB MEHHHTHOMBI JICUCHHE
JOIDKHO OBITH MPEKpalleHO U He A0JKHO BO30OHOBJISTHCA.

Hepxarens peructpaurorHoro ynoctosepeduss OAO «l'emeon Puxtep» rotoBuT 00HOBIEHHE
HHCTPYKLIHH 0 TPUMEHEHHIO: BHOCATCS HOBBIE CBE/ICHUS O MOTEHIHAILHOM PHCKE MEHHHIHOMBI,
a TaKoke NPEeOCTEPEIKEHHUS NPH HA3HAYEHUU 1 TPUMEHEHMH TIpEnapaTa c Lenbio 00ecrneueHus ero
0e30MacHOro MPUMEHEHUS.
Konmaxmul 012 coobueHull 0 HeXce1ameibHbLX A6NEHUAX
Mb! npocMM CHELMATUCTOB  3APaBOOXpaHEHHs coodwath 000 BCEX MOA03PEBAEMBIX
HEXKENATENbHBIX PEAKLMSX, BO3HUKAIOIMX Y TAHEHTOK, MPUMEHAIOIIMX npenapat benapa®, B
OAO «I'eneon Puxrep» no anexkrponnoi noure drugsafety ky@gedeonrichter eu wm no aapecy:
IIpencraButensctBo OAO «l'eneon Puxrep» B KP; 720005, Keipreisckas PecryGmuka,
r. bumikek, yn. Urembepauesa, 1A, BL{ «ABpopa», 703.
um B JIJICuMH, 3anonnuB GopMy HM3BELIEHHS O HEKENATENIbHOH peakiMu Ha caite

pharm.kg.

Konmaxmusie dannsie komnanuu
[lo BceM BOMpOCaMm, CBS3aHHBIM C TNpPHUMEHEHMeM mnpenapata bemapa™ ofpamaiitech B
[NpencraBurensctBo Komnanuu mo0siM y1o0HbIM criocobom:

1o 3MeKTpoHHOMY anpecy drugsafety kv(@gedeonrichter.eu

no axapecy: Ilpencrasuresnserso OAO «Ieneon Puxrep» B KP; 720005, Kbiproizckas
Pecniybnuka, r. buinkek, yn. Mremb6epnuesa, 1A, BLL «ABpopay, 703.

no tenedony: +996 312 988116.

CnHCOK JHTEPATYPBI:

1) Nguyen P et al. (2021) - EPI-PHARE - Groupement d’intérét scientifique (GIS) ANSM-CNAM “Utilisation
prolongée de 1’acétate de chlormadinone et risque de méningiome intracranien: une étude de cohorte a partir des
données du SND”. Hocrynuo no CChLIKE: https://www _epi-phare.fr/app/uploads/2021/04/epi-
phare rapport_acetate_chlormadinone avril-2021-1.pdf

2) Nguyen P et al. (2021) - EPI-PHARE - Groupement d’intérét scientifique (GIS) ANSM-CNAM *“Utilisation
prolongeée de I’ acétate de nomégestrol et risque de méningiome intracranien: une étude de cohorte a partir des données
du SNDS”. JoctynHo no CCBIJIKE: https.//www.epi-phare.fr/app/uploads/202 1/04/epi-
phare_rapport_acetate_nomegetrol _avril-2021.pdf
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APPENDIX 1
11.04.2024

Chlormadinone acetate and nomegestrol acetate:
Measures to minimise the potential risk of meningioma — on upcoming safety variation

Dear Healthcare Professional,

Gedeon Richter Plc. in agreement and European Medicines Agency and the Department of Medicines
and Medical Devices would like to inform you the following:

Summary

e Medicinal products containing chlormadinone acetate (5 - 10 mg/tablet) or
nomegestrol acetate (3.75 - S mg/tablet) are only indicated when other interventions
are considered inappropriate. Treatment should be restricted to the lowest effective
dose and shortest duration.

. There is an increased risk for developing meningioma (single or multiple) after use
of chlormadinone acetate or nomegestrol acetate, primarily at high doses over
prolonged time. The risk increases with cumulative doses.

° Products containing chlormadinone acetate or nomegestrol acetate are
contraindicated in patients with a meningioma or a history of meningioma.

. Patients should be monitored for meningiomas in accordance with clinical practice.

. If a patient treated with chlormadinone acetate or nomegestrol acetate is diagnosed

with meningioma, treatment must be permanently stopped.

Background on the safety concern

The nationally approved medicinal products and the wording of the indications varies between
countries.

Therapeutic indications in EU for high-dose chlormadinone acetate or nomegestrol acetate
monotherapy in a dose of <5-10 mg> <and> <3.75-5 mg, respectively>, in women include
treatment of disorders associated with progesterone deficiency in the premenopausal period,
functional bleeding and menorrhagia in fibroids, endometriosis, cyclic mastodynia, etc. In
combination with estradiol, nomegestrol acetate in the strength 3.75 mg is also indicated for the
treatment of hormone replacement therapy (HRT) for oestrogen deficiency symptoms in women
at least 6 months since last menses.

In EAEU Member State countries high-dose chlormadinone acetate or nomegestrol acetate are not
registered. In EAEU Member State countries Belara® manufactured by Gedeon Richter Plc. - low
dose containing chlormadinone acetate (2 mg) in combination with an oestrogen (0.03 mg) 1s
indicated as hormonal contraceptives.

Meningioma is a rare, most frequently benign tumour that forms from the meninges. Clinical signs
and symptoms of meningioma may be unspecific and may include changes in vision, hearing loss
or ringing in the ears, loss of smell, headaches that worsen with time, memory loss, seizures or
weakness in extremities.

Recently, new data raised from two French epidemiological cohort studies in which the risk of



meningioma was investigated in women taking medicines containing nomegestrol or
chlormadinone'~. Data from the two studies suggest that the risk of meningioma increases with dose
and duration of treatment and may be greater in women taking nomegestrol or chlormadinone for
several years. The studies also showed that after women had stopped taking nomegestrol or
chlormadinone for one year or more, the risk of developing these tumours was reduced and
comparable to the risk in people who never used these medicines.

In view of the newly available data, treatment with high-dose chlormadinone acetate or high-dose
nomegestrol acetate should be limited to situations where other interventions are considered
inappropriate. Treatment should be restricted to the lowest effective dose and shortest duration.

No new safety concern regarding a risk of meningioma associated with the use of low dose (2 mg)
chlormadinone acetate containing medicinal products or low dose (2.5 mg) nomegestrol acetate
containing contraceptives could be identified. In view of the currently available safety data, the
benefit-risk balance of Belara® is favourable.

However, as the risk of meningioma increases with increasing cumulative doses of products
containing chlormadinone acetate or nomegestrol acetate, low dose products are contraindicated in
patients with meningioma or history of meningioma and treatment should be permanently stopped
in case of signs and symptoms of meningioma.

Product information of Belara™ will be updated by the Marketing Authorization Holder (Gedeon
Richter Plc.) with the new information on the potential risk of meningioma and on precaution to
prescribe and use the medicine safely.

Call for reporting

We are kindly asking Healthcare professionals to report adverse events in patients taking
Belara® to Gedeon Richter in the Kyrgyz Republic via e-mail drugsafety kyv@gedeonrichter.eu or
at the address:

Representative Office of Gedeon Richter OJSC in the Kyrgyz Republic; 720005, Kyrgyz
Republic, Bishkek, Igemberdiev Street, 1A, BC "Aurora", 703.

or to the Department of Medicines and Medical Devices by filling in adverse event
notification form on the web-site pharm.kg.

Company contact point

Should you have any questions regarding the use of Belara® products, please contact:

by e-mail address drugsafety ky(@gedeonrichter.eu

at the address: Representative Office of Gedeon Richter OJSC in the Kyrgyz Republic;
720005, Kyrgyz Republic, Bishkek, Igemberdiev Street, 1A, BC "Aurora", 703.

by phone +996 312 988116
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cohorte a partir des données du SND”. Available at: https://www.epi-phare.fr/app/uploads/2021/04/epi-
phare_rapport_acetate_chlormadinone_avril-2021-1.pdf
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“Utilisation prolongée de I'acétate de nomégestrol et risque de méningiome intracranien: une étude de
cohorte a partir des données du SNDS”. Available at: https://www.epi-

phare.fi/app/uploads/202 1/04/epi-phare _rapport_acetate_nomegetrol avril-2021.pdf
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Cnucok ne4eGHO-NPoPHIAKTHYECKHX YUPeKIeHHI - apecaToB

KeIprei3ckuii Hay4HbI LEHTP penpoaAyKLHMH yenoBeka (r.buiikek)
["'oponckas ruHekonoruyeckas 6onpHua Ne3 (r.buinkex)

HanmonanbHeli LIeHTp OXpaHbl MAaTEPUHCTBA U JIeTCTBa (T.bullkek)
Omickuii 061acTHOM LEHTp penpoayKiuy Yenoseka (r.0O1m)
Kanan-Abanckuii 007aCTHOM LEHTP MO OXpaHe PENpPOayKTHBHOIO 30POBBS
yesoBeka (r.)Kanan-Aban)



